
http://www.cambridge.org/9780521854962


P1: JZP
0521854962pre CB953-Santoro 0 521 85496 2 September 26, 2005 18:41

ii

This page intentionally left blank



P1: JZP
0521854962pre CB953-Santoro 0 521 85496 2 September 26, 2005 18:41

Ethics and the Pharmaceutical Industry

Despite the pharmaceutical industry’s notable contributions to human
progress, including the development of “miracle” drugs for treating cancer,
AIDS, and heart disease, there is a growing tension between the industry
and the public. Government officials, physicians, and social critics have
questioned whether the multibillion-dollar industry is fulfilling its social
responsibilities. This doubt has been fueled by the national debate
over drug pricing and affordable healthcare, and internationally by the
battles against epidemic diseases, such as AIDS, in the developing world.
Debates are raging over how the industry can and should be expected
to act. The contributions in this book by leading figures in industry,
government, NGOs, the medical community, and academia discuss and
propose solutions to the ethical dilemmas of drug industry behavior. They
examine such aspects as drug pricing and marketing, the role of intellec-
tual property rights and patent protection, and the moral and economic
requisites of research and clinical trials.

Michael A. Santoro is Associate Professor with tenure at Rutgers Business
School, where he teaches courses on business ethics, multinational corpo-
rations and global social issues, labor and human rights, international law,
and ethical issues in the pharmaceutical industry. He has lectured and
published widely on these topics. Professor Santoro is the author of Profits
and Principles: Global Capitalism and Human Rights in China (2000). He
holds a Ph.D. in Public Policy from Harvard University, a J.D. from the
New York University School of Law, and an A.B. from Oberlin College.
He was also a Fulbright Fellow at the University of Hong Kong.

Thomas M. Gorrie, Ph.D., is Corporate Vice President, Government
Affairs & Policy, Johnson & Johnson, with responsibility as Corporate
Officer for all federal, state, and international government affairs and
policy. Dr. Gorrie has more than thirty years of worldwide healthcare
experience. He has worked with various Johnson & Johnson companies
in research and development, marketing and sales, business development,
strategic planning, general management, international, venture capital,
and health policy. Dr. Gorrie received his Bachelor of Arts degree from
Rutgers University and Masters and Doctorate degrees in chemistry from
Princeton University. He completed post-doctoral studies at the Swiss
Federal Institute of Technology in Zurich. He serves on numerous non-
profit boards, including Duke University Health Care System, the Dean’s
Advisory Board of the Rutgers Business School, and the Hun School of
Princeton.
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Preface

The chapters in this book are written by authors with diverse expe-
riences and perspectives. They come from government and industry,
from advocacy organizations and academia, as well as from the sci-
entific and medical communities. It is a notable sign of the force and
maturity of globalization that most of the contributors, regardless of
their nationality or backgrounds, quite naturally address these issues
by considering different international perspectives. Although not every
voice and every relevant issue appears in these pages, we believe we
have made an unprecedented effort to gather a highly diverse and tal-
ented group of authors to address a broad spectrum of the issues that
dominate the relationship between the pharmaceutical industry and
society in a global context.

The diversity of viewpoints among the contributors is mirrored in
the differing perspectives of the editors. Together, since the year 2000,
we have taught a class at Rutgers Business School on the ethical and
regulatory issues facing the pharmaceutical industry. Sometimes much
to the unintended amusement of our students, and we hope occasion-
ally to their enlightenment, we have sharply, though collegially, dis-
agreed on many matters affecting the pharmaceutical industry. Our
disagreements are perhaps rooted in two fundamentally different per-
spectives. First, Dr. Gorrie believes that healthcare is a commodity
purchased by the individual or society, the provision of which is made
through that most social of institutions, insurance. Government’s role
is to ensure that the economically disadvantaged have access to health-
care. By contrast, Prof. Santoro believes that healthcare is a fundamen-
tal human right that circumscribes the exercise of intellectual property
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rights, particularly in the case of life-saving drugs for diseases such as
HIV/AIDS.

Second, although we both believe in the power of the free market
to drive innovation and progress in healthcare, Prof. Santoro believes
that stronger government regulation of the pharmaceutical industry
is desirable and inevitable because he believes that the dictates of
the market too often drive pharmaceutical companies to maximize
their profits in a manner that fails to deploy social resources optimally
to provide the best healthcare for citizens. Dr. Gorrie, by contrast,
believes that marketplace forces can more effectively address issues in
the system than can the controlling hand of government.

Our differing perspectives are, in part, based upon our different
experiences – Dr. Gorrie has spent his career at Johnson & Johnson
in a number of roles, most recently as the Corporate Vice President of
Government Affairs; Prof. Santoro has devoted his academic career to
bringing accountability to multinational corporations for global social
issues such as human rights and the environment.

Our differences, philosophical and otherwise, are real and signifi-
cant; however, we both believe that choice is the lynchpin of effective
healthcare and that all people should have access to affordable prod-
ucts and services that will save, enhance, improve, and prolong their
lives, a mandate that certainly extends to people suffering from global
pandemics. Most importantly, we both believe that knowledge best
emerges from dialogue and listening to diverse viewpoints. This book
offers multiple perspectives about the highly charged ideological issues
the industry faces today. Written by leading experts in their respective
fields, the essays comprising this book are not biased toward one par-
ticular point of view (either pro-business or anti-corporate). We both
highly value the opportunity to engage in public discourse about busi-
ness and ethics, and, in particular, to talk about the complex ethical
issues inherent in medicine and healthcare. We believe that reasoned
discussion will open channels of communication, lead to better under-
standing, and ultimately result in progressive change.

Another area of agreement between the editors is that future
healthcare innovations and solutions will arise from long-term partner-
ships. Too much of the debate thus far has focused on confrontation
(e.g., advocates vs. industry). Although such conflicts are inevitable
given the diversity of the material interests involved, in order for
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sustainable solutions to be achieved in the twenty-first century, we
believe that parties on opposite ends of the debate must come together
as global citizens, take responsibility, and be accountable for delivering
results. There is work to be done. The public and private sectors, the
advocacy organizations and academia, the medical and scientific com-
munities, all need to work together on the development of technologies
that add quality, value, and cost efficiency to healthcare systems. By
doing so, we will provide citizens with the highest quality of health-
care and the continued hope that new technologies can bring a better
future. It is to that end that we have brought together the extraordinary
authors in this volume, and we hope that the debate and dialogue that
follow will help point the way to a future when all people can enjoy
the fruits of the global pharmaceutical industry.

Michael A. Santoro and Thomas M. Gorrie
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Foreword

It is a privilege to help set the scene for the deliberations in this book on
ethics and its applications to the pharmaceutical industry and health-
care in the twenty-first century. In Classical Greek, the word “ethics”
means the “beliefs of the people” – the study of what is right and good
in human conduct and the justification of such claims. Applied to the
complex and multifaceted world of healthcare, it is a formidable task
to try and uncover the fundamental principles involved in “right and
good conduct.” Without a doubt, this task is not simply about setting
up a list of rights and wrongs. Rather, it is a discussion, a process that
helps to tease out the real issues and find ethical solutions to complex
practical problems.

Herein lies the greatest success of this book. It brings together out-
standing leaders and thinkers from all segments of global healthcare
to engage in ethical debate. They are all highly knowledgeable and
experienced and from their different perspectives they mold together
a unique view on some of the burning questions of our time. These
include the ethics of clinical research, the empowering of patients by
providing access to quality information, and the critically important
issues of equity and access to care, especially in the field of HIV/AIDS.
You will notice that the contributing authors brilliantly succeed in sen-
sitizing the conscience of the reader and the different stakeholders
involved in the healthcare leadership. As we all know, a sensitized
conscience is a prerequisite for sound ethical decision making.

Another highlight of the book is its focus on partnerships. For too
long, decisions with major implications for global health have been
made in a compartmentalized fashion. Often there is a very troubling
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divide in the thinking of public- and private-sector leaders, regulators
and providers, and most important of all, the patients involved in the
healthcare system and those working in it. Not only does this cause inef-
ficiencies and high costs, but it can lead to ethically bad behavior. This
divide can be overcome by constructive and synergistic partnerships,
and fortunately this book, in itself, represents such a partnership. All
of the authors believe in the value of promoting good ethics in health-
care. Surely this type of attitude and collaboration will help us address
the global health issues we face.

Last, a word on the centrality of the patient in any discussion on
the ethics of healthcare. Most professional healthcare associations
acknowledge in their foundational policies that ethically, the health
of the individual patient should be the first consideration in any deci-
sion on care. This book will definitely contribute greatly to this ideal. It
calls for more effective communication and standards of health infor-
mation and sets the informed, respected, and cared-for patient as the
goal of all our collective efforts. Bravo!

My sincere wish is that after reading the book, you and your orga-
nization will have a greater understanding of the ethical complexities
of healthcare in the twenty-first century. More importantly, I hope that
you and your organization will be encouraged to participate in the
ethics debate and the partnerships necessary to put patients first and
make healthcare work. We owe it to them and to humanity.

Delon Human, M.D.
Secretary-General and CEO, The World Medical

Association (WMA)
The WMA is the global representative body for

physicians worldwide.
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Introduction

Charting a Sustainable Path for the Twenty-First Century
Pharmaceutical Industry

Michael A. Santoro

This industry delivered miracles, and now they’re throwing it all away.
They just don’t get it.1

Dr. Roy Vagelos, former Chairman, Merck & Co.

the unraveling of the “grand bargain”

Perhaps no business engages the worlds of science, medicine, eco-
nomics, health, human rights, government, and social welfare as much
as the pharmaceutical industry. As the twenty-first century begins, how-
ever, there is growing controversy and even hostility in the relationship
between the pharmaceutical industry and the public. The millions of
individuals, families, and communities throughout the world that have
been stricken by the scourge of AIDS offer the most tragic human
face to this controversy, but it is no overstatement to say that the phar-
maceutical industry impacts the life of virtually every person in the
world.

What we are witnessing is the unraveling of a “grand bargain”
between the pharmaceutical industry and society. This grand bargain
was a complex, implicit social contract that allowed the modern global
pharmaceutical industry to emerge in the second half of the twenti-
eth century. Although the industry prospered immensely, society also
enjoyed a bountiful array of life-saving and life-enhancing drugs. As
the twenty-first century begins, however, this grand bargain is in tat-
ters and public mistrust and resentment of the industry run feverishly
high. Many feel that the enormous industry profits are not sufficiently

1
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matched by contributions to the common good. What factors are
behind this growing tension between the pharmaceutical industry and
society? Which of the criticisms of the industry are warranted and what
reforms of the industry make sense? How can the fragile relationship
between the pharmaceutical industry and society be repaired? Will
a new social contract develop in the twenty-first century? These are
the broad questions addressed in this book from a diverse array of
perspectives.

While it is impossible to discuss all the controversies involving the
modern pharmaceutical industry, the essays in this book attempt to
address the most significant moral, scientific, and public policy issues
that underpin the industry’s complex relationship with society. Accord-
ingly, the book is divided into four sections encompassing these broad
themes. Section I is concerned with the research process by which drugs
get discovered and developed. Section II casts an analytical and critical
eye on the marketing of drugs directly to consumers and to physicians.
Section III contains essays that critically assess the intellectual prop-
erty rights protecting these discoveries and the related pricing policies
this intellectual property regime allows both in developed economies
and in third world countries. Finally, Section IV looks to the future
and contains essays that reflect on a sustainable path for the phar-
maceutical industry to thrive economically while serving the needs
of society.

Many of the essays in this book address hot-button issues such
as pricing for AIDS drugs and stem cell research. Indeed, several of
the authors in this volume press these hot buttons quite deliberately
because they believe passionately in the moral and scientific force of
their positions. Such passion and commitment are only natural and
understandable given the momentous human impact of these mat-
ters. When read together, however, the various essays in this book are
intended to offer a fair, balanced, and insightful consideration of the
troubled relationship between the pharmaceutical industry and soci-
ety. Given the divergent ends of a for-profit industry and a product
with immense public health implications, there will always be some
tension in the relationship between the pharmaceutical industry and
society. The hope is, however, that this book can help point to a more
sustainable path where these divergent interests are better aligned and
the inevitable residual tensions are better managed.
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the industry’s deteriorating public image

In recent years, drug companies have operated in the glare of the global
court of public opinion. The verdict has been decisively negative. It
is difficult to pick up a newspaper or a magazine these days without
reading about some controversial issue presenting the pharmaceutical
industry in an unflattering light: ever-rising drug prices in the United
States and around the world; egregious overcharging for drugs sold to
public health programs such as Medicaid; never-ending vitriolic trade
negotiations over intellectual property and generic drug manufactur-
ing in third world countries; sympathetic pleas by senior citizens and
others to import drugs from Canada where government controls keep
prices low; concerns about the rights of patients participating in clinical
trials; troubling revelations that clinical trials are sometimes selectively
published in scientific journals to overstate effectiveness and efficacy;
the seemingly ubiquitous emergence of consumer advertising; revela-
tions of shockingly large-scale bribes to physicians to prescribe partic-
ular drugs; and the international debate over the role of the industry
in providing AIDS drugs to third world countries.

Among observers outside the industry, the greed and moral fail-
ings of the industry approach the status of a truism. Many observers,
moreover, have come to question the industry’s economic vigor and
innovative vitality. Consider the following passing comment in a New
York Times article: “[The pharmaceutical industry’s] profits rely almost
entirely on laws that protect the industry from cheap imports, delay
home-grown knockoffs, give away government medical discoveries,
allow steep tax breaks for research expenditure and forbid government
officials from demanding discounts while requiring them to buy certain
drugs.”2 What is remarkable about this quotation is that it comes from
a news article, not an opinion piece. Moreover, the author did not even
feel the need to cite a source for his damning conclusions!

Predictably, the barrage of negative media coverage has taken its toll
on public perception. According to the Harris Poll, between 1997 and
2004 the percentage of adults believing that the pharmaceutical indus-
try was adequately serving its customers declined from 79 percent to
44 percent.3 Less than 14 percent described pharmaceutical companies
as “generally honest and trustworthy.” Fifty-six percent believed that
drug prices were unreasonably high and that there should be more
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government regulation of the industry. Indeed, public contempt in
the United States for the pharmaceutical industry sometimes reaches
startling heights of vitriol. A 2003 Gallup Poll revealed that Americans
rate the public image of the pharmaceutical industry among the bot-
tom five.4 Some critics even go so far as to compare the pharmaceutical
industry with the tobacco industry.5

For pharmaceutical executives, their declining public image is a bit-
ter pill. Despite the fact that the industry has developed many life-
saving and life-enhancing products over the last half-century – includ-
ing so-called “miracle” drugs for treating cancer, AIDS, and heart
disease – public trust and confidence are spiraling downward. Most
pharmaceutical executives are bewildered by the public’s contempt.
Typical is the view of one executive who remarked, “We find it quite
incredible that we could be equated with an industry [tobacco] that
kills people as opposed to cures them.” Others, however, are realizing
that the industry needs to change quickly and radically to adapt to a
fundamentally new political and social environment. Even an industry
stalwart such as Roy Vagelos, the former CEO of Merck, has begun
to complain about the high prices of drugs and to warn about the
inevitability of government price controls.6

two core issues in need of resolution: profit versus
medical need and the need for cooperation

Although the essays in this volume are diverse and far-ranging, two
core themes emerge in charting a sustainable path for the pharma-
ceutical industry. One issue that cuts through virtually all the chapters
in this book is the imperfect alignment of private profit-maximizing
objectives with public health needs. The central paradox of the public
policy debate over the pharmaceutical industry stems from the fact
that private enterprise drives creativity and innovation, while simul-
taneously it restricts access and distorts medical priorities. Important
life-saving and life-enhancing drugs, such as protease inhibitors for
HIV patients, are invented, but many can’t afford those drugs, espe-
cially in the third world. Some conditions, such as heart disease and
hypertension, which are prevalent in developed economies, offer doc-
tors multiple options for treatment, whereas doctors in third world
countries have few options for treating the scourge of malaria. The
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airways are filled with ads for erectile dysfunction drugs that make
them seem curiously akin to a recreational drug, whereas working-
class families wonder how they are going to afford life-saving asthma
medication for their children. The disconnect between the profitability
of drug companies and the public health manifests itself in a seem-
ingly endless array of such ironies. What are the root causes of this
misalignment? How big is the gap between profits and public health?
What must be done to bridge this gap? In the process, how do we bal-
ance the intellectual property rights of pharmaceutical companies with
the basic human right to healthcare? These questions are addressed by
numerous thoughtful and knowledgeable authors in this volume.

A second theme that emerges in these pages is the pressing need
for the pharmaceutical industry to increase dialogue and cooperation
with various stakeholder groups. A number of authors in this volume,
including those from within the industry, emphasize that to repair their
relationship with society in a sustainable manner, drug companies must
learn to think of diverse groups as active partners in the process of drug
development and sales. If the pharmaceutical industry is able to adapt
and change in this way, it will come to see advocacy groups, the medical
and scientific community, governments, NGOs, and international insti-
tutions as essential partners in developing useful drugs to solve medical
problems that often have social and transnational implications. If the
industry is not able to make this transition, it will continue to be vilified
and find itself increasingly isolated.

Inaction is not an option for the pharmaceutical industry. The void
from the absence of cooperation and partnership with stakeholder
groups will be filled ineluctably by increased government regulation,
including the specter the industry probably fears most – price controls.
The loser in this eventuality will not be just the pharmaceutical industry,
which will inevitably be less profitable. Society, too, will lose because
the heavy hand of government regulation and bureaucracy, although
sometimes necessary, can rarely function as efficiently and creatively as
coalitions of diverse groups, including government, working together.
Therein lies the moral imperative for change in the pharmaceutical
industry – the hope for a future where society continues to enjoy a
steady stream of drugs to improve health and wellbeing and where
these fruits are broadly distributed among rich and poor, and through-
out the globe.
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part i

PROFITS, PATIENTS’ RIGHTS, AND
SCIENTIFIC PROGRESS

The Ethics of Clinical Research Conducted
in Private Enterprises

7
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Introduction to Part I

Michael A. Santoro

introduction

Pharmaceutical research is a complex social enterprise. It involves per-
sons, commerce, and the advancement of medical knowledge, and it
raises a broad array of ethical, scientific, and public policy issues. The
chapters in this section analyze and suggest reforms in a number of
these areas, including (1) the conflicts that arise between the profit
maximization objectives of pharmaceutical companies and the ethi-
cal requirements of scientific research and medicine, particularly in
regard to safety concerns and the diseases that are targeted; (2) the
ethical safeguards for conducting research involving human subjects,
particularly vulnerable subjects such as children and citizens of third
world countries; (3) the patient’s right to be included in drug trials
that offer hope for terminal medical conditions, as well as the public
health implications of including minority populations in drug trials; and
(4) the scientific and ethical issues underlying stem cell research.

medicine, science, and profit maximization: an uneasy mix

The dictates of medical and scientific ethics are sometimes at odds in
clinical research, as for example in the administration of placebos to
patients in control groups.1 Such conflicts arise because physicians are
trained to cure and treat patients by administering therapeutic reme-
dies, whereas scientists seek to establish facts and advance knowledge.
For the most part, however, the advancement of knowledge and the
betterment of patients ultimately are complementary goals.

9



P1: ICD/GKJ P2: IWV
0521854962p1int CB953-Santoro 0 521 85496 2 September 26, 2005 19:25

10 Michael A. Santoro

It is the interjection of profit motivation into drug research that cre-
ates the greatest ethical challenges. In a sense, these challenges are
endemic to the free market system. The power of the free market
is that by appealing to self-interest it unleashes powerful incentives
that spur creativity and productivity. Bolstered by the added incentive
of patent protection – a subject discussed in Part III of this book –
the pharmaceutical industry has attracted vast sums of private invest-
ment and it has employed these funds to invent and bring to market a
wide array of life-saving and useful drugs. The problem with the mar-
ket, however, is that it does not perfectly correspond to human med-
ical needs. The market responds to consumer demand, which reflects
wealth and ability to pay. Human medical needs, however, exist even
where consumer markets don’t. Conversely, as discussed in Part II
of this book, the pharmaceutical industry sometimes attempts to cre-
ate consumer markets for drugs that do not optimally serve medical
needs.

When one considers the disjunction between medical needs and
the dictates of capitalism in a global context, the gulf between com-
merce and medicine grows wider. On purely medical grounds, the
needs of a poor child suffering malaria in sub-Saharan Africa should
have priority over a middle-aged American man suffering from hair
loss. Through the prism of capitalism, however, the balding man is a
valued, potential customer and the African child barely exists. The
numbers tell the story. Malaria research attracts 20 cents in research
dollars for each infection, whereas ailments that are prevalent in
developed countries attract hundreds of dollars per case.2 As a result
of such stark economic realities, many of the world’s most press-
ing medical needs will remain unmet without resort to nonmarket
solutions.3

Jürgen Drews, a physician who has been the research director of a
major global pharmaceutical company, is uniquely qualified to exam-
ine the interrelationships among medical ethics, scientific ethics, and
the profit motive. Drews argues that in recent years an obsessive, and
ultimately self-defeating, focus on the bottom line, and the increasing
costs of launching a new product, have led pharmaceutical compa-
nies to devote their research efforts increasingly to so-called “me too”
remedies for conditions such as high cholesterol and hypertension for
which useful therapies already exist.
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To address the problem of malaria and other unmet medical
needs in the third world, Drews suggests a number of nonmar-
ket solutions, including a call for collaborative intergovernmental–
nongovernmental–industry partnerships. One extraordinary example
of this kind of effort has been launched by the Institute for OneWorld
Health, led by Dr. G. Victoria Hale and funded by the Bill and Melinda
Gates Foundation. The Institute accepts industry donations of patent
rights and the volunteer services of industry scientists to develop drugs
that could be useful in the third world. In return, companies can gain
tax breaks and garner positive public relations.4

How great is the gap between global medical need and market
forces? Is the only way to bridge this gap through resort to nonmar-
ket solutions and charity? Or are opportunities to do good by doing
well being missed by the pharmaceutical companies? Drews, who has
viewed the pharmaceutical industry from within as a scientific director
and from outside as an investment banker, tantalizingly suggests that
scientific research is best served by a focus on medical research rather
than the bottom line. Ironically, Drews observes, it is precisely the
obsession with the bottom line that has led to a slowdown in the drug
pipeline that in turn has hurt the bottom line. He regards this develop-
ment as a fundamental departure from an earlier “golden age” when
pharmaceutical research was more closely aligned with medical need
and scientific purpose. As a scientist, Drews understands that impor-
tant breakthroughs often come serendipitously in laboratories when
the pursuit of knowledge is undertaken for its own sake, and not as a
result of the best laid financial plans of MBAs in executive suites.

Doing Good by Doing Well: The Real Lessons
of Merck’s Cure for River Blindness

Drews’s account of scientific creativity merits further study and debate.
On an anecdotal level, however, Merck’s development of a drug
to cure river blindness offers powerful support for his view. River
blindness, onchoceriasis, a terrible disease resulting in unbearable itch-
ing, swollen body tissue, and ultimately blindness, affects over 80 mil-
lion people in poor settlements of Africa, the Middle East, and Latin
America. In the late 1970s, Dr. William C. Campbell, a scientist at
Merck, approached then-CEO Roy Vagelos with a proposal to test and
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develop a drug for river blindness. Merck justifiably won praise for
devoting substantial resources to developing the drug even without
any prospect of achieving a return on investment.

As an example of moral leadership in putting medical needs before
profits, the Merck river blindness story is inspiring enough. However,
the lessons of this story may run deeper. Invermectin, the drug Merck
developed to combat river blindness, also had potency and effective-
ness against a wide variety of animal parasites. Indeed, Merck made
significant profits serving this market. It was no accident that this drug
compound, which turned out to have applications in both profit-making
and non-profit-making markets, was developed at Merck in a period
when Roy Vagelos, a medical doctor, emphasized basic research and
challenged Merck scientists to think of their work as a quest to alleviate
human disease and suffering worldwide.

Is there a broader lesson here? Is scientific creativity, as Drews
suggests, being choked off by the micromanagement of bottom-line-
obsessed corporate executives without scientific backgrounds? It is
hard to say, based on this one example, where profits and dedication to
medical need seem to go hand in hand. But perhaps drug companies
today might do well to heed the words of George W. Merck, the com-
pany’s modern day founder, who in 1950 wisely said: “We try never to
forget that medicine is for the people. It is not for the profits. The prof-
its follow, and if we have remembered that, they have never failed to
appear. The better we have remembered it, the larger they have been.”5

Some might argue that this sentiment is hopelessly quixotic and naı̈ve
at the turn of the twenty-first century, when drug development costs
are ever rising. Perhaps, however, pharmaceutical executives need now
more than ever to be reminded that sustainable profitability will result
from addressing genuine medical needs.

drug safety: public policy, ethical, and
regulatory considerations

It is remarkable to reflect in retrospect that it was not until the second
half of the twentieth century, with the passage of the 1962 Kefauver-
Harris Amendments to the Food, Drug and Cosmetics act of 1938 (later
followed by similar legislation in Western Europe and throughout the
world), that pharmaceutical firms were required to demonstrate the
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safety and efficacy of new drugs through scientifically valid clinical
trials utilizing human subjects.6 (Interestingly, from China there is some
evidence to suggest that the success rates of analgesic and therapeutic
administrations of acupuncture and moxibustion by physicians were
recorded in clinical records as early as the Han dynasty in the second
century.7) In the modern era, a watershed event in determining public
policy on the length and rigor of clinical trials was the thalidomide
incident in the early 1960s, when a drug widely prescribed to pregnant
women was brought to market in many countries despite data linking
its use to severe birth defects such as missing limbs. In the aftermath of
the thalidomide tragedy, a global social and governmental consensus
emerged that would allow drugs to enter the market only after safety
and efficacy have been demonstrated conclusively through increasingly
large and rigorous clinical trials.

In recent years it has become apparent that the struggle to ensure
the safety of drugs has not yet ended. Renewed concerns about safety
can be traced to 1997 with the recall of the widely used diet pill Fen-
Phen after it was discovered to be linked to a fatal lung condition.8

In 2004, drug safety was once again thrust dramatically into the pub-
lic debate when concerns arose over the safety and effectiveness of
antidepressants. Of particular concern was the fact that the FDA had
instructed companies to withhold information about studies suggesting
that antidepressants were ineffective and that the use of antidepres-
sants was linked to suicidal tendencies, especially among children and
teenagers. When news of this data suppression came to light, mem-
bers of Congress, medical journal editors, and even the pharmaceuti-
cal industry itself put forth various proposals to register all drug trials
before they begin and to disclose the results regardless of the outcome.9

In September 2004, just as the furor over antidepressants subsided
somewhat with the FDA’s announcement that it would require a promi-
nent “black box” warning label about the suicidal risks of antidepres-
sants for children, came the astounding revelation that Merck was
voluntarily withdrawing Vioxx – a “blockbuster” Cox-2 pain inhibitor
used by over 20 million people worldwide – from the market because
of studies tying the drug to heart attack and stroke risk. At the time
of the withdrawal, Merck CEO Raymond Gilmartin claimed that the
study results were “unexpected” and that the company was “really
putting patient safety first.” Within weeks, however, the company’s
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commitment to patient safety was called into question. The Wall Street
Journal reported that in internal company e-mails uncovered by a plain-
tiff’s lawyer in a lawsuit, Merck’s research director had alluded to the
risks internally as early as 2000. The Journal also reported that train-
ing materials for salespersons visiting doctors’ offices to sell Vioxx
bore the title “Dodge Ball Vioxx” and that each of the first twelve
pages listed various “obstacles” or statements that might be made by
doctors, including “I am concerned about the cardiovascular effects of
Vioxx.” The final four pages each contained a single word in capital
letters: “DODGE!”10

In its defense, Merck argued that company documents had been
taken out of context by plaintiff’s lawyers and did not paint an accu-
rate picture of the company’s conduct, although initially, citing litiga-
tion concerns, the company declined to release exculpatory documents
and explanations. Two weeks later, however, under mounting pressure,
the company’s counsel asserted that “DODGE!” was the name of a
sales training game that had nothing to do with avoiding physician
inquiries about Vioxx’s safety. He also explained that the e-mail from
the company’s research director seemingly acknowledging heart risks
represented an “initial impression” and that, based on subsequent anal-
ysis of data, the company concluded that Vioxx only appeared to cause
heart problems because it was being compared with naproxen, which
benefited the heart. In February 2001, however, one member of a spe-
cial FDA advisory panel reported that this explanation “was not very
convincing to us.”11

In May 2005, Merck’s CEO, Raymond Gilmartin resigned and the
company remained mired in what promised to be a long and protracted
series of Vioxx-related lawsuits. In the wake of safety concerns about
antidepressants and Vioxx, however, a number of long-term public
policy, regulatory, and ethical concerns have emerged.

On a public policy and regulatory level, the antidepressant and
Vioxx incidents resurrect a longstanding debate about the costs and
benefits of the FDA’s safety and efficacy requirements. Almost from
the time that the 1962 Kefauver–Harris amendments were adopted,
some have argued that the FDA’s enforcement of safety and efficacy
regulations needlessly increase drug costs and deny patients access to
life-saving drugs.12 This is a view that needs to be taken seriously in the
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public discourse because, as with most government regulation, drug
safety and efficacy regulation results in both costs and benefits.

The benefits of safety regulation are difficult to assess accurately.
They consist mostly of the number of lives saved and the side effects
avoided as a result of the maintenance of a strong drug safety review
process. The benefits of efficacy regulation, though real, are even more
elusive. It is impossible to measure how many patients would take
ineffective remedies instead of proven remedies if given the choice.
In the 1970s, many desperate cancer patients traveled to Mexico to
get Laetrile treatments instead of prolonging their lives with proven
cancer therapies.13 More recently, HIV/AIDS activists who lobbied
for looser FDA regulation of efficacy have in retrospect come to real-
ize that desperation led many AIDS patients to seek out ineffective
treatments instead of proven therapies that promised less.14

The costs of drug regulation are somewhat more straightforward to
quantify than the benefits. Drugs are more expensive because of long
and large clinical trials. Patients suffer and may die as they wait for
drugs to be approved. When drugs are kept off the market because of
efficacy or safety concerns, patients are denied any hope for treating
their conditions, as for example when one company discontinued trials
of a drug to treat Parkinson’s disease.15

As a result of the technical obstacles to conducting an accurate cost-
benefit analysis of drug regulation, arguments for reducing the power
of the FDA are sometimes pressed as a part of a blunderbuss ide-
ological crusade. In 1994, for example, Congressman Newt Gingrich
called the FDA the “No. 1 job-killer” in America and referred to FDA
commissioner David Kessler as a “thug and a bully.”16 Wiser heads in
the pharmaceutical industry greeted this idealogical posturing unen-
thusiastically, understanding full well that the confidence of doctors and
patients depends crucially on the trust the public reposes in the FDA.
As the overwhelming public outrage over the antidepressant and Vioxx
incidents demonstrates, when it comes to drugs there is little political
support for a laissez-faire regulatory approach. The American public
wants drugs that work and are affordable and are safe.

Not surprisingly, the FDA was criticized harshly for failing to protect
the public in the Vioxx and antidepressant incidents. Reflecting on the
FDA’s inaction in the face of evidence linking Vioxx with heart disease,
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Republican Senator Charles Grassley, was moved to ask: “Did a cozy
relationship between the FDA and a pharmaceutical company allow a
drug with known safety risks to stay on the market longer than it should
have?”17 Senator Grassley’s question became more poignant a few
weeks later when the FDA itself released an internal study concluding
that Vioxx might have contributed to 27,785 heart attacks and deaths
from 1999 to 2003.18 Then in November 2004, The Lancet, a highly
respected British medical journal, published an editorial criticizing the
FDA for acting out of “ruthless, shortsighted and irresponsible self-
interest” for failing to remove Vioxx from the market.19 Later that
month the Journal of the American Medical Association called for the
creation of a board independent of the FDA to track the safety of drugs
after they were approved and in widespread use.20 Responding to these
criticisms, the FDA undertook a number of reforms, including seeking
the advice of the Congressionally chartered Institute of Medicine in
determining how well it was assessing the side effects of drugs and
setting up a system for its employees to seek internal and external
appeal of agency decisions.21

Although there is plenty of blame to be assigned to the FDA for the
Vioxx debacle, at the end of the day safety remains fundamentally an
issue of business ethics and the responsibility of the company manufac-
turing a drug. In the case of Merck and Vioxx, one has to ask whether
this once highly esteemed company had remained true to the busi-
ness principles articulated by its modern founder, George W. Merck.
Ultimately, it was the shareholders who paid a steep price for man-
agement’s missteps. The company’s stock price tumbled as it faced the
prospect of billions of dollars in product liability lawsuits. If the river
blindness story illustrated how pharmaceutical companies can do well
by doing good, the Vioxx story demonstrates how companies will do
poorly when they pay insufficient attention to the medical well-being
of the public.

patients’ rights and clinical research

The bizarre and cruel Nazi experiments forcibly conducted on Jewish
participants served as a motivating force for protecting the rights of
patients in clinical trials. Also contributing to these concerns were the
outrageous facts about the Tuskegee syphilis study, which came to light
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in the 1960s. For a period of over four decades, the U.S. government
monitored poor, unsuspecting African American men suffering from
syphilis, but denied them treatment. As Dr. Valentine Burroughs
notes in his chapter, the ensuing outrage over the Tuskegee study
combined with years of racism and discrimination has built mis-
trust and hampered clinical trial recruitment efforts among African
Americans.22

In 1964, the World Medical Association adopted the Helsinki Dec-
laration of Ethical Principles for Medical Research Involving Human
Subjects. Four decades after the Helsinki Declaration, however, many
remain wary of experimental research.23 In recent years, as clinical tri-
als increasingly are conducted in third world countries with vulnerable
and often illiterate populations, the issue of patient rights has taken on
a new urgency.

In their chapter, Juhana E. Idänpään-Heikkilä, Secretary-General
of the Council for the International Organizations of Medical Sciences
(CIOMS) at the World Health Organization, and Sev Fluss, Senior
Advisor at CIOMS, describe the various measures in effect world-
wide designed to protect the rights of clinical trial patients, partic-
ularly those designed to protect vulnerable third world populations.
They analyze a number of important ethical principles developed by
leading world medical and scientific bodies such as the World Medical
Association, the World Health Organization, and the Council for
International Organizations of Medical Sciences. These principles are
designed to traverse various cultural and gender gaps that can make
it difficult to assure that participants in clinical trials freely consent to
participate in clinical trials and fully understand the risks and benefits
of participation.

Children: The “Sentinel Canaries” in the Mine of Drug Research

The rights of patients in clinical trials sometimes require delicate
balancing against the rights of patients to safe and effective drugs.
For example, administering placebos to a control group in a clini-
cal trial is often the optimal way to determine the efficacy of a new
drug, but patients receiving the placebo derive no benefit from par-
ticipation in the study.24 Often, as was the case with the Thalidomide
tragedy, children bear the brunt of this delicate balance, which is why
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Dr. Dianne Murphy and Dr. Sara Goldkind refer to them in their
chapter as the “sentinel canaries in the mine of pharmaceutical thera-
peutics.”

Murphy and Goldkind are physicians and scientists who, as FDA
officers, are entrusted with protecting the interests of children in clin-
ical research. As they note, the history of children in medical research
has gravitated between concern for their role in drug research and
concern about the therapies available to them as patients. Until the
very end of the twentieth century, the predominating goal was to avoid
the exploitation of children in clinical trials. As a result, as Murphy
and Goldkind note, the medical community lacked information about
the absorption, distribution, metabolism, and elimination of drug com-
pounds in children. Doctors used a crude and risky methodology that
was based on calculating children’s dosages on the basis of weight-
based comparisons with adult dosages.

Murphy and Goldkind analyze the effects of two developments
occurring at the turn of the century. First, the FDA Moderniza-
tion Act of 1997,25 and the Best Pharmaceuticals for Children Act
of 2002,26 contained financial incentives – in the form of patent
extensions – for companies that conduct specialized clinical trials
to determine whether drugs are safe and effective in children. At
the same time, a collaborative effort among governments, NGOs,
patient advocates, and the medical and scientific community devel-
oped a series of ethical precepts for protecting the rights of children
in clinical research. Murphy and Goldkind assess the lessons learned
to date as these new incentives and safeguards have been put into
action.

Dr. Robert Nelson is a pediatrician and medical school professor
who works on a daily basis with children in critical care settings.
In his chapter, Dr. Nelson compares and contrasts various ethical
precepts to protect children in research that have been promul-
gated throughout the world. He then considers how these provisions
apply to the use of control groups administering placebos to chil-
dren. Finally, he considers the lessons learned from the controversy
over the disclosure of safety issues uncovered in studies of antidepres-
sants in children. He concludes by offering his thoughts on how we
can enable children to participate in clinical trials without exploiting
them.
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Is There a Right to Participate in Clinical Trials?

Another trend at the turn of the millennium is that a better informed
public is increasingly aware of the potential value of participating in
clinical trials. Public attention was first drawn to this phenomenon in
the 1980s and 1990s, when AIDS patients demanded access to experi-
mental drugs that sadly came to market too late to help many. Today,
for patients with a wide array of illnesses, particularly those that are life-
threatening, clinical trials offer precious hope. Many patients endure
long, expensive, and heart-wrenching campaigns to be included in clin-
ical trials from which they might be excluded for scientific, geographic,
or other reasons.27

In her chapter, Dr. Glenna Crooks, a health policy advisor in the
Reagan administration and a former Worldwide Vice President of
Merck’s vaccine unit, considers whether patients have a right to partic-
ipate in clinical trials. She notes that, ironically, although some clinical
trials have too few slots for willing participants, others are not able to
recruit enough patients.28 Crooks makes the case that to increase par-
ticipation, patients must be seen as active collaborators instead of sim-
ply human subjects. She envisions a new model for the future in which
patients will take on a more active role in partnership with researchers
regarding all aspects of clinical trials.

As in so many aspects of our society, there is no escaping the rel-
evance of race and ethnicity in clinical drug research. In his chapter,
Dr. Valentine Burroughs, a former president of the National Medical
Association, which represents African American physicians, observes
that African American and some other racial and ethnic minorities
participate at a disproportionately lower rate in drug trials than do
nonminorities. There are numerous reasons for this disparity, accord-
ing to Dr. Burroughs. One is lingering mistrust in the African American
community in the wake of the Tuskegee study controversy. Language
and cultural barriers also play a role, as does the fact that minorities
often receive healthcare in settings that are on the periphery of the
research hospitals and institutions where drug companies are likely to
sponsor clinical trials.

Burroughs foresees a future where genetic research will enable doc-
tors to provide individualized therapies that go beyond crude mark-
ers such as race and ethnicity when prescribing drugs for patients.
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Nevertheless, Burroughs argues, minority access to clinical trials will
remain crucial for some time, because race and ethnicity sometimes
offer physicians valuable guidance in assessing the efficacy and opti-
mal dosage of a drug for a particular patient. This was dramati-
cally illustrated in 2004 when a combination of drugs was found to
dramatically reduce heart disease in African Americans.29 As a con-
sequence, Dr. Burroughs argues, the participation of ethnic and racial
minorities in clinical studies becomes an important factor in moving
toward more equal access to healthcare, and he calls on the pharma-
ceutical industry to increase the resources and commitment devoted
to the inclusion of minorities in clinical trials.

stem cell research: the role of science
and pseudoscience in public policy

Medical researchers value stem cells because they develop into many
kinds of human tissue. As a result, they offer the hope of treating
diverse conditions, such as Alzheimer’s disease and spinal injuries.
Controversy arises, however, because the most useful stem cells for
medical research are derived from human embryos. The proposed
use of stem cells left over at fertility clinics for research has thrust
the stem cell debate into the political minefield of abortion policy.

In his chapter, Congressman Rush Holt, one of the very few mem-
bers of Congress with a scientific background, offers a thoughtful per-
spective on this debate. In the process, he provides a valuable template
for how novel scientific issues can be meaningfully deliberated upon by
legislatures and the general public. Unfortunately, what Congressman
Holt reports is not very encouraging. He cites troubling examples of
how meaningful ethical debate over the use of stem cells is thwarted by
the glaring inability of many members of Congress to understand sci-
entific facts and information. The ultimate lesson is a sobering one for
our educational system and for our hopes of deliberative democracy.
Public debate about scientific issues is destined to remain inadequate
until citizens and their representatives become much more knowledge-
able about science itself.
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Drug Research

Between Ethical Demands and Economic Constraints

Jürgen Drews

Any list of our civilization’s achievements in the past would have to
include the advances made in medicine. Within the field of medicine,
drugs have always played a key role, either directly in the treatment
of diseases or indirectly by creating the conditions under which other
forms of treatment could be applied. Drug research has been a partic-
ularly successful field of activity. However highly it may be regarded
in general, this does not mean that there are no grounds for criticism.
Some critical questions relating to the code of ethics of drug research
will be discussed below.

medical and scientific ethics

The intellectual and ethical mindsets that have shaped the direction
taken by drug research are motivated in two contrasting, yet related,
ways: the first one is directed at curing diseases or at least alleviat-
ing their symptoms; the second one is scientific in nature and aims at
the reliability and reproducibility of the process by which drugs are
discovered and developed.

Drug therapy, and hence also drug research, are perceived as part
and parcel of the medical – or more specifically of the doctor’s –
vocation. The declared goal of all drug research has always been to
satisfy therapeutic needs. This goal goes hand in hand with the need
for effective and safe drugs and for the careful assessment of the
risk/benefit relationship in the therapeutic use of drugs, particularly
when the relevant side effects of the drugs in question are known.
In the majority of industrialized countries these requirements are

21
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safeguarded by detailed drug licensing provisions.1 There are simple
professional rules for estimating the risk/benefit ratio. They require an
understanding of the risks associated with the condition to be treated,
a realistic assessment of other available therapeutic approaches, and
knowledge of the risks entailed in the proposed treatment. For
instance, prolonged pathologically high blood pressure is associated
with increased cardiovascular morbidity and mortality, however well
the patient may feel. Both the complications of this disease and their
life-shortening effects may be largely prevented by appropriate drug
treatment. Compared with its proven effectiveness, the risks entailed
by the treatment are generally so low as to be virtually negligible.

The situation is quite different in a patient with metastatic cancer
who, whatever happens, is going to die in a few months and must decide
whether a limited prolongation of life is worth the price of severe side
effects and a reduction in his or her quality of life. The principle that
patients should always receive the most effective therapy available
must be weighed against the personal situation of the patient. On the
one hand, the physician must be aware of the therapeutic possibilities
as they have evolved over time; on the other hand, he or she has to
understand his or her patients’ individual needs. His or her actions
must reflect the optimal balance between these two perspectives.

Just as the Hippocratic oath enjoins physicians not to allow any
social differences – for example, political, economic, or class distinc-
tions – to come between them and their patients, drug researchers,
too, are under a fundamental obligation to set their thematic priorities
according to the criteria of existing therapeutic needs and medical and
technical feasibility, leaving nonmedical and nonscientific considera-
tions aside. Later we shall see that these principles are easily forgotten
when economic pressures are brought to bear. All goals that focus on
the safety and efficacy of drugs and their use in line with patients’ needs
are rooted in – or at least related to – Hippocratic ethics, whether they
are expressed as laws and regulations or just present in the awareness
and skill of the medical practitioner.2

This approach contrasts with requirements inherent in the natural
sciences, that is, chemistry, physiology, pharmacology, and other dis-
ciplines, which are essential for drug research. Patients and doctors
expect modern drugs to obey strictly defined criteria of quality and
purity. Likewise, they expect that the discovery and development of
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drugs follow established scientific standards. These requirements all
focus on criteria of scientific accuracy and integrity that are not primar-
ily treatment-related. They serve the need for objectivity and repro-
ducibility of any intellectual or experimental procedures employed
in the discovery and development of new drugs. These scientific cri-
teria also include the complete and truthful disclosure of all data and
observations, and the expectation that such data have been interpreted
critically, within both the context of the problem investigated and the
limits of the methods used (in a clinical trial, for instance). It is expected
that the entire process of discovery and development will be described
in scientific publications or patents with such openness that it can be
understood and, if necessary, reproduced by a scientifically trained
reader.3

Thus, like other therapeutically oriented types of research, drug
research is driven by two distinct ethical approaches. The first is “non-
scientific” and medical and sets out to maintain or restore human health
and wellbeing. The second approach has to ensure the scientific cor-
rectness and reproducibility of experimental results and observations
as well as the validity of conclusions drawn from such evidence.

The two ethical approaches are mutually complementary and, in
large part, compatible. The symbiosis of the medical and scientific eth-
ical frameworks is particularly apparent in the methodology of clinical
research, where rigorous proof of the efficacy of a drug – often only
possible in double-blind trials – has to be reconciled with the trial
subject’s right to the best possible treatment and to respect for his or
her physical integrity. This is relatively simple if effective and well-
tolerated medicines are already available for a specific disease, such as
high blood pressure. In such cases, a new therapeutic approach claim-
ing to offer advantages over known forms of treatment is compared
with standard treatment. There is a good chance in such studies that
all patients will be given effective treatment. What is more, the dis-
ease has been thoroughly investigated, and refractory cases are easily
recognized and, if they become a problem, effectively treated.

In many situations, notably in diseases that are serious but not nec-
essarily fatal per se and for which effective treatment already exists,
the demands of medical ethics on the one hand and of scientific ethics
on the other can easily be reconciled. In other cases, however, medical
and scientific interests do conflict. Sometimes such conflicts can be to
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the disadvantage of patients. Examples can be found among certain
diseases with a high percentage of fatal outcomes for which there is no
broadly accepted mode of treatment. As an illustration, let us look at
a double-blind, placebo-controlled trial in septic shock due to gram-
negative bacteria. Despite intensive support measures, this condition
is fatal in about 40 percent of patients.4,5 The new drugs – for instance,
a monoclonal antibody against tumor necrosis factor (TNFα) – would
initially be used in a double-blind trial because the findings of phar-
macological and animal studies suggest that it might reduce mortality
in humans. If it is accepted that studies in animal models are of pre-
dictive value for the efficacy of a new treatment in human disease, the
patients receiving the inactive control substance could be at a disad-
vantage compared with those receiving the active drug. About half of
them would die as a result of the acute condition, while those treated
with the new drug would at least have a chance to do better.

Medical ethics in this case would require that all patients be treated
with a drug of proven tolerability that could reasonably be expected
to have a curative effect. Because there is no such drug, the sponsors
of this study would have to use historical controls. From the viewpoint
of scientific ethics, however, the therapeutic value of a new drug has
to be proven beyond any reasonable doubt before the drug can be
used on a large scale. Clinical trials are, after all, conducted because
doubt exists, and they can be justified only if they are structured in a
way that will bring more clarity to an open therapeutic question. In
the present case, therefore, different dosages of the active drug and
placebo would be administered until analysis of the data revealed that
one or more dosages of the test medication had the desired therapeutic
effect. At this point, the placebo arm of the trial would be transformed
into a treatment arm. This switch could not occur, however, before
the differences between the various trial groups had reached levels of
statistical significance, or in plain language, when more placebo-treated
patients had died than those belonging to the treatment groups. In such
cases we act on the premise that proof of the therapeutic effect of a new
drug is of such fundamental importance that possible disadvantages for
the individual patient have to be accepted.

The medically driven goal of helping and, if possible, curing patients
and the scientifically driven goal of objectively determining the thera-
peutic value of certain treatment procedures come into conflict again
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and again, not only in individual cases such as those described above,
but also on broader fronts.

There are cases in which the satisfaction of therapeutic needs is felt
to be such an overriding imperative that – at the request of the patients
concerned and with the support of the drug licensing authorities –
scientific criteria are deliberately allowed to take a back seat or are even
sacrificed in assessments of new drugs. An example of such conflicting
goals is to be found in the use of nonapproved drugs against AIDS
in so-called “expanded access” or “compassionate use” programs. In
these treatment programs, drugs whose toxicological profile on the one
hand and clinical efficacy on the other had not been fully studied were
nevertheless made available to certain groups of patients suffering
from advanced disease. (See Chapter 17, by Martin Delaney, for a
more detailed discussion of AIDS drug development and treatment.)
However justifiable the use of a test medication might seem under these
circumstances, it is still possible that some patients were harmed in such
“last resort treatments” and thereby had their lifespans shortened. In
theory, at least, such patients could have been denied the chance to
benefit from subsequent therapeutic advances.6

On the other hand, if formal scientific criteria are overemphasized,
important drugs whose value already has been demonstrated may be
launched only after a long delay or even not launched at all. There was a
time when bureaucratic and defensive attitudes at the FDA delayed the
introduction of important new drugs in the United States that had long
been introduced in Europe. At the time, the FDA argued that certain
formal safety and efficacy criteria had not yet been satisfied. Between
1977 and 1987, new drugs were launched on average 1.9 years earlier in
the United Kingdom than in the United States. For certain therapeutic
categories the difference was even greater, for example, five years for
drugs to treat diseases of the airways, over three years for drugs to treat
cardiovascular indications and diseases of the central nervous system,
and almost three years for cytostatic agents. The assumption that such
delays were offset by enhanced drug safety could never be verified.
The figures for drug recalls in the two countries over an eleven-year
investigation period were comparable. A total of thirteen drugs were
recalled – eight in the United Kingdom and five in the United States.
The slightly greater number of recalls in the United Kingdom was
due to the fact that most of the drugs concerned were nonsteroidal
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anti-inflammatory compounds, a category of drugs launched in far
greater numbers in the United Kingdom than in the United States
during this period (nineteen introductions compared with eleven).7

ethical goals and economic pressures in drug research

Economic pressures constitute a considerable threat to drug research
and, specifically, to its original therapeutic objectives. The growth of
drug research in the industrial domain is as much the result of historical
development as of functional necessity. The pharmaceutical industry
was a product either of diversification in the dyestuffs sector or of the
efforts of a small number of pharmacies toward the end of the nine-
teenth century to provide drugs of standardized form and consistently
high quality. The diversification of the dyestuffs producers into phar-
maceutical companies followed the advances made in chemotherapy,
a field that owed its conceptual and experimental origins to the selec-
tive staining of host tissue and parasites with dyestuffs. This was the
starting point for new therapeutic concepts that led to the identifica-
tion and the development of many antiparasitic, antimicrobial, antivi-
ral, and oncological medicines.8 Technically, the “industrialization” of
the pharmacies was initially driven by analytical and pharmaceutical
methods. Whatever its roots, drug research – naturally – borrowed a
large number of techniques from other disciplines. Chemistry, physics,
pharmacology, biochemistry, and – later on – microbiology, molecu-
lar biology, toxicology, and clinical medicine became essential ingre-
dients of successful drug research. The “innate” interdisciplinarity of
drug research, the concentration of so many and such varied methods
all focusing on one goal, virtually predestined its development in an
industrial setting – and also made conflicts inevitable.

Unlike the practitioner or hospital physician or the scientist
employed in a noncommercial organization, physicians or scientists
in industry have a foot in two camps. They are members of the medical
or scientific profession that formed them. Therefore, they continue to
be bound by medical and scientific ethics. At the same time, however,
they belong to industrial companies and have committed themselves
to corporate goals, of which profitability is usually the most central.
They must pay attention to three different codes of ethics: a medical
one, a scientific one, and a corporate one. These obligations are not
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incompatible a priori. They may, however, conflict with each other in
serious ways.

Up until the 1960s, drug manufacturers’ research activities were
largely shaped by scientific interests, by the success of the individual
scientists involved, and by those therapeutic needs that were felt to be
essential. With respect to the commercial exploitation of the research
they were funding, the orientation of research-based pharmaceutical
companies was opportunistic rather than strategic. For instance, the
discovery and development of Prontosil® at Bayer was the result of a
personal interest on the part of Gerhard Domagk and his colleagues
rather than the outcome of a corporate strategy. The same can be said of
many other drugs or classes of drugs. Penicillin, the early psychotropics,
many antiparasitic agents, the benzodiazepines, calcium antagonists,
beta blockers, ACE inhibitors, and HMG CoA reductase inhibitors, to
name but a few, all owe their existence to the dynamics of science and
to the personal interests of researchers within and outside of pharma-
ceutical companies. In many cases, it was the personal interest of one
or a few scientists and/or clinicians that led to sudden, and often unex-
pected, insights and discoveries.9,10 Surprise breakthroughs of this kind
then generated developmental activities and, ultimately, commercial
success.

Even though drug research is embedded in profit-oriented and
profit-dependent companies, the development of drug treatment
was driven primarily by scientific and medical impulses and not,
or only secondarily, by strategic considerations, such as the target-
ing of specific markets. The coexistence of medically oriented moti-
vation and intrinsic scientific interest, on the one hand, and eco-
nomic exploitation, on the other, functioned efficiently as long as the
cost of drug research remained within limits and therapeutic needs
could be translated spontaneously and without delay into functioning
markets.

In the early 1960s, however, all this changed. The cost of drug
research and development spiralled dramatically. Whereas the devel-
opment of a new substance cost 20 million dollars at the beginning of
the 1960s, by the mid-1970s this sum had doubled and by the mid-1980s
it had doubled again. In the mid-1990s, the much-cited average cost of
identifying and developing a new drug was 231 million U.S. dollars.11

Toward the end of the 1990s, this figure had grown to approximately
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500 million dollars and as of today it has risen to 802 million dollars.12

This development was accompanied by political upheavals, which iso-
lated large parts of the world’s population in economic and medical
terms.

For a long time, tropical diseases were the most drastic case in point.
In our days, the AIDS epidemics in Africa and more recently in Asia
seem to have reached an even more frightening dimension.13

Though millions or even hundreds of millions of people suffer from
malaria and other tropical diseases such as filariasis or schistosomia-
sis, there is no effective market mechanism by which their therapeutic
needs can be satisfied. And even in areas in which effective drugs are
available and functioning market segments exist, the resulting eco-
nomic incentives and prospects for the research-based pharmaceutical
companies are so limited that the large majority of companies have
withdrawn from these areas in order to concentrate on lines of research
that hold promise of greater commercial success.

The financial dimension in question shall be illustrated by an
example: let us assume that the discovery and the development of
a new antiparasitic drug would cost “only” 500 million dollars. At a
relatively modest annual interest rate of 5 percent, this investment
would have increased to 812 million in ten years, the minimal time
period required for the discovery and development of a new drug. In
order to recoup the costs for this drug, which would also have to be
manufactured, registered, and distributed, the new drug would have
to generate sales of at least 3.3 billion dollars. If a profit of 10 to 15
percent for the manufacturer is added (a reasonable sum in view of the
risks involved), total sales of 4 to 4.3 billion U.S. dollars would have to
be achieved during a product life of about twenty years to make the
investment worthwhile. In practice, these figures mean that a drug has
to achieve average sales of several hundred million dollars per year
over its life span if it is to be economically viable. Understandably
keen to achieve such returns on investments with as many drugs as
possible, many companies prefer to address therapeutic needs of large
numbers of people in financially strong countries. Relevant indica-
tions include cardiovascular diseases, certain cancers, mental disorders
such as depression or schizophrenia, chronic inflammatory conditions
or autoimmune diseases, infections, and several neurological diseases
such as senile dementia and stroke. Many serious conditions such
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as rare metabolic diseases, hemoglobinopathies, cystic fibrosis, and
other hereditary diseases do not satisfy these requirements and are,
therefore, not specifically targeted in pharmaceutical research. And
because of the long time and high costs involved in confirming the
efficacy of new drugs, even chronic diseases such as multiple sclerosis
or pulmonary fibrosis are not given the attention that their serious-
ness and the existence of theoretically feasible approaches to novel
treatments would justify.

Exploratory research does not, in fact, take place within therapeutic
categories but is conducted on a mechanistic and methodological basis.
An intensive and multifaceted concentration on immunopharmacolog-
ical questions with a view, for instance, to developing new treatment
options for rheumatoid arthritis could quite conceivably result in effec-
tive agents for the treatment of some of the less common autoimmune
diseases. Because of the economic pressures to which many compa-
nies are exposed, however, there is a danger that such drugs will not be
developed. What we have here is an obvious conflict of goals between
medical or Hippocratic ethics, on the one hand, and corporate interests,
which focus on shareholder value, on the other. Medical ethics would
require following scientific opportunity in addressing various medical
indications. By contrast, corporate ethics call for maximizing profits
without regard for special groups of patients who are in need. In fact,
industrial research has been influenced by economic expectations to
an extent, which is counterproductive. It is understandable that for the
manager of a pharmaceutical company, diseases are not and never can
be “equal.”

For decision-making in the pharmaceutical industry, broad fields of
medical indications that are endemic in the industrialized world will
carry greater weight than diseases of the developing countries. It is
a mistake, however, to let economic desirability have much influence
on drug research. There is no scientifically sound way to find drugs
that will generate big sales. To work on a single mechanism such as
the inhibition of hydroxymethylglutarate CoA reductase because that
mechanism has been shown to be operative in lowering blood choles-
terol will most likely not lead to the generation of a novel drug, let
alone a “blockbuster.”14 Like other scientific disciplines, pharmaceu-
tical science unfolds in ways that are not predictable. Great successes
will only come to those who are not afraid of uncertainty. The attempt
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to make drug research more successful by telling the research scientists
what kind of results would be desirable from a marketing perspective
reflects a fundamental misunderstanding of the scientific process – so
fundamental indeed that one could speak of a transgression against sci-
entific ethics. Obviously, such violation of the laws of science is doomed
to failure. It therefore does not even serve the demands of corporate
ethics.

The tendency of the pharmaceutical industry to concentrate on
popular indications and traditional mechanisms has greatly intensi-
fied competition within these fields. By generating large clusters of
drugs that cannot be differentiated on medical grounds, while neglect-
ing mechanisms and indications that are seen as less likely to result
in profitable drugs, the pharmaceutical industry has contributed to the
“innovation deficit” that is threatening its economic wellbeing. The
violation of scientific ethics does not serve the industry. It also does
not help in bringing about an appreciable reduction in drug prices.

Government-imposed price restrictions, negative or positive lists,
or cost-cutting programs of the type included in some healthcare leg-
islation are not a solution to the problem, either. If anything, such
measures tend to encourage industry to cut back on research activi-
ties and to develop alternative strategies that are not dependent on
research, for instance, the manufacture of generics or entry into the
over-the-counter (OTC) sector. But these strategies further diminish
the potential for innovation, the scope for discovering new substances,
and, in general, the therapeutic progress that results from the devel-
opment of new drugs.

Above all, we need broad-based incentives to stimulate innovation
and, specifically, to extend innovative activities to previously neglected
fields. There is no lack of instruments for achieving these goals: they
reach from price premiums for innovative products to tax relief for
selected industrial programs and to the establishment of non-patent-
related exclusive rights to the exploitation of “orphan” drugs. All these
instruments are well represented in the United States’s “Orphan Drug
Law” and in parallel legislation that finally was accepted in the Euro-
pean Union in 1999. These laws contain specific incentives for the
implementation of research and development programs that advance
the treatment of rare diseases. The term “rare” is applied in the U.S. law
to diseases affecting fewer than 200,000 persons. Given a population
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of about 300 million, this number represents a prevalence of less than
one per thousand.15,16

establishing a foundation for tropical diseases?

The economic pressures to which the pharmaceutical industry is
subjected mean that large segments of the world’s population do
not receive adequate healthcare with innovative medicines. This has
applied to tropical diseases, for instance, malaria, leishmaniasis, schis-
tosomiasis, filariasis, and trypanosomiasis, and – more recently – to
AIDS. Hundreds of millions of people suffer from, or are threatened
by, these conditions. In the mid-1990s, a proposal was made and dis-
cussed within the pharmaceutical industry to address this problem. It
was suggested that a foundation be established for the study and treat-
ment of tropical diseases, which would be founded in equal parts by
the state or a group of states such as the European Union and by phar-
maceutical companies. The annual contributions of the participating
companies were suggested to be in the range of 1 or 2 million dol-
lars per company. Thus, instead of conducting rudimentary research of
their own in these fields, the member companies would be supporting
an institute the explicit purpose of which would be to apply state-of-
the-art knowledge of the epidemiology, immunology, and molecular
biology of tropical diseases to the search for new medicines or vaccines
for treating these diseases or protecting against them. Any promising
substance emerging from such studies could be developed either by
one of the participating companies or by WHO on its own or in col-
laboration with a member company.

The potential value of such an institute, which would combine under
one roof all the disciplines necessary to contribute to the discovery and
development of new treatment methods, would be considerable. With
a starting annual budget of 20 to 30 million dollars it could have made
important contributions and had a crucial influence on the preven-
tion or treatment of tropical diseases. Annual contributions from ten
to twenty major companies toward operating costs, together with the
interest generated by an endowment capital of, say, 50 to 100 million
dollars, were expected to provide sufficient funding for the operation
of this research facility. Besides its humanitarian mission, the founda-
tion would have filled an important scientific gap: institutes or even
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departments investigating these diseases on a broad methodological
basis hardly exist either in Europe or in the United States. This is regret-
table, given that the pathophysiology of tropical diseases, in particular
its molecular and immunological aspects, is of great scientific impor-
tance. Moreover, an institute of this kind could have been a unique
model of international collaboration to achieve therapeutic goals.

Unfortunately, the proposal to establish such an institute was even-
tually not accepted by the international companies, which were at the
time participants in the so-called Dolder-Club Meetings. Although
many individuals from single firms voiced their sympathy for the pro-
posal, it did not find broad support.

What were the reasons for the refusal of the industry to embark
on this course? Some companies insisted that they had programs in
tropical diseases on their own, which they wanted to pursue individu-
ally in the usual competitive fashion. Others did not want to commit
themselves to a project that would have political and societal ramifica-
tions they did not fully understand. Some shied away from the financial
commitment that such a project would have entailed – even if it had
been a modest one.

In retrospect, it appears that the main reason for the failure to estab-
lish an institute for tropical diseases within the industry resided in the
fact that the pharmaceutical industry had not learnt to reconcile its
individualistic profit-seeking culture with broader visions of common
societal and political responsibility. This deficit persists to this very day.
In the author’s view, it corresponds deeply with the ethical dilemma
addressed earlier: how can drug companies reconcile their dual mem-
bership in the medical and business worlds? Unfortunately, pharma-
ceutical companies tend more and more to act entirely as businesses,
not as institutions whose commercial success depends on the successful
completion of a medical mission.

In spite of this general picture, we should not see the industry as a
monolithic block. There are companies, especially within the biotech
sector but also among mid-sized companies with a more classical phar-
maceutical profile, that would be interested in dedicating some of their
intellectual and experimental resources to research into tuberculosis,
AIDS, or malaria if they had partners to share with them the finan-
cial risks of such endeavors. These partners could be funds such as
The Global Fund to fight AIDS, Tuberculosis and Malaria17 or the
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Bill and Melinda Gates Foundation.18 The former entity represents
a partnership between governments, civil society, the private sector,
and affected communities. It sees itself as an innovative approach to
international health financing. Since 2001, this fund has committed
3 billion U.S. dollars in 128 countries to support healthcare interven-
tions against all three of these diseases. The fund works solely as a
financial instrument and not as an organization of implementation.
It must therefore find implementing organizations and program coor-
dinators in the countries that are being targeted for certain medical
interventions. The work of the fund is largely centered around disease
prevention and to making “state of the art” therapeutics available to
underprivileged populations.

Parts of the private sector have supported the fund’s activity. Phar-
maceutical companies such as Merck or Johnson & Johnson have made
financial contributions. The Bill and Melinda Gates Foundation not
only has provided donations to this fund in a major way, but also has
set up a program of its own to fight tuberculosis, malaria, and AIDS.
With an endowment of about 27 billion U.S. dollars, this foundation
could play more than a charitable role in the fight against AIDS and
tuberculosis. It could assume a commanding strategic position in deal-
ing with diseases of the developing world. Although the thrust of the
foundation has been community-centered – disease prevention, med-
ical and epidemiological aspects, and healthcare for infected patients
appear to be preferred areas of activity – it does also support some
drug-related programs. More importantly, a foundation of such poten-
tial could finance original and promising drug or vaccine development
programs in companies that are willing to make their products available
to developing countries on a broad scale, once registration has been
achieved. One could even go so far as to suggest that for sustained
success in terms of disease prevention and containment, organizations
such as the Bill and Melinda Gates Foundation must pay particular
attention to the generation of novel drugs and vaccines against AIDS,
tuberculosis, and malaria.

collaboration within the industry on aids medicines

The founding of a research facility such as the one described above
may appear utopian even at the present time. We should, however, not
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forget that limited cooperation between competing companies can
function very well. In 1993, fifteen of the world’s biggest drug manufac-
turers announced their intention of founding an international consor-
tium in the field of AIDS research.19 The idea behind this cooperative
venture was very simple: like the chemotherapy of tumors, the treat-
ment of AIDS depends on the combined use of several drugs. There-
fore, the companies decided to exchange developmental drugs and data
relating to these drugs as soon as proof of clinical efficacy had become
available. It was expected that the exchange of such substances would
help define useful drug combinations at the earliest possible stage of
their development. Normally, such work is not done before at least one
of the two drugs in a combination has been officially approved. It was,
therefore, a rather bold step when a committee of specialists from the
participating companies decided which of the substances produced by
each individual research department were particularly suitable for use
in combined therapy and which projects should be given priority. The
member companies agreed that such decisions must be based primar-
ily on clinical, scientific, and technical criteria rather than on financial
considerations. At first, this may not appear as a momentous advance –
it was, after all, no more than an exchange of data and substances at an
early phase of clinical development. For the industry, however, such
collaboration represented a fundamental departure from the rules of
scientific and commercial competition.

The member companies entered into the agreement fully aware that
it would set limits to the pursuit of their own interests. If, for instance,
the consortium decided that a combination of company A’s proteinase
inhibitor with company B’s reverse transcriptase inhibitor made bet-
ter sense and held out better prospects than a combination with a
similar substance produced by company A, it meant that the consor-
tium was placing a higher value on the rapid, efficient development
of a combined therapy regimen than on the interest of the individ-
ual companies in deriving maximum benefit from their own particular
strengths.

Given the economic pressures constantly weighing on an industry
that must aim to be profitable, greater “drug justice” can be obtained
in only two ways. The first is that industry and government can work
together on a case-by-case basis. They can try to find the best possible
solution for a particular problem relating to the availability of effective
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drugs in a way that is acceptable for society as a whole but does not
unfairly limit the industry’s freedom to operate. Possibly, organizations
like the Bill and Melinda Gates Foundation could function in such col-
laborations as financial facilitators as well as mental catalysts. Such
solutions may not always be ideal but they are preferable to situations
of the second type, in which government assumes total responsibility
for pharmaceutical research and drug supply in certain critical areas,
such as AIDS or tropical diseases. In the present economic climate,
the first option would need the initiative or at least the support of the
respective governments. Yet, as the example of an institute for tropical
diseases shows, the influence of the state need not necessarily dominate
the cooperative venture – management, research, and development
may safely be left to the industry partners. Government bodies would
catalyze the entry of several companies into such cooperative agree-
ments and ensure conditions conducive to innovative work. They could
then limit their involvement to certain supervisory functions. Initiative,
imagination, and a cooperative spirit would be prerequisites besides,
of course, a willingness on both sides, industry and government, to
abandon the confrontational style that has at times characterized their
relationship. The pharmaceutical industry possesses a unique range of
instruments for discovering, developing, and marketing new drugs. The
state could make proper and wise use of these instruments to create
new therapeutic agents for rare conditions or for diseases affecting dis-
advantaged sectors of the population. Again, foundations or charitable
funds could be helpful in reaching this goal.

One alternative to this cooperative model is complete state respon-
sibility for specific sectors of drug research. Past experience of such
state-directed endeavor does not, however, suggest that a model of
this kind would work. The state-owned drug industries of the former
Eastern bloc countries, for instance, were unsuccessful in all fields in
which they were active. No doubt the industries of Hungary, former
Czechoslovakia, or, for that matter, the former German Democratic
Republic can look back upon a scientific tradition, and these nations
do indeed possess notable professional skills. But not a single orig-
inal drug emerged from these countries in a period of forty years.
State enterprises in the industrialized countries of the West may not
be comparable with the nationalized industries of the former Eastern
bloc. Nevertheless, a model for partnership between state and industry
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combining free market principles and a sense of social responsibility
offers better prospects for the future.

The process, which leads to the generation of new – and hopefully
novel – drugs is extremely complex. A multitude of perspectives, med-
ical, scientific, legal, and economic in nature, must be brought together
in order to succeed in drug research and development. Each of these
perspectives is governed by separate sets of ethical principles and rules.

Primarily, drug research and development are dominated by medical
and scientific ethics. Although the two complement each other most
of the time, there are situations in which they conflict. Medical, that
is, Hippocratic ethics should have priority in these cases. But we must
understand that scientific ethics may operate in the interest of the
general patient population, whereas Hippocratic ethics always relate
to the one human being who needs medical help. Reconciling medical
and scientific ethics may, therefore, be a balancing act between the
interests of the many and the needs of the few.

The innate interdisciplinary aspect of drug research requires an
industrial setting. Inevitably, this fact leads to another conflict. Med-
ical and scientific rules and values conflict with economic necessities.
In order to solve these conflicts constructively, the drug industry must
remind itself of its Hippocratic origins, which dictate that the wellbe-
ing of patients has to come first and must rank even higher than the
wellbeing of the staff and the shareholders of a company. Fortunately,
the two coincide more often than not. Conversely, governments and
the public at large must understand that companies are commercial
entities. They must be profitable in order to survive and to grow. Diffi-
cult problems such as dealing with orphan diseases or with diseases of
economically poor populations in developing countries, AIDS, tuber-
culosis, and malaria prominent among them, must therefore be solved
within broader alliances that include governments, academic research
institutions, afflicted communities, the drug industry, and foundations
or charitable funds that are willing and able to provide financial support
and, in some cases, to serve as intellectual facilitators.
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Emerging International Norms for Clinical Testing

Good Clinical Trial Practice

Juhana E. Idänpään-Heikkilä and Sev Fluss

Advances in medicine depend on innovative and bold clinical research.
Much of the progress we have seen in the effectiveness and safety of
disease treatment, diagnosis, and prevention is the result of intensive
research involving human subjects. The pharmaceutical industry has a
leading role as a sponsor of clinical research and clinical trials aimed
at development of new therapies. There is a consensus that clinical
research conducted anywhere in the world should be ethically accept-
able as well as scientifically sound.

A number of national, regional, interregional, and international eth-
ical documents and norms have been developed during the last five to
six years to guide investigators, ethical committees, the pharmaceu-
tical industry, and other sponsors in the ethical conduct of clinical
trials. Some of these documents, such as the World Medical Asso-
ciation’s Declaration of Helsinki,1 the World Health Organization’s
Guidelines for Good Clinical Practice (GCP) for Trials on Pharmaceu-
tical Products,2 and the International Ethical Guidelines for Biomedi-
cal Research Involving Human Subjects developed by the Council for
International Organizations of Medical Sciences (CIOMS),3 are sets
of ethical principles and recommendations, but may become norms if
they are included in national regulations and legislation. Others, such
as the GCP Guideline of the International Conference on Harmonisa-
tion of Technical Requirements for Registration of Pharmaceuticals for
Human Use (ICH)4 and the EU (European Union) Directive on Clin-
ical Trials,5 are binding because they have been or will be implemented
through national legislation. In fact, the EU Directive is legally bind-
ing for investigators and sponsors of clinical trials in the twenty-five
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EU member states as of May 2004.6 This article will review the current
international ethical documents for clinical testing and clinical trials
and consider how they guide the drug development research of the
pharmaceutical industry.

why clinical trials on new pharmaceutical products?

A pharmaceutical product can be authorized for marketing only if
there is reliable and substantive documentation of its efficacy and
safety. This principle has been agreed upon among drug regulatory
authorities worldwide.7 Comparative pharmacokinetic (bioavailabil-
ity) studies in healthy volunteers or patients are normally required to
document bioequivalence and to assure interchangeability of generic
pharmaceutical products.8

Moreover, many pharmaceutical companies study new indications
for use of their marketed products or develop new dosage forms
or products for new administration routes. Public health systems
and health insurance institutions are increasingly interested in cost-
effectiveness and benefit-risk evaluations of long-term therapies and
disease prevention, which require large, multicenter clinical trials.
Fixed-dose combination products, containing two to four active ingre-
dients, have become popular in the treatment of hypertension, malaria,
tuberculosis, and HIV/AIDS and their development requires clin-
ical trials. Although the pharmaceutical industry invests mainly in
the development of innovative new pharmaceutical substances and
products, an increasing number of research-based pharmaceutical
companies have also developed and marketed generic products as a
sideline.

evolution of ethical guidance and norms
in clinical research

Table 2.1 lists some major international ethical documents that guide
the conduct of clinical trials. The Nuremberg Code of 1947 introduced,
for the first time, the concept of informed consent. The Code, which
consists of a series of ten principles, was applied in the final judge-
ment in the Doctors’ Trial (also known as “the Medical Case”) held at
Nuremberg, Germany, before a U.S. military tribunal in 1946–7. As a
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Table 2.1. Evolution of Essential International Documents that Guide the
Ethical Conduct of Clinical Trials

1947 The Nuremberg Code
1964 The World Medical Association’s Declaration of Helsinki (the latest

2004 version available at www.wma.net)
1966 The United Nations International Covenant on Civil and Political

Rights
1982 CIOMS: Proposed International Ethical Guidelines for Biomedical

Research Involving Human Subjects
1991 CIOMS: International Guidelines for Ethical Review of

Epidemiological Studies (available at www.cioms.ch)
1995 WHO: Guidelines for Good Clinical Practice (GCP) for Trials on

Pharmaceutical Products (available at www.who.int/medicines)
1997 International Conference on Harmonisation of Technical

Requirements for Registration of Pharmaceuticals for Human Use
(ICH): Guideline for Good Clinical Practice (available at
www.ich.org)

2000 Joint United Nations Programme on HIV/AIDS (UNAIDS): Ethical
Considerations in HIV Preventive Vaccine Research (available at
www.unaids.org/publications)

2001 The European Parliament and the Council: Directive 2001/20/EC
(Directive on clinical trials) (available at
www.europa.eu.int/eur-lex)

2002 CIOMS: International Ethical Guidelines for Biomedical Research
Involving Human Subjects, Geneva, 2002 (available at
www.cioms.ch)

2004 The Council of Europe: Protocol concerning Biomedical Research,
Additional Protocol to the Council’s 1997 Convention on Human
Rights and Biomedicine (available at www.coe.int)

result seven physicians received the death sentence and nine received
prison sentences because of unethical human experiments conducted
in the concentration camps.9

The World Medical Association’s Declaration of Helsinki in 1964
introduced, for the first time, ethical principles for physicians in the
conduct of human research. The Declaration was revised in 1975, 1983,
1989, 1996, and 2000. The version of the Declaration of Helsinki that
was adopted in October 2000 was further supplemented in 2002 and
2004 with “Notes of Clarification” designed further to protect research
subjects from risk.10

The United Nations International Covenant on Civil and Political
Rights in 1966 recognized, at the international level, the concept of free
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informed consent, as its Article 7 states that “no one shall be subjected
without his free consent to medical or scientific experimentation.” This
UN document also gave legal and moral force to the Universal Dec-
laration of Human Rights adopted by the United Nations General
Assembly in 1948.11

CIOMS issued its Proposed International Ethical Guidelines for
Biomedical Research Involving Human Subjects in 1982. A revised,
updated version of the Guidelines was published in 1993, and in 1999
CIOMS again initiated a process for the revision of the Guidelines to
deal with new emerging issues in medical research, such as those raised
by HIV/AIDS.12

The revision process, which lasted some three years, involved hun-
dreds of institutions and experts in research ethics worldwide and com-
prised consultative meetings, conferences, and the compilation of com-
ments on draft versions placed on the CIOMS Web site.13 As a result,
the CIOMS Guidelines published in October 2002 include extensive
guidance on the ethical conduct of human research and provide inter-
pretations and practical solutions for implementation of the WMA
Declaration of Helsinki.14

In 1995, WHO published Good Clinical Practice Guidelines (GCP)
for Trials on Pharmaceutical Products15 to set globally applicable
standards for biomedical research. The International Conference on
Harmonisation of Technical Requirements for Registration of Phar-
maceuticals for Human Use (ICH) published, in 1996, a Guideline on
Good Clinical Practice16 for adoption by the drug regulatory author-
ities of the European Union countries, Japan, and the United States
and for implementation by pharmaceutical companies and investiga-
tors. In an effort to elucidate and address ethical concerns related to
HIV vaccine development activities, in 2000 the Joint United Nations
Programme on HIV/AIDS (UNAIDS) published a Guidance Doc-
ument entitled “Ethical Considerations in HIV Preventive Vaccine
Research.”17

In April 2001, the Council of Ministers of the European Union
adopted a directive on clinical trials that is binding upon the twenty-five
member states.18 Finally, the Council of Europe, with forty-six mem-
ber states, has adopted a Protocol concerning Biomedical Research,
which is an Additional Protocol to the Council’s 1997 Convention
on Human Rights and Biomedicine.19 The document will become
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legally binding in a member state once it ratifies the Convention. One
more global document, a “Preliminary Draft Declaration on Universal
Norms on Bioethics,” has been prepared by the International Bioethics
Committee of UNESCO. At the time of this writing, it is the subject of
intergovernmental consultations. Provisions on the ethical aspects of
research involving human subjects are included in the current draft.20

general ethical guidance for clinical research

All international guiding principles for ethical conduct of clinical tri-
als are in agreement that any clinical study involving human subjects
must be scientifically sound and justified and ethically acceptable.21

The CIOMS Guidelines (Guideline 1) outlines these prerequisites as
follows:

The ethical justification of biomedical research involving human subjects is the
prospect of discovering new ways of benefiting people’s health. Such research
can be ethically justifiable only if it is carried out in ways that respect and pro-
tect, and are fair to, the subjects of that research and are morally acceptable
within the communities in which the research is carried out. Moreover, because
scientifically invalid research is unethical in that it exposes research subjects to
risks without possible benefit, investigators and sponsors must ensure that pro-
posed studies involving human subjects conform to generally accepted scien-
tific principles and are based on adequate knowledge of the pertinent scientific
literature.22

Based on this and with reference to Paragraph 10 of the Declaration
of Helsinki,23 it is the primary duty of the investigator in medical
research to protect the life, health, privacy, and dignity of the human
subject and the study must be designed so that the risks involved have
been adequately assessed and can be avoided or satisfactorily man-
aged. Thus, one can conclude that a nonscientific clinical study is con-
sidered to be unethical and thus unacceptable, and that in order to be
ethically acceptable the study must be scientifically sound. The state-
ment also includes the principle that ethics and science are inseparable
in research involving human subjects.

ethical consideration of nontherapeutic clinical studies

To receive a marketing authorization for a generic product, the
manufacturer has to document the therapeutic equivalence and
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interchangeability of a generic product with an innovator’s product
or with any other selected reference product or comparator.24 The
aim of such studies is to demonstrate not therapeutic improvement or
superiority but therapeutic similarity, in order to be able to market
the product as an interchangeable alternative for commercial and eco-
nomic reasons. Phase I studies in drug development research (in which
a new candidate drug is administered for the first time to a human
subject) similarly are classed as nontherapeutic clinical trials.

Phase I studies in healthy volunteers are normally considered eth-
ically acceptable because the new drug candidate is thought to be
potentially promising and may improve existing therapy. The volun-
teers need, however, to be informed about the nature of the nonther-
apeutic trial and their informed consent must be properly obtained, as
described in more detail below.

But is clinical testing always considered ethically justified if its aim
is simply to demonstrate, for commercial purposes, bioequivalence
between a new generic product and an innovator’s pharmaceutical
product?

The Declaration of Helsinki (Paragraphs 5 and 6) and the CIOMS
Guidelines (Guideline 1) state that the justification and primary pur-
pose of medical research involving human subjects is to benefit people’s
health and to improve prophylactic, diagnostic, and therapeutic pro-
cedures. The documents also state that in medical research on human
subjects, considerations related to the well-being of the human subject
should take precedence over the interests of science and society. It
is a known fact that any clinical trial, including nontherapeutic phar-
macokinetic studies in healthy volunteers, may cause potential and
unavoidable health risks. Taken literally, the documents cited above
do not indisputably support the ethics of pharmacokinetic studies
where the aim is only to demonstrate bioequivalence for commercial
purposes.

In these circumstances, it is vital that prospective research subjects
who are healthy volunteers in nontherapeutic trials be informed about
the aim and nature of the study prior to giving their consent. Such
information should explain the purpose of the study, for example, that
it is being conducted for regulatory and commercial purposes and the
subjects will not receive any therapeutic benefit. Any foreseeable risks,
pain or discomfort, or inconveniences to the individual, and treatment
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and compensation provided in case of injury or complications associ-
ated with the study, should also be explained.25 If, after receiving proper
information, healthy volunteers have freely given consent, a nonther-
apeutic study may be considered ethically acceptable provided that it
has been endorsed by an independent ethics committee. If the products
to be tested are known to cause potentially severe adverse reactions,
healthy volunteers should not be used for bioequivalence studies.

nontherapeutic studies in vulnerable groups

If the subjects are not healthy volunteers but vulnerable subjects who
because of mental or behavioral disorders are incapable of giving
informed consent, the ethics of a nontherapeutic study may be ques-
tioned. In these circumstances, a nontherapeutic study raises fewer
ethical problems if it is conducted in patients who have a disease for
which the investigational drugs are in fact accepted and a recognized
therapy from which the patients benefit. Ethical justification for using
children in bioequivalence studies requires cautious consideration.

The WHO Guidelines for Good Clinical Practice26 state categori-
cally that “In a non-therapeutic study, i.e., when there is no direct clin-
ical benefit to the subject, consent must always be given by the subject
and documented by his or her dated signature (see paragraph 3.3 (g),
Informed consent).” This excludes the use of healthy children in non-
therapeutic trials. The ICH GCP27 is more flexible, as it states that
“Nontherapeutic trials may be conducted in subjects with consent of
a legally acceptable representative provided the following conditions
are fulfilled.” It then lists five conditions, and one of them is, “The
foreseeable risks to the subjects are low.”28

It is a known fact in pharmacology that any pharmaceutical prod-
uct administrated to a human being is potentially toxic and can cause
(although rarely but unexpectedly) untoward effects, such as anaphy-
lactic or other allergic reactions. These adverse effects can be caused
by the active pharmaceutical substance or inactive ingredients used
in the composition of the product. Thus, the reliable estimation of a
low foreseeable risk to the subject may be difficult to make, if not
impossible.

A parent or legal representative may give permission for a child’s
participation in a clinical trial, but the purpose of the research must
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then be to obtain knowledge relevant to the health needs of children.29

It is therefore advisable to conduct comparative bioequivalence stud-
ies only in sick children who receive a therapeutic benefit from the
pharmaceutical products. In fact, nontherapeutic study in healthy vol-
unteers can thus be avoided, and as many diseases can modify the
pharmacokinetic profile and metabolism of a drug, it may, in fact, be
more useful even for scientific reasons to use sick children for such
studies.

right to informed consent – cultural and gender aspects

Because the Nuremberg Code in 1947 stated that the voluntary con-
sent of the human subject is absolutely essential, this concept has
been accepted in all international ethical documents referred to in
this article.30 Operations of the pharmaceutical industry and its drug
development research are increasing in the developing world and
in particular in Asia, Africa, and South America.31 In some cul-
tures, an investigator may enter a community to conduct research or
approach prospective subjects for their individual consent only after
obtaining permission from a community leader, a council of elders,
or another designated authority.32 Some societies focus on the fam-
ily rather than the individual.33 For example, in China, family ties
are still so strong that many decisions involving a family member
are made by the family and not by the individual.34 Although such
customs must be respected, in no case may the permission of a com-
munity leader, a family, a relative, or other authority substitute for
individual informed consent.35 This is especially important in non-
therapeutic trials such as vaccine trials or comparative bioequivalence
studies.

In some cultures a wife-and-husband relationship may be regarded
as inseparable, but a wife may be denied legal competence.36 However,
the CIOMS 2002 Guidelines37 state that in research involving women,
only the informed consent of the woman herself is required for her
participation and in no case should the permission of a spouse or part-
ner replace the requirement of individual informed consent. If women
wish to consult with their husbands or partners or seek voluntarily to
obtain their permission before deciding to enroll in research, this is not
only ethically permissible but in some contexts highly desirable.38
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Many people in all cultures are unfamiliar with scientific concepts
such as those of placebo or randomization applied in clinical studies.
This requires from the investigator and sponsor culturally appropriate
ways to communicate comprehensible information in the informed
consent process.39

ethical review committees and clinical studies

All proposals to conduct research involving human subjects must be
submitted for review of their scientific merit and ethical acceptability to
one or more scientific and ethical review committees.40 Clinical trials on
pharmaceutical products and even the smallest Phase I clinical trials or
comparative pharmacokinetic studies to demonstrate bioequivalence
are not exempted from this principle. The ethical review committee
must be independent of the research team, and any direct financial
or other material benefit they may derive from the research should
not be contingent on the outcome of their review.41 The ethical review
committee plays a particularly crucial role in situations where a study
involves an investigational pharmaceutical product and the ethics of
the study design is questionable.

The objectives of the research, the methods to be used, the qualifica-
tions of investigators and the research site, and essential information
for prospective research subjects are some of the many items to be
included in a protocol that investigator(s) and sponsor(s) should sub-
mit for the review of an ethical review committee.42 A complete list of
these items can be found, for example, in Appendix 1 of the CIOMS
Guidelines.43 All international ethical guidance documents emphasize
that an investigator must obtain an approval, a favorable opinion or
clearance for the protocol, from an ethical review committee before
undertaking the research.44

obligations of sponsors

The responsibilities of sponsors are outlined in detail in the ICH
and WHO GCP guidelines and in the EU Directive.45 The principles
are applicable as such for any clinical trial, including investigational
pharmaceutical products under development, marketed products, or
vaccines.
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The WHO GCP46 is most specific in this respect and establishes
that a sponsor is often a pharmaceutical company, but may also be an
individual, the investigator, or an independent institution that initiates,
funds, organizes, and oversees the conduct of a clinical trial.

One principle is that the available nonclinical and clinical informa-
tion on an investigational product should be adequate to support the
proposed clinical trial. In some cases, the active ingredient of a prod-
uct has been in clinical use for years and the collected information
is sufficient to support further studies, provided that the composition
of the product is identical with that of the marketed product.47 If the
company aims to study extended or new indications, however, it may
be necessary to perform some additional experimental studies prior to
clinical trials and to conduct conventional Phase II and III develop-
mental studies as if the product was a new drug.48

The sponsor is responsible for providing the investigator of the
investigational and comparator products with all relevant information
on their safe use. The sponsor has to ensure that the trial follows sound
scientific principles and GCP by selecting qualified investigator(s) and
a suitable research site, providing a protocol, and subsequently ensur-
ing protocol compliance. Moreover, the sponsor has to comply with
applicable legal, ethical, and regulatory requirements.49

In planning the trial, the sponsor is responsible for providing the
investigator with chemical, pharmaceutical, toxicological, pharmaco-
logical, and clinical data on the investigational and comparator pro-
ducts.50 The sponsor has an obligation to report adverse events and
adverse drug reactions to investigators and drug regulatory author-
ities.51 Additional responsibilities include monitoring and quality
assurance of the trial, verification of data obtained and their statistical
processing, and supporting the investigator in drawing up a final report
or scientific publication.52

publication of clinical study results

Paragraph 27 of the WMA Declaration of Helsinki53 provides advice
on the principles to be followed in drawing up the report on, or publi-
cation of, a scientific study. Investigators, authors, and publishers have
ethical obligations that are relevant to research on generic products.
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In the publication of research results, the investigators are obliged
to ensure the accuracy of the results. Negative as well as positive results
should be published or otherwise made publicly available.54 This aims
to avoid the unnecessary exposure of human beings to experiments
and to avoid duplication of clinical studies and the waste of research
resources. There is abundant evidence that trials tending to produce
poor results are quietly forgotten or stopped and that medical jour-
nals are loath to publish negative results. It remains to be seen how
effectively this ethical principle of the Declaration of Helsinki will be
implemented.

Sources of funding, institutional affiliations, and any possible con-
flicts of interest should be declared in the publication. Reports of exper-
imentation not in accordance with the principles laid down in the Dec-
laration of Helsinki should not be accepted for publication.55

conclusions

The evolution in recent years of international guiding principles for
the ethical conduct of clinical testing and clinical trials has resulted in
comprehensive advice on the scientific and ethical conduct of research
involving human subjects. It is advisable to consult these documents
when any ethical or scientific questions arise in the planning or con-
duct of a clinical trial. The pharmaceutical industry as a sponsor and
investigators conducting clinical development studies on pharmaceuti-
cal products should strictly follow these scientific and ethical principles,
keeping in mind that, depending on the study design, research subjects,
or study site, such studies may require special ethical considerations.
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The Regulatory and Ethical Challenges
of Pediatric Research

M. Dianne Murphy and Sara F. Goldkind∗

By the 1970s, the American Academy of Pediatrics (AAP) and the
Food and Drug Administration (FDA) had publicly stated that the
same level of scientific investigation required before a product is mar-
keted for adults should be required for pediatric therapies. We entered
the twenty-first century with hundreds of exciting new therapies, stud-
ied and approved for use in adults, that were being used in pediatrics
without even the most fundamental of studies. Studies of absorption,
distribution, metabolism, and elimination (ADME) and clinical trials
were not conducted in the pediatric population. Most pediatric dosing
calculations were done on a weight-based metric derived from adult
dosing recommendations. It is counterintuitive that a society would
demand strict controls on product development for the more physio-
logically mature and stable organism – the adult – and simultaneously
ignore the need for scientific data to guide therapeutic use in the more
complex and physiologically evolving and developing pediatric popu-
lation. This was the situation, however, toward the end of the twentieth
century. This chapter describes (1) the regulatory changes that opened
the gateway to pediatric trials; (2) parameters for the disclosure of
trial results; (3) scientific information gleaned from pediatric trials;
(4) pediatric safety concerns; and (5) ethical considerations in pedi-
atric research.

∗ The views expressed are those of the authors. No official support or endorsements by
the U.S. Food and Drug Administration is provided or should be inferred. No com-
mercial or other conflict of interest exists between the authors and the pharmaceutical
companies.
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pediatric research: the challenge to governments

It is an unfortunate truth that children not only are the therapeutic
orphans described by Dr. H. Shirkey in 1963, but also are often the
“sentinel canaries” in the mine of pharmaceutical therapeutics.1 Dis-
asters involving therapies given to the pediatric population have influ-
enced the regulatory framework of the United States. Tragedies in chil-
dren associated with tetanus-contaminated diphtheria antitoxin led to
the United States 1902 Biologics Control Act.2 Efforts to develop a
pediatric liquid formulation of sulfanilamide caused renal failure for
those given this preparation and resulted in the 1938 Food, Drug, and
Cosmetic Act (FD&C), which required demonstration of the safe use
of a product.3 Use of chloramphenicol, in a population without con-
comitant dosing studies, led to infant deaths and tragic discoveries con-
cerning metabolic differences in infants and children. In the 1960s the
thalidomide disaster revealed the profound teratogenic effects “safe”
adult therapies could have, stimulating the 1962 Amendments to the
FD&C Act. This act was responsible for a huge paradigm shift that
still dictates the role and functions of the FDA today. Therapies are
required to be not only safe, but also effective.4

Despite some evidence of significant differences between children
and adults, publication of ethical breaches at well-reputed institutions5

contributed to the societal ethos of protectiveness toward children,
and hence the systematic exclusion of children from research. Chil-
dren were left out of the rapidly evolving scientific progress in drug
development that occurred in the latter half of the twentieth century.
Recognition of the fact that children were repeatedly exposed to daily
risks at the hands of their clinicians, in an effort to spare them potential
research risks, ultimately resulted in corrective regulatory initiatives.

regulatory background: failure of the bully pulpit

In 1979, the FDA passed a labeling regulation that required state-
ments regarding the pediatric use of a drug approved for adult indica-
tion(s) to be based on substantial evidence derived from adequate and
well-controlled studies.6 Throughout the 1980s, however, most pedi-
atric therapies were used without safety, efficacy, and dosing studies in
children. A review in 1999 presented data showing that from 1973 to
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1994, between 71 to 80 percent of approved new molecular entities
or products listed in the Physician’s Desk Reference (PDR) did not
have sufficient pediatric drug labeling.7 In 1992, the agency (FDA)
proposed regulations which, by codifying criteria, it hoped “. . . will
make manufacturers more aware of how feasible it really is to get pedi-
atric information in their labeling, show some that they may already
have adequate information at their disposal to do so, show others that
the evidentiary threshold is not so great as previously believed, and
encourage all to pursue better pediatric labeling for their drugs.”8

The intent of this approach was multifaceted. It attempted to facili-
tate pediatric trials by introducing the concept of extrapolation and
by requiring sponsors to submit previously conducted pediatric stud-
ies. The final 1994 pediatric labeling rule supported the concept of
extrapolation of adult efficacy from adequate and well-controlled tri-
als in adults into the pediatric population, provided certain crite-
ria were fulfilled.9 Despite the possibility of extrapolating efficacy
from adults to children, or from older to younger children, addi-
tional pharmacokinetic, safety, and other focused studies might still be
necessary.

At the end of the twentieth century, Congress and the agency
enacted corrective efforts, legislation and regulations that finally
propelled pediatric therapeutics onto a path of scientific and ethi-
cal development. This was dramatically realized by the 1997 FDA
Modernization Act (FDAMA).10 Section 111 of the Act provided a
mechanism for powerful incentives if sponsors would develop pediatric
studies defined by FDA, issued as written requests. Written requests
require sponsors to obtain scientific data needed to make product
safety and efficacy determinations for children. This incentive mecha-
nism is a potent legislative “carrot,” and was renewed in the 2002 Best
Pharmaceuticals for Children Act (BPCA).11 As of September 2004,
sponsors have conducted and submitted pediatric studies on over 110
products in response to written requests. In addition, sponsors of over
100 other products have informed the agency that they either are or
will be conducting the requested studies. All these studies have prede-
termined deadlines that must be met if the sponsor is to benefit from
the exclusivity incentive provisions.

The 1998 Pediatric Rule (regulation)12 and the 2003 Pediatric
Research Equity Act (PREA legislation) function in parallel to the
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FDAMA and BPCA, requiring sponsors to study certain drugs or
biologics in the pediatric population. Unlike the incentive legisla-
tion, which is a voluntary participation program for sponsors, PREA
requires sponsors to submit certain pediatric studies. This requirement
is mostly restricted to cases where a sponsor has, or is planning to sub-
mit, an application for an adult indication (condition or disease) that
also occurs in children, where there is substantial use in pediatrics, or
where the development of pediatric studies of the product would result
in a meaningful therapeutic benefit. The particularly effective part of
this approach is the requirement that sponsors, researchers, and FDA
reviewers assess and plan for pediatric needs in the early stages of
product development.

Pediatric clinical studies of medical products will most likely con-
tinue to be fewer in number than studies conducted in adults. Once
a sponsor has conducted the pediatric clinical studies of interest, no
matter what legislative mechanism is used, it is unusual for additional
clinical studies to be conducted. In adults, however, sponsors will often,
in attempts to expand target market populations and to answer post-
approval requirements, conduct new studies to gain additional indica-
tions or to demonstrate potential efficacy (sometimes despite previous
negative studies). Because the pediatric market is often insignificant
financially, additional pediatric clinical studies, once the sponsor has
responded to FDA’s WR or requirement for studies, have proven thus
far to be unlikely.

Public availability of pediatric trial results not only might lead to
better clinical decisions for children, but might also result in more
informed future research. Hence, BPCA states that “Not later than
180 days after the date of submission of a report on a pediatric study
under this section, the Commission shall make available to the public
a summary of the medical and clinical pharmacology reviews of pedi-
atric studies conducted. . . .”13 The legislative mandate for such public
dissemination of clinical study information is blind to whether the data
actually support the use of the product in children, and to whether the
FDA approves the product for use in children. This is in contrast to
the statutory limitations placed on the FDA with respect to its ability
to disclose information from any other clinical studies. Short of a mar-
keting approval, the FDA is usually prohibited from disclosing such
clinical trials data.
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Since July of 2002, FDA has been posting, as statutorily man-
dated, summaries of clinical studies conducted under the BPCA pro-
visions. As of September 2004, forty-two medical and clinical phar-
macology study summaries have been posted on the FDA’s Web site:
www.fda.gov/cder/pediatric/Summaryreview.htm.

what have we learned?

The pediatrics-oriented regulatory and legislative directives have been
invaluable in stimulating pediatric trials, the results of which confirm
that children have been the unwitting victims of societal protectiveness.
The following five categories are examples of acquired pediatric knowl-
edge clearly demonstrating the need for continued pediatric research to
ensure that children will benefit from the drug development process:

1. Unnecessary Exposure to Ineffective Therapies. These are ther-
apies that are effective in adults, but cannot be demonstrated
to have the same predictable efficacy in the pediatric popula-
tion. In this situation, the patient not only potentially remains
untreated for the underlying condition but may be exposed to
the adverse effects inherent to the therapy without any potential
benefit. Examples:
a. Many therapies for treatment of depression;
b. Navelbine (vinorelbine) for recurrent, solid, malignant

tumors;
c. Detrol LA (tolterodine) in pediatric patients five to ten years

of age;
d. Buspar (buspirone) for general anxiety disorder;
e. Camptosar (irinotecan) in previously untreated rhab-

domyosarcoma.
2. Ineffective Dosing of an Effective Therapy. This is a variant of

the first category. Here, the therapy is effective if the appropri-
ate dose for the pediatric population is known. To base dosing
solely on weight without confirming with adequate pharmaco-
kinetic studies means that one is guessing at the therapeutic dose.
When the substance is cleared or metabolized more rapidly or
absorbed less effectively by the pediatric population, this func-
tionally means the child is exposed to an ineffective dose. Once
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again, the patient does not receive the expected benefit of the
therapy while being exposed to the potential adverse effects of
the therapy. Examples:
a. Higher dosing required for adolescents taking Luvox (flu-

voxamine) and children < five years of age taking Neurontin
(gabapentin);

b. Higher clearance of Lotensin (benazepril) in hypertensive
children;

c. Double the clearance rate of Ultiva (remifentanil) in
neonates.

3. Overdosing of a Potentially Effective Therapy. The functional
potential outcome here is that a child is unable to tolerate a
therapy because of adverse effects secondary to inappropriately
high dosing. Examples:
a. Dosing of Luvox (fluvoxamine) in girls eight to eleven years

of age;
b. Reduced clearance of Arava (leflunomide) in pediatric

patients < 40 kg;
c. Decreased clearance of Pepcid (famotidine) in infants zero to

three months of age and of Epivir (lamivudine) for HIV in
one-week-old neonates.

4. Undefined Unique Pediatric Adverse Effects. This problem
presents two difficulties. One is a variant of 3, above. If a prod-
uct has not been specifically studied in the pediatric popula-
tion, adverse effects (AEs) that may occur more frequently or
uniquely in children will remain undefined. This also means there
is no opportunity to manage the AE if such an approach is pos-
sible. Examples:
a. Occurrence of rare seizures in patients without a prior history

of seizures when exposed to Ultane (sevoflurane);
b. Hypopituitary adrenal axis suppression with Diprolene

(betamethasone);
c. Increase of suicidal ideation with Rebetron (ribavirin/intron

A).
5. Effects on Growth and Developmental Behavior. Because chil-

dren are evolving and maturing organisms with rapid or chronic
changes in physiology, effects on the evolving and maturing
organ systems will not be defined without trials directed to
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look for those effects. The following are examples of effects on
growth, behavior, and learning:
a. Detrol LA (tolterodine): Hyperactive behavior and attention

disorder occurred three times as frequently in treated versus
placebo population;

b. Decreased growth rate described for Prozac (fluoxetine),
Effexor (venlafaxine), and Rebetron (ribavirin/intron A);

c. Decreased bone density in patients twelve to seventeen years
of age treated with Accutane (isotretinoin).

pharmacovigilance

A critical part of drug regulation is monitoring safety after marketing.
The concept of extending the science of pharmacotherapy to children
includes issues of safety. The BPCA addresses this issue and requires
a special additional assessment of all suspected adverse drug reactions
that occur in both the adult and pediatric populations during the first
year of general marketing in the pediatric population if the product
has been granted pediatric exclusivity. This specific safety review is
to be reported at a public meeting of pediatric experts. The FDA’s
Pediatric Advisory Committee has been reviewing these reports since
2003. This legislation was an effort to ensure that attention is focused
on what happens after a product has been appropriately studied in,
and then more widely marketed in, the pediatric population.

The current, passive pharmacovigilance as embodied by the FDA
adverse event reporting system (AERS) generated by MEDWATCH
reports14 is effective at detecting rare events such as aplastic anemia
or acute liver failure. It was not designed, however, to study relative
risk or increases in risk quantitatively for more common events such
as cardiovascular disease, common forms of cancer, or suicide.

One finds a contemporary example of the use of this kind of data
in the recent review of the safety of the use of antidepressants in
children. Zoloft was one of the first products eligible for discussion
under the specific BPCA post-exclusivity safety requirements. By the
time of the June 2003 Advisory Committee meeting, there were a
few serious suspected adverse reactions and four deaths (two of these
were suicides) reported in the pediatric population for the first year
of reports. Within six months of the Zoloft review, the FDA com-
pleted the BPCA post-exclusivity safety review for Paxil. The number
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of reports of suspected serious adverse reactions (forty-three hospital-
izations and thirteen deaths) was higher than what had been observed
with two other recently reviewed antidepressants in the context of
the BPCA mandate. Of particular concern were the seventeen suicide
attempts, nine suicide deaths, new unexpected serious adverse reac-
tions of aggression and violence, and an almost equal distribution of
deaths between males and females. The results of these reviews were
brought to two Pediatric Advisory Committee meetings in 2004.

One critical conclusion from these meetings was that the AERS
system could not independently identify an increased rate of suicide
in pediatric patients on a specific antidepressant therapy compared
with the underlying risk of suicide associated with pediatric depres-
sion. The signal for treatment-related risk was generated by placebo-
controlled trials. Safety is one area where placebo-controlled informa-
tion is uniquely valuable. For example, a comparative study of Paxil
versus Effexor in an efficacy trial would not have generated a signal for
suicidality, as they both may entail this risk. (See section on placebo-
controlled trials).

Discussion now is focusing on ways to improve the data for these
post-exclusivity safety assessments further. In many cases, the need
for prospective pediatric safety studies or data from active surveillance
systems is clear. Because children’s bodies are maturing, growing, and
evolving over relatively short periods of time, one could postulate that
identifying potential drug safety signals from such a population is even
more difficult than identifying such signals from a physiologically stable
adult population. From a regulatory perspective, historically neither
drug approval nor granting of pediatric exclusivity is usually denied
based upon the lack of longer-term follow-up studies. Many in the
community now argue that additional longer-term follow-up in the
form of prospective pediatric safety assessments or active surveillance
systems would better inform us about true risks.

Summary of Scientific Lessons Learned

1. The current dearth of knowledge about many aspects of pediatric
medicine has been a challenge in designing pediatric trials. As the
FDA continues to issue written requests, and as more research
is conducted on children, research designs should be informed
by the knowledge gained in the conduct of pediatric trials and
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become more confident in the use of pediatric-specific surrogate
endpoints and assessment tools.

2. Extrapolations from adult studies and experiences are not
always appropriate given differences in absorption, distribution,
metabolism, elimination (ADME), growth, anatomy, physiol-
ogy, hormonal factors, and neurobehavioral and sexual matu-
ration. However, if a disease behaves similarly in adults and
children, and if the expected response to therapy is also similar,
then an efficacy trial involving children simply to “re-prove what
is already known” is usually not necessary, and may require only
pharmacokinetic and safety information to be obtained specifi-
cally from children to ensure that the correct dose in the pediatric
population(s) is elucidated and to assess whether there are any
unique pediatric safety concerns that need to be addressed when
the product is used.

3. Extrapolations may not be applicable across all pediatric sub-
populations because of the heterogeneity of the pediatric pop-
ulation. A premature infant may not share pharmaceutical
responses with a full-term neonate, and neither is similar, despite
the “pediatric” classification, to a 200-pound adolescent football
player.

4. The pediatric population is even more variable than anticipated
in response to therapies (both efficacy and adverse reactions)
and pharmacokinetics/dynamics.

5. Effects on growth have been demonstrated in a number of ther-
apies, including those for depression, hepatitis C, asthma, and
attention deficit disorder. Assessment of effect on growth should
be standard in most pediatric studies.

6. The need for adequate postapproval studies to assess potential
adverse reactions that will not be identified in short clinical tri-
als of limited numbers of patients continues to be of particular
relevance to pediatrics.

ethical considerations

There is no longer any doubt that children need to be studied, to ensure
that their medical treatment is science-based. Ethical pediatric drug
development requires attention to whether specific study is needed as
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well as to how to conduct such study. Over the last decade the question
in pediatric drug and therapeutics development has shifted dramat-
ically from “whether children should be studied” to “how children
should be studied.”15 The American Academy of Pediatrics Commit-
tee on Drugs said, “It is not only ethical, but also imperative that new
drugs to be used in children be studied in children under controlled
circumstances so that the benefits of therapeutic advances will become
available to all who need them.”16

There is a growing body of thoughtful literature to guide the ethical
study of children. This includes international ethics documents, leg-
islation, regulations, and agency-specific policies. Of particular note
are the guidelines and commentaries of the Council for the Inter-
national Organizations of Medicinal Sciences (CIOMS), the Inter-
national Conference on Harmonisation Tripartate Guidelines (ICH),
and the Code of Federal Regulations (CFR) Subpart D regulations,
Additional Safeguards for Children in Research (see the Appendix).
In Chapter 4, Robert M. Nelson analyzes these guidelines and reg-
ulations with reference to the inclusion of children in clinical trials.
Dr. Juhana E. Idänpään-Heikkilä and Sev Fluss discuss the evolution
of the international guidelines in Chapter 2. The first two international
documents thoughtfully balance pediatrics-specific concerns with the
clear necessity for the pediatric research. The Subpart D regulations
limit the amount of risk that children can potentially incur in research
endeavors. These regulations embody the ethical prima facie principles
of beneficence,17 nonmaleficence,18 and distributive justice, leading to
the understanding that benefits should be enhanced, harms should be
reduced, and those who will reap the benefits of the research should, if
possible, share the burdens of the research endeavor. Furthermore,
Subpart D regulations underscore the importance of generalizable
knowledge as one ethical component of the counterbalance to incurred
research risk. The remainder of this chapter will discuss how these
complex documents impact pediatric research and address the com-
plex issue of randomized clinical trials, specifically placebo-controlled
trials.

It would be catastrophic if the major advances enabling pedi-
atric research resulted in the casual inclusion of children. As for all
research, the scientific hypothesis-generated questions need to inform
the selection of the study design and study population. The defined
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scientific research goals determine fair subject selection, that is, both
inclusion and exclusion criteria.19 Although this may seem elemen-
tary, the impulse to include children is sometimes handled in a less-
than-thoughtful manner. Institutional Review Boards (IRBs) are a
regulated component of ensuring ethical and scientific integrity to a
research project. Yet not all IRBs that review pediatric trials have pedi-
atric expertise or facility with the pertinent federal regulations. Shah
surveyed 188 IRBs and found that there is much variability in risk
assessments and the application of Subpart D, Additional Safeguards
for Children in Research.20

Currently, there is profound confusion about pediatric research,
reflected in the inconsistent application of Subpart D regulations, inap-
propriate inclusion of healthy children (when the research could eas-
ily have been completed in children with the disorder/condition), and
unnecessary pediatric risk exposure. ICH E11, Clinical Investigation of
Medicinal Products in the Pediatric Population, addresses the inclusion
of children (see Nelson, Chapter 4, for a further detailed discussion
of this aspect), focusing on a broad range of insightful parameters,
including the prevalence and seriousness of the condition in the pedi-
atric population, the availability and suitability of alternative treat-
ments, and the age ranges of children likely to be treated with the
product.21

Pediatric research needs to be deliberated in a hierarchical fashion,
beginning with these basic yet invaluable queries:

� Do children need to be included at all?
� If so, can children with the disorder/condition be studied instead

of children who are healthy or who do not have the pertinent
disorder/condition?

� If so, can children who are less vulnerable be studied in lieu of
others?

� How can research risks be minimized?
� How will the data be accrued to effect appropriate subset analysis?

Although these framing questions may seem obvious and elemen-
tary, they are not always considered. Coffey recently reviewed seventy
clinical asthma trials involving children and identified several disturb-
ing findings. Among those was the fact that of fifty-two studies involv-
ing both children and adults, only one study differentiated between
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children and adults. Subset analysis was thus largely unobtainable. This
review concluded that “clinical asthma trials involving children and
adults do not benefit children as a class because they rarely provide
subset analysis.”22 It is imperative that if children are to be studied,
then the design and method of data accrual must allow conclusions
pertinent to children.

Once it is decided that children should be studied, then the next
question is: Can research risk be minimized? This is addressed in ICH
E-11, Clinical Investigation of Medicinal Products in the Pediatric Pop-
ulation, and ICH E6, Good Clinical Practice: Consolidated Guidance,
the National Commission for the Protection of Human Subjects of
Biomedical and Behavioral Research Report, and the Subpart D regu-
lations Additional Safeguards for Children in Research. Available non-
clinical and clinical information on an investigational product should
be adequate to support the proposed clinical trial.23 They also rec-
ommend reducing the number of participants and procedures, while
still maintaining scientific rigor and establishing pediatrics-sensitive
research environments.

Risk assessment is a major focus of the 1977 recommendations of the
National Commission. These, in turn, are extensively reflected in the
current Code of Federal Regulations. The Subpart D regulations stem
directly from the National Commission’s Report on Children,24 and
cap the amount of risk to which children can be exposed in research.
Subpart D categorizes pediatric research by risk levels: minimal risk
versus minor increase in minimal risk. Distinguishing these two risk
levels may, on the surface, sound like a purely semantic exercise but it
provides important clarity for addressing risk in pediatric research. At
present these distinctions are made in public federal regulations and
commission reports (to be discussed below) but remain very challeng-
ing in practice.

The ceiling on risk for healthy subjects, or subjects without the disor-
der/condition under investigation, is “minimal risk,” which is defined
as follows: the probability and magnitude of harm or discomfort antic-
ipated in the research are not greater in and of themselves than those
ordinarily encountered in daily life or during the performance of rou-
tine physical or psychological examinations or tests.25 Although the
regulations themselves do not tether the definition of “daily life” to
a particular group of children, there is a consensus that “daily life”
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should be indexed to the lives of healthy children living in safe envi-
ronments. This has been expressed over the years by the National Com-
mission, by the National Human Research Protection Advisory Com-
mittee (NHRPAC), and most recently by the Institute of Medicine,
which uses the description, “normal experiences of average, healthy,
normal children.”26 It should be understood that this is a low level of
risk. (See further discussion of “minimal risk” in Nelson, Chapter 4.)

The regulations state that an IRB can approve a protocol involv-
ing children with a disorder/condition under the following categories:
(1) there is a prospect of direct benefit to individual subjects
(21 CFR 50.52), or (2) the research is likely to yield generalizable
knowledge about the subject’s disorder or condition, even though there
is no prospect of direct benefit to the individual subjects (21 CFR
50.53). For children who do have a condition relevant to the research
project, there is still a limit on the amount of acceptable risk exposure
(for example, “not involving greater than minimal risk, i.e., a minor
increase over minimal risk”). Although this phrase is not defined in
the regulations, the IOM Report explains it as “a slight increase in
the potential for harms or discomfort beyond minimal risk.” The IOM
Report and the Secretary’s Advisory Committee for Human Research
Protection (SACHRP) guide risk analysis. For children who might
derive direct benefit from the proposed research, research risks must
be mitigated and balanced against the potential benefits.

There is growing agreement dating back to the National Commis-
sion Recommendations of 1977, and reiterated by the FDA Pediatric
Advisory Subcommittee to the Anti-infective Drugs Advisory Com-
mittee in 1999, that “in general, pediatric studies should be conducted
in subjects who may benefit from participation in the trial. Usually
this implies that the subject has or is susceptible to the disease under
study.”27 This is understood fairly broadly. Whenever possible, healthy
subjects, or subjects without the disorder/condition in question, should
be excluded from research unless (1) the study entails only minimal
risk or (2) the study could not otherwise be done – either because unaf-
fected children would be necessary as a comparison group, or because
the research for some other compelling reason could not practicably be
carried out in children with the disorder/condition;28 and (3) the study
offers the opportunity further to understand, prevent, or alleviate a
serious problem affecting the health or welfare of children.



P1: ICD/... P2: IWV
0521854962c03 CB953-Santoro 0 521 85496 2 September 26, 2005 13:54

The Regulatory and Ethical Challenges of Pediatric Research 61

Under Subpart D regulations the latter two scenarios require refer-
ral to the appropriate federal agencies for sign-off by the Commissioner
of the FDA and/or the Secretary of Health and Human Services (HHS)
before the research could be initiated. The mechanism for federal
review involves an opportunity for public comment, and consultation
with an expert panel (see Chapter 3 Appendix). An example of this
type of protocol referral is “Effects of a Single Dose of Dextroam-
phetamine in Attention Deficit Hyperactivity Disorder: A Functional
Magnetic Resonance Study,” which was reviewed by the Pediatric
Ethics Subcommittee of the newly formed Pediatric Advisory Com-
mittee on September 10, 2004. The study involves administering a sin-
gle 10-mg dose of dextroamphetamine to two groups of children –
those with ADHD and those without – to be followed by functional
magnetic resonance imaging (MRI) of all children. The goal of the
trial – elucidation of the pathophysiology of ADHD – was found by
both the principal investigator and the IRB of record to be meaningful
and interpretable only if the non-ADHD children could be included
as comparators, and that the study promises to increase understand-
ing of a prevalent condition affecting the pediatric population. The
Pediatric Advisory Committee, among its extensive deliberations, rec-
ommendations, and stipulations, concurred with this assessment. Final
determinations from the FDA Commissioner are posted on the FDA
Web site.29

Subpart D regulations place stringent protective boundaries around
pediatric research, yet, as demonstrated by this referral mechanism, the
regulations provide for flexibility, thereby simultaneously promoting
pediatric research. The difficulty with the Subpart D regulations is the
ambiguity associated with the risk definitions, and the consequent wide
range of interpretation or misinterpretation of these classifications. As
more pediatric research experience is accrued, the risk categories will
need to be reevaluated.

After the appropriate study population has been defined, the next
question is: Can the least vulnerable group of children be chosen for
the research project and still arrive at the necessary data? Some guid-
ance can be found in CIOMS Guidelines 13 and 14,30 and in ICH Topic
E8, General Considerations for Clinical Trials,31 and in Recommenda-
tion 2 of the National Commission, which states: Where appropriate,
studies have been conducted first on animals and adult humans, then
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on older children, prior to involving infants.32 It is not always possible
to make this type of hierarchical selection so that the most vulnerable
groups of children are spared research burdens. This algorithm should
be considered, however, each time pediatric subjects are to be selected.

There is a perpetual tension between the ethical requirement to
minimize risk and the ethical/scientific requirement for adequately
designed, robust trials capable of yielding reliable conclusions. In a
noble effort to spare children research risks we should not short-change
the validity of the results. As noted earlier, it is inherently unethical to
base pediatric medical care on substandard science.

randomized clinical trials

There are many protections for research subjects in randomized clinical
trials that apply to pediatric subjects as well. Some of these are applica-
tion of clinical equipoise, appropriate comparator groups, risk–benefit
calculus for all study arms, thoughtfully derived inclusion/exclusion
criteria, well-defined withdrawal criteria, data monitoring committee
(DMC) oversight, IRB review, institutional ethics committee (IEC)
input as appropriate, and a careful, informed consent process (parental
permission, and assent as applicable). This section, however, will only
address two topics: clinical equipoise, and the appropriate use of
placebo-controlled trials.

Clinical Equipoise

Equipoise is uncertainty about the relative merits of two different inter-
ventions. If there is no consensus in the expert clinical community,
even if the evidence is suggestive but not sufficient, then a state of
clinical equipoise exists. Beauchamp and Childress emphasize that in
multiarm trials, clinical equipoise must exist for each arm.33 Thus, going
into any clinical trial, there must be no a priori well-accepted superior
treatment. The principle of clinical equipoise demands inherent ethical
cohesion.

It is possible for an individual physician researcher to have a per-
sonal preference for one arm over another, and still to recommend
the study to a patient. Clinical equipoise is referenced to the state
of knowledge in the expert community. In practice it is very difficult
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to differentiate between the state of scientific knowledge and the
eminence-based current standard of care.

It is also possible for a patient or a parent of a patient to have
a preference for one arm over another. A careful verification of the
subject’s and/or parent’s understanding of the randomization process is
imperative. Subjects and parents need to be apprised fully of the nature
of the randomized controlled trial; that is, is it nonbeneficial research
or research that offers the prospect of direct benefit to the individual
subjects? Therapeutic misconceptions can occur if the subjects and/or
parents believe the research to be of direct benefit when it is not,
or if the subjects and/or parents believe that the choice of treatment
arm will be clinically selected for that subject’s direct benefit. These
misconceptions can sometimes occur despite careful information about
the randomization process. Kodish conducted a multisite study of the
informed consent process for randomized controlled trials for children
with newly diagnosed leukemia. The informed consent processes were
both observed and audiotaped. Randomization was explained to 83
percent of the parents, yet only 50 percent of the parents understood
this process to be part of the study design.34 Recognizing the power
of hope, attempts (perhaps repeated) must be made to convey the
nature of randomization and the meaning of equipoise in the informed
consent process. There remains a need for further research in the area
of informed consent and methods to maximize understanding.

Placebo-Controlled Trials

There is agreement that if no treatment exists, placebo-controlled trials
are ethically acceptable. Conversely, there is agreement that if the sub-
jects will suffer irreversible harm, placebos should not be used, even
if there would be no other manner of conducting the study. Coffey
found in his asthma trial review that despite IRB oversight, 69 percent
of the studies included children who met the National Heart Blood
Lung Institute guidelines for anti-inflammatory therapy but who were
not treated accordingly. In approximately 13 percent of the studies,
children who were clinically compensated were required to discon-
tinue their medication regimen solely for the purposes of the trials.35

Clearly, these children were in jeopardy of irreversible risk, when there
were suitable therapies without excessive, associated adverse events.
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There are many proposed trials, however, that fall within a gray zone
not covered by these two dichotomous categories. Hence placebo-
controlled trials remain a highly controversial area. One aspect of
the controversy is the Declaration of Helsinki, Paragraph 29 (revised
October 2000):

The benefits, risks, burdens, and effectiveness of a new method should be
tested against those of the best current prophylactic, diagnostic, and therapeutic
methods.36

This paragraph has engendered tremendous confusion. What con-
stitutes the “best current therapy” is nebulous, frequently undefined,
and subject to debate. It may not be based upon scientific evidence;
it may be based on anecdotal experience, off-label use, or limited tri-
als. Further research, including placebo-controlled trials, may lead to
safer and more effective treatments that would ultimately be more
beneficial. In response to these concerns the World Medical Associ-
ation issued a note of clarification in 2002, which catalyzed further
debates.37

The general ethical and scientific approaches to placebo-controlled
trials also seem apropos to pediatric studies. Use of placebo-controlled
trials may be ethically justified in the following circumstances, provided
that risk is minimized:38

� High placebo rate in the disorder/condition (e.g., depression).
� Waxing and waning course of the disease/condition.
� Frequent spontaneous remissions.
� No known effective treatment.39

� Only partially effective existing treatments.
� Existing treatments with very serious side effects.
� Low frequency of the condition, making an equivalence trial imprac-

ticable.
� Demonstrating a new treatment having sufficient efficacy before

large-scale equivalence trials are conducted. This type of efficacy
testing could decrease the number of children exposed.

� Existing effective intervention as a comparator would diminish the
interpretability and reliability of the results, and use of placebo
would not add serious risk.
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� Minimal risks to forgoing treatment that may be limited to symp-
toms only (e.g., allergic rhinitis).

� No harm done in delaying treatment temporarily (e.g., mild hyper-
tension, mild hyperglycemia, mild hypercholesterolemia).

Minimizing risk involves excluding participants who are at increased
risk of harm from a lack of therapeutic benefit, as well as drug risk. The
ethical concerns and scientific merits of placebo-controlled trials need
to be juxtaposed against the utility of alternative trial designs that may
be more acceptable and still yield reliable results: superiority active
control trials, add-on trials, dose-response studies, randomized with-
drawal trials, and cross-over trials (in which the subject serves as his or
her own control, with or without placebo). The fundamental principle
is that proof of superiority is more robust and quantifiable than “prov-
ing” noninferiority. The pitfalls of noninferiority design trials are well
discussed by Temple and Ellenberg.40

The experience with SSRIs is a good example of the inability to
extrapolate efficacy from adult trials to children. Had efficacy in pedi-
atrics been extrapolated from adult data for Paxil, for instance, we
would have assumed efficacy and failed to conduct additional trials
that were instrumental in identifying drug-associated risk for suici-
dality. In fact, the placebo-controlled trials provided the most robust
signal for suicidality. Thus, although in many settings placebo control
engenders risk, this trial design should not be marginalized based on
ethical grounds.

conclusion

In less than a decade we have transformed the landscape of pediatric
research. In the past, pediatric drug research was avoided, based on
ethically motivated protectiveness and market forces unfavorable to
pediatric drug development. Time and experience have taught us that
children are not only distinct from adults but heterogeneous as a pop-
ulation. Assumptions about adult efficacy, safety, and dosing extrap-
olations are not uniformly valid and can result in unwitting injury of
children during the course of their regular treatments. Past lack of
scientific data has left a void in development of pediatrics-specific end-
points and assessment tools. Unfortunately, pediatric studies may not
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be economically rewarding in the absence of special programs. Combi-
nation programs that include incentives and mandated requirements
appear to provide an effective means of stimulating pediatric research.

Regulations and laws have been adopted that both encourage
the inclusion of children in clinical trials and offer additional pro-
tections for pediatric subjects. Peer-reviewed literature and ethical
international documents on ethics are also focusing attention on the
delicate but necessary balance between careful inclusion and mini-
mization of undue burdens, discomforts, and risks. Further work is
needed to hone the definitions of risk, as well as other critical concepts
embodied in the 21 CFR 50 Subpart D regulations. Advisory panels
have begun to grapple with this, and federal guidance is in progress.
The widespread dissemination of pediatrics-specific ethical analyses
to sponsors, investigators, and IRBs remains essential, but extremely
challenging. Future ethical studies will hinge on powerful educational
approaches.

Both scientific and ethical considerations demand a secure infras-
tructure to ensure that pediatric drug development will continue.
Robust, long-term clinical post-market safety studies must become
more commonplace. Acceptable study designs will likely evolve in an
iterative fashion as we gain more experience with pediatric research.
Ethical challenges will likely continue to be highlighted in a similar
fashion.

chapter 3 appendix

Subpart D Regulations

21 CFR 50.51/45 CFR 46.404
Clinical investigations/research not involving greater than minimal

risk
21 CFR 50.52/45 CFR 46.405
Clinical investigations/research involving greater than minimal risk

but presenting the prospect of direct benefit to individual subjects
21 CFR 50.53/45 CFR 46.406
Clinical investigations/research involving greater than minimal risk

and no prospect of direct benefit to individual subjects, but likely
to yield generalizable knowledge about the subjects’ disorder or
condition
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21 CFR 50.54/45 CFR 46.407
Clinical investigations/research not otherwise approvable that present

an opportunity to understand, prevent, or alleviate a serious prob-
lem affecting the health or welfare of children.

The Code of Federal Regulations 21 CFR 50 (applicable to the Food
and Drug Administration) and Title 45 CFR 46 (applicable to seven-
teen federal agencies) contain Subpart D regulations Additional Safe-
guards for Children in Clinical Investigations/Research. While there are
some noteworthy differences between the two sets of regulations, apro-
pos to pediatric research, the above Subpart D categories are identical
in both codes. The Subpart D regulations provide a guiding framework
used by IRBs to classify pediatric protocols. IRBs may only approve
protocols that fall within the first three categories. The fourth cate-
gory provides a mechanism whereby a protocol, that is not otherwise
approvable under the first three categories of Subpart D, can still be
reviewed and approved if certain findings are made and certain condi-
tions met. This involves a referral by an IRB to the appropriate federal
agency(s) for review by an expert panel in an open public meeting.
If the protocol involves FDA-regulated products it would need to be
submitted to the Food and Drug Administration. If the protocol is to
be federally funded or conducted it would need to be submitted to the
Office of Human Research Protections. If the protocol is applicable
to both agencies then a joint review would be conducted. It should
be emphasizd that a federal referral by an IRB can only occur if the
IRB itself finds that the research presents a reasonable opportunity to
in some way affect the health or welfare of the pediatric population,
regarding a serious problem.
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Including Children in Research

Participation or Exploitation?

Robert M. Nelson

introduction

The recent escalation in pediatric research, and thus the number of
children exposed to research risks, raises concerns as to whether the
ethical and regulatory framework for protecting children in research
is adequate. What are the acceptable limits on the risks to which we
should expose children for the benefit of others and society? To remain
within these limits, the regulations and ethical guidelines on research
involving children require careful interpretation and application. Are
children truly research participants or are they merely being exploited
for commercial gain? Research may be exploiting children if it does
not result in publicly available knowledge regardless of the level of
research risk exposure. We exploit children within research if we use
them simply for the generation of profit or personal gain. The conduct
of pediatric research is a privilege granted to us by the parents and chil-
dren who willingly participate. The financial and professional benefits
of performing this research reflect a social contract entrusting us with
the future health and welfare of our children – a trust that requires
transparency and full public disclosure of the research results.

This chapter (1) highlights important features of recent legislation
to stimulate pediatric research; (2) reviews key elements of the U.S.
pediatric research regulations,1 compared to guidance from the Inter-
national Conference on Harmonisation (ICH), the Council for Inter-
national Organizations of Medical Sciences (CIOMS), and the 2001
EU Clinical Trial Directive;2 (3) applies these guidelines to the choice
of control group, illustrated by clinical trials of inhaled steroids in

68
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moderate asthma; and (4) briefly reviews the controversy over the
use of antidepressants for major depressive disorder in adolescents.

legislative approaches to stimulating pediatric research

The “off-label” use of medications for treating children is widespread,
resulting in less effective and potentially harmful therapy.3 The lack of
reliable information on the use of medications for children has been
addressed in the United States through two legislative initiatives – the
Best Pharmaceuticals for Children Act (BPCA) of 20024 and the Pedi-
atric Research Equity Act (PREA) of 20035 (discussed by M. Dianne
Murphy and Sara Goldkind in Chapter 3). These two initiatives stim-
ulated pediatric pharmaceutical research, resulting in valuable infor-
mation to guide the appropriate use of many medications.6 Noting
the success of these initiatives, the European Commission is planning
(2004) to establish a similar program.7

The BPCA renewed the reward of an additional six months of patent
protection in exchange for conducting pediatric studies requested by
the U.S. Food and Drug Administration (FDA). The BPCA estab-
lished the FDA Office of Pediatric Therapeutics and mandated the
hiring of at least one person with expertise in pediatric research ethics.
The BPCA requires summaries of FDA reviews of pediatric studies to
be posted on the public FDA Web site. This information was not avail-
able unless the drug label was changed. The BPCA also commissioned
the Institute of Medicine (IOM) to review the adequacy of Subpart D,
with a report issued in March 2004.8

The PREA gave the FDA legal authority to require pediatric stud-
ies for the labeled indications if a drug offers a meaningful therapeutic
benefit and the absence of labeling poses a significant risk. The PREA
allows extrapolation of pediatric effectiveness from adult studies if the
disease and effects of the drug are sufficiently similar in adults and chil-
dren. The PREA also established the Pediatric Advisory Committee
(PAC) to advise on the ethics, design, and analysis of pediatric clinical
trials. The PAC may review protocols referred under 21 CFR 50.54
and 45 CFR 46.407, establishing a process for public federal review
of research that a local IRB cannot approve yet believes would fur-
ther the understanding, prevention, or alleviation of a serious problem
affecting the health or welfare of children.
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The European Commission Proposal incorporates and modifies the
major features of the U.S. approach. Similarly to the BPCA, sponsors
would gain an added six months of patent protection for conduct-
ing requested pediatric studies. The Pediatric Committee (PC) of the
European Medicines Agency (EMEA) would have an expanded role
in requiring, deferring, or waiving pediatric studies. More importantly,
there are stronger provisions for ensuring the availability of data from
pediatric studies. The drug label would include pediatric study results,
positive or negative. Sponsors would be required to submit the results
of all pediatric studies whether or not they were conducted for added
patent protection. All pediatric studies conducted in Europe and else-
where would be incorporated into the database of clinical trials estab-
lished by the 2001 EU Clinical Trial Directive. A long-term follow-up
plan would be required to monitor the safety and efficacy of the pedi-
atric use of the newly authorized drug.

the ethical and regulatory framework for pediatric
research in the united states

The National Commission issued a report in 1977 that served as the
basis for Subpart D.9 In reviewing Subpart D, the IOM concluded
that “the federal regulations . . . are, in general, appropriate” while
acknowledging variability in interpretation and application of the cri-
teria for approving research. The IOM felt that the regulations did not
need to be revised, but that consistent and comprehensive guidance
was necessary.10 This section examines four key elements of Subpart
D: (1) “fair” selection of subjects; (2) “minimal risk”; (3) “condition”;
and (4) “direct benefit.”

Justice and the “Fair” Selection of Children for Research

The National Commission appealed to beneficence, respect for per-
sons, and distributive justice in arguing that “research risks should be
allocated to adults rather than to children whenever feasible.”11 This
principle is affirmed in paragraph 24 of the Declaration of Helsinki,12

the 2001 EU Clinical Trial Directive, the ICH Good Clinical Prac-
tice (GCP) Guidelines,13 and the ICH guidance on research involving
children.14 Children should not be included in research unless the ques-
tion cannot be answered in any other way and answering the question
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would promote the health and welfare of children. Consistent with this
principle, the FDA allows extrapolation of adult data to children, when
appropriate.15 By contrast, the National Institutes of Health policy on
the inclusion of children is ethically problematic. Here the similarity
of a disorder in children and adults supports including rather than
excluding children, even when lacking sufficient numbers to perform
a subgroup analysis.16

“Minimal Risk”

The concept of “minimal risk” sets the upper limit on research risks to
which a healthy child may be exposed. Minimal risk is defined as the
condition that “the probability and magnitude of harm or discomfort
anticipated in the research are not greater in and of themselves than
those ordinarily encountered in daily life or during the performance
of routine physical or psychological examinations or tests.”17 The wide
range of procedures and corresponding risks interpreted as minimal
risk is well documented.18 One source of variability is whether daily
life or routine tests refers to healthy children or to the actual children
in the research. The IOM recommended that minimal risk be inter-
preted “in relation to the normal experiences of average, healthy, nor-
mal children.”19 This recommendation is consistent with the National
Commission’s definition of “minimal risk,” which was indexed to the
daily life or routine examination “of healthy children”20 (as discussed
by Murphy and Goldkind in Chapter 3).

A second source of variability is the interpretation of risks of daily
life. For example, a dose of dextroamphetamine was believed by some
to present “ . . . only minimal risks since the . . . effects of this medication
were commensurate with risks ordinarily encountered in the daily lives
of children (e.g., equivalent to . . . heavy caffeine consumption, etc.).”21

The concept of minimal risk has been criticized, given the difficulty of
interpreting and applying the criteria of the risks of everyday life.22 This
difficulty may stem from the observation that minimal risk includes
both statistical and normative judgments. In effect, evaluating the risks
of daily life involves two questions: Are children exposed to this level
of risk in their daily lives? Should children be exposed to these risks?
Given these interpretive difficulties, the 2002 CIOMS Guidelines omits
the phrase “daily life” from the definition of “minimal risk.”23 The IOM
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acknowledged that assessments of risk are “more straightforward for
comparisons to routine . . . examinations than for . . . the larger range of
risks encountered in daily life.”24 However, the IOM did not remove
the phrase “daily life” from the definition of minimal risk.

“Condition”

Subpart D allows children to be exposed to more than minimal risk dur-
ing research not offering direct benefit provided that (a) the risk is only
a minor increase over minimal risk and (b) the children have a “disor-
der or condition” about which the research would “yield generalizable
knowledge of vital importance.”25 This category of research was most
controversial, with two members of the National Commission dissent-
ing. The disagreement was over whether it was fair to expose some
children to more research risk than other children absent direct bene-
fit. Others agree that there should be one risk category for nonbenefi-
cial research involving children, reflecting, for example, the everyday
parental decision to expose a child to the risks of a new situation.26

Another approach redefines minimal risk as the appropriate level
of risk to which a child may be exposed intentionally for educa-
tional purposes. The relevant difference justifying unequal treatment
shifts from the presence or absence of a condition to the appropriate-
ness of exposing children to “novel experiences compatible with their
development.”27 Whether or not the children have a condition remains
relevant to the research objectives, but not to the level of appropriate
risk exposure.

Subpart D distinguishes between minimal risk and a minor
increase over minimal risk. Thus, whether children have a condi-
tion remains essential to justifying greater than minimal research
risk exposure. The IOM defined condition as “a specific (or a set
of specific) . . . characteristic(s) that an established body of scientific
evidence or clinical knowledge has shown to negatively affect chil-
dren’s health and wellbeing or to increase their risk of developing a
health problem in the future.”28 The definition emphasizes the need
for evidence linking an alleged condition with a negative impact on
children’s health and wellbeing. For example, the Maryland Court of
Appeals viewed children enrolled in the Baltimore Lead Abatement
Study as “healthy.”29 Yet exposure to environmental lead is a known
risk factor for elevated blood lead levels and subsequent neurological
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injury.30 Children enrolled in the Baltimore Lead Abatement Study
had the “condition” of being at risk for neurological injury from expo-
sure to environmental lead. Although framed using Subpart D, the
controversy over the study involved the fairness of being exposed to
higher environmental lead, and whether limited resources justified the
study of less expensive forms of lead abatement.31

The 2002 CIOMS Guidelines distinguish between minimal risk and
a minor increase over minimal risk, yet omit the phrase “daily life”
from the definition of “minimal risk.”32 The ICH GCP Guidelines do
not distinguish between healthy children and children with a condi-
tion based on acceptable risk exposure, but on scientific justification.33

Unless Subpart D is modified, healthy children in the United States
cannot be exposed to more than minimal research risk without review
by a federal panel.

“Direct Benefit”

The prospect of “direct benefit” within Subpart D partially justifies
exposure to more than minimal risk.34 The National Commission
explicitly linked direct benefit to the individual child enrolled in the
research.35 Also, the benefits that offset the risks of research should
improve the individual child’s health and wellbeing. The 2001 EU Clin-
ical Trial Directive restricts “a clinical trial on minors” to cases in which
“some direct benefit for the group of patients is obtained from the clin-
ical trial.”36 This confusing language was adopted in response to argu-
ments that nonbeneficial research should not be performed on persons
unable to provide informed consent.37 By contrast, the 1997 European
Convention on Human Rights and Biomedicine allows research involv-
ing children under two conditions: the research (a) has “the poten-
tial to produce real and direct benefit to [the child’s] health” or
(b) promises “significant improvement in the scientific understanding
of the individual’s condition” and “entails only minimal risk.”38 Thus,
the European Convention allows minimal risk research involving chil-
dren absent direct individual benefit.

A research protocol may contain interventions offering possible
direct benefit and others performed only to gather research data. The
National Commission argued that the risks and benefits of each inter-
vention must be evaluated separately – an approach now called the
“component analysis of risk.” The IOM agreed.39 The separate analysis
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of risk limits the allowable risks of “research only” procedures that
are bundled with therapeutic interventions. This approach can also be
used to analyze the acceptable risk exposure for children enrolled as
the control group in clinical trials.

the choice of control group

The use of placebo controls in clinical trials is controversial. The
2000 Declaration of Helsinki restricted the use of placebo controls
to cases where “no proven prophylactic, diagnostic or therapeutic
method exists.”40 The 1999 ICH guidance on choice of control group
allows placebo controls when withholding effective treatment would
not result in “death or irreversible morbidity” or the treatment has
severe toxicity.41 The WMA then clarified the Declaration of Helsinki
in 2002, adding that withholding effective treatment in a placebo-
controlled trial may be ethically acceptable (1) if necessary for “com-
pelling and scientifically sound methodological reasons” or (2) for “a
minor condition” where there would not be “any additional risk of
serious or irreversible harm.”42 Should the ICH standards on choice
of control group apply to research involving children?

Under Subpart D, research presenting more than minimal risk and
the prospect of direct benefit must satisfy at least two criteria: the risk
must be justified by the anticipated benefit, and the relation of antici-
pated benefit to risk must be at least as favorable as in available alter-
native approaches.43 The alternatives include assignment to any arm
of the clinical trial, and also any effective treatments available outside
of the research. By requiring this balance, the National Commission
anticipated the concept of equipoise (also discussed by Murphy and
Goldkind in Chapter 3), defined as “genuine uncertainty on the part of
the expert medical community about the comparative therapeutic mer-
its of each arm of a clinical trial.”44 With equipoise, the different arms
of a clinical trial may be considered together as offering the prospect
of direct benefit. Absent equipoise, the risks to children in each arm of
the clinical trial should be evaluated separately. A clinical trial may
proceed absent equipoise, but the risks to children in the less advanta-
geous arm must be no more than a minor increase over minimal risk.

Placebo-controlled trials of inhaled steroids for moderate to per-
sistent severe asthma often exceed this level of acceptable risk. For
example, children receiving inhaled steroids for at least six months were
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randomized to one of three doses of the experimental drug (another
inhaled steroid) or to a placebo control. As expected, a significant
number of children withdrew from the placebo arm after an exacerba-
tion of their asthma.45 This study (and others) lack equipoise given the
demonstrated superiority of inhaled steroids to placebo in moderate to
severe asthma.46 Withholding inhaled steroids from children with mod-
erate to severe persistent asthma does not meet the ICH standard of no
“additional risk of serious or irreversible harm,”47 the WMA standard
of a “minor condition,”48 nor the Subpart D criteria of being no more
than a minor increase over minimal risk.49 A recent trial of an inhaled
steroid in young children with asthma raises concern about the qual-
ity of data from pharmaceutical trials conducted for additional patent
protection.50 A placebo control arm was included although consensus
treatment guidelines recommend daily anti-inflammatory medication
for the enrolled children.51 The study included 543 children from over
seventy centers. Thirteen children in the placebo group had therapeutic
blood levels of the study drug, and many children on active treatment
did not have detectable levels, rendering the data meaningless.52 The
sponsor was granted added patent protection, as the FDA did not real-
ize the data were useless until further analysis.53 As a result, children
were placed at inappropriate risk for useless data, yet the sponsor still
benefited financially.

Are there compelling scientific reasons for withholding inhaled
steroids from children with moderate to severe persistent asthma?
The placebo group is unnecessary to establish efficacy given a clear
dose-response relationship as “evidence of a drug effect.”54 The use
of placebo controls in asthma trials of inhaled steroids for children
with moderate to severe persistent asthma does not meet the regu-
latory and ethical standards of Subpart D, the clarified Declaration
of Helsinki, the CIOMS Guidelines, or the ICH guidance on Choice
of Control Groups. A remaining (and difficult) question is whether a
placebo control group is necessary for determining the safety (rather
than efficacy) of a drug.

pediatric research as “social contract”:
the antidepressant experience

The public disclosure of the results of research involving children is
a moral requirement that follows from the privilege of performing
such research. In the United States (as of 2004) there is no labeling
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requirement for negative studies, no marketing requirement of pedi-
atric formulations used to obtain added patent protection, no legally
required posting of clinical trial results in a public registry, and no
requirement to submit the results of all pediatric studies to the FDA.
However, the situation in the United States is changing rapidly, largely
as a result of legal actions in response to the use of antidepressants in
children and adolescents.

The studies on using newer antidepressants to treat adolescent
major depressive disorder (MDD) were conducted to obtain added
patent protection in response to FDA requests.55 The FDA review
of the pediatric studies for paroxetine found that “the most promi-
nent adverse reactions not seen in corresponding adult trials . . .

involve behavioral effects . . . such as hostility and emotional lability.”56

Because the “coding . . . was potentially confusing,” the FDA asked that
the data be reanalyzed using terms for suicidal thinking and behav-
ior (i.e., suicidality). The resulting report (May 2003) suggested an
increased risk of suicidality with paroxetine use, prompting the FDA
to ask sponsors for similar data about pediatric suicidality with eight
other antidepressant drugs.57 When these data became available, the
Medicines and Healthcare Products Regulatory Agency (MHRA) in
the United Kingdom contraindicated all of the antidepressants in ques-
tion except for fluoxetine.58 The FDA, however, requested individ-
ual patient data, which were sent for outside review, reclassification,
and analysis. In October 2004, the FDA directed manufacturers of all
antidepressant drugs to include in the drug label a “black box” warning
of “an increased risk of suicidality . . . in children and adolescents being
treated with these agents.”59

Some criticize the FDA for failing to act sooner; others are con-
cerned that depressed children will go untreated. Even so, the antide-
pressant story is a success for the legislative changes stimulating pedi-
atric research. Without this data, the increased risk of suicidality in
children from antidepressants would not have been demonstrated. No
one committed suicide in any of the pediatric antidepressant studies.
The information generated may prove life-saving to other children
who have or would have received these medications off-label. Critics
of the recent increase in pediatric research often fail to appreciate that
the choice is between research and unexamined “off-label” use, rather
than not using drugs to treat children.
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A clinical study is usually designed to determine whether a drug is
effective, with the number of participants often insufficient to detect
an uncommon serious adverse event. For example, only one of the 26
pediatric antidepressant studies reviewed by the FDA demonstrated an
increase in suicidality due to a drug. Only two of the nine antidepres-
sant medications demonstrated an increase in suicidality after com-
bining data from the trials using that drug. The overall risk of a 2 to
3 percent increase in suicidality due to antidepressant medication was
found only when data from all the trials were combined.60 Thus, the
safety of these drugs could only be evaluated when the adverse event
coding was standardized to allow grouped analysis – an approach that
should be standard for all future drug development. Also, the increase
in suicidality due to a drug (and not disease) was found using a nondrug
(or placebo) control group. An ethical analysis of the use of a placebo
control must balance the acceptable risk of withholding known effec-
tive treatment against the scientific need to determine accurately the
safety of a new drug.

The pediatric studies of antidepressants have had a major impact
in the United States on the public disclosure of clinical trial results.
The BPCA requires public disclosure of a summary of the FDA
review. However, the summaries for seven of the antidepressants
were insufficient and at times misleading. For example, the clinical
review of venlafaxine focused on lack of efficacy with no mention of
suicidality.61 When pooled data were analyzed, venlafaxine had the
highest overall relative risk of suicidality of all the antidepressant
medications.62

The New York Attorney General sued GlaxoSmithKline (GSK)
in June 2004 for concealing negative information on using paroxetine
for treating major depressive disorder (MDD) in children and adoles-
cents. The American Medical Association supported participation in
a clinical trial registry as a requirement for IRB approval. In August,
Eli Lilly announced “that it would disclose the results of all clinical
trials . . . via a publicly available registry” by the end of 2004. GSK
settled the New York lawsuit and established an online clinical trials
registry. Shortly thereafter, Forest Labs agreed to publicly disclose clin-
ical study results and Merck supported registering clinical trials.63 The
Pharmaceutical Research and Manufacturers of America (PhRMA)
established a Web-accessible database to “contain the results of all
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controlled clinical trials . . . completed since October 2002 for PhRMA-
member company drug products approved in the United States.”64

The International Committee of Medical Journal Editors will require
public registration of clinical trials for articles to be considered for
publication.65 Finally, the Fair Access to Clinical Trials Act of 2004
was introduced in the U.S. Congress. If passed, this Act would (1)
require public registration of all clinical trials as a condition for IRB
approval, (2) require public disclosure of all study results, and (3) estab-
lish financial penalties for noncompliance.66 In remarks introducing
the Act, the antidepressant trials in children and adolescents figured
prominently.67

concluding remarks: exploitation or participation?

The increase in pediatric research over the past decade has benefited
the health and wellbeing of children. Even so, this research must con-
form to at least three ethical principles. First, children should only be
exposed to the risks of research if it is absolutely necessary to obtain
knowledge applicable to the health and welfare of children. To meet
this ethical standard, we must pay careful attention to our research
designs, including extrapolation from adult studies, sufficient children
for subgroup analysis, and standardized coding to permit combined
analysis. Second, the research risks to which children are exposed
for the benefit of others and society should reflect the ethical limits
built into the pediatric research regulations. As stewards of the future
wellbeing of children, we must carefully interpret and apply the guide-
lines for the ethical conduct of research involving children, while admit-
ting (and making publicly accessible) the difficulties and challenges.
Our interpretation and application of these standards should be con-
sistent and open to public comment and criticism. Third, even within
these limits, research may be exploiting children if the exposure to
research risk does not result in publicly available knowledge. The
results of all pediatric research, whether positive or negative, should be
publicly disseminated in an understandable, consistent, and searchable
format. By adhering to these three principles, we honor the commit-
ment and sacrifice of children (and parents) who enroll in research as
participants actively engaged in furthering the health and welfare of
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all children. The transparency of the process of review and approval of
pediatric protocols and the public disclosure of research results estab-
lish the moral legitimacy of placing children at risk for the sake of
others. Absent transparency and public disclosure, the participation of
children in research is simply exploitation.
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Racial and Ethnic Inclusiveness in Clinical Trials

Valentine J. Burroughs

introduction

It is now well documented that substantial disparities exist in the qual-
ity and quantity of medical care received by minority Americans, espe-
cially those of African, Asian, and Hispanic heritage.1 These disparities
can be found across many aspects of healthcare, including the delivery
of pharmaceutical services.

Implicit in this finding is the ultimate outcome of increased disease
and mortality rates for African Americans and other minorities. This is
mostly due to a diminished quality of medical care and health services.
Studies in cancer patients demonstrate that chemotherapy2 and anal-
gesic therapy3 are more likely to be given to nonminorities. In the area
of cardiovascular care, there are clear differences, not related to clin-
ical factors, in treatment regimens after coronary angiography.4 Stud-
ies have shown that African Americans and Hispanics receive fewer
antidepressants for clinical depression and are relatively undertreated
with analgesics for pain from fractures or postoperative pain.5 African
American and Hispanic patients with severe pain are less likely to be
able to obtain commonly prescribed pain medicine because pharma-
cies in predominately nonwhite communities do not normally carry
adequate stocks of opiates.6

The disparity is also due, however, to a conscious or unconscious
predilection to avoid using better quality but higher-cost pharma-
ceuticals in the treatment of African American and other minorities
on the part of healthcare practitioners and institutions. This matters
particularly with minorities because there is good evidence that the

80
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substitution of generic drugs places minority patients at greater risk.
This is known because pharmacogenetic research shows that drug
effectiveness and toxicity can vary substantially among racial and eth-
nic groups.

A greater effort must be undertaken by policymakers to hold pub-
licly funded health plans accountable for providing beneficiaries with
products and services equal in quality to those of privately funded
health plans. At the same time, the healthcare research community
must endeavor to expand on the current knowledge base about differ-
ences among subpopulations in health environments, attitudes, prac-
tices, disease progression, and drug responses. The physical dangers
of overlooking differences in these factors, as well as the ethical
and justice issues posed, demand that we move toward individual-
ized pharmaceutical treatment that takes into account the advances in
pharmacogenetic and pharmacogenomic research now available.

The pharmaceutical industry is but one in the line of institutions,
groups, and individuals that play a role in patient health. But the roles
it plays – in the early stages of drug research, design, and development,
and in drug cost and marketing issues – are critical. Greater racial and
ethnic inclusiveness in clinical trials is one important first step in a
series necessary for delivering better and more equitable healthcare
by means of individualized, rather than “one-size-fits-all,” drug ther-
apy. This chapter will discuss why physical (and in particular genetic)
variations matter in drug therapy; the many compelling reasons for
moving toward individualized therapy; the current inequities in the
representation of minorities in clinical trials and the role of some drug
companies in this inequity; and why the industry must continue to seek
to correct this underrepresentation.

the case for individualized therapy

Race, Ethnicity, Culture, and Drug Therapy

The demographic changes anticipated over the next decade magnify
the importance of the disparities in drug therapy between white and
nonwhite populations. According to the 2000 census, racial and ethnic
groups other than “white” make up almost one-third of the U.S. popula-
tion. African Americans and Hispanics represent a growing percentage
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of the urban population in the United States. These groups constitute
the new urban majority in cities such as Washington, Detroit, and Los
Angeles.

These groups bear a disproportionate burden of disease, and a high
fraction of these urban Americans depend on Medicare or Medicaid
as their sole healthcare payer. As drug coverage policies within these
programs evolve, they must account for the special needs of this grow-
ing percentage of the most needy patient groups they are intended to
serve. These groups may be further disadvantaged if they do not have
access to individualized care with appropriate pharmaceuticals.

Race and ethnicity have been used as factors in assessing whether
an individual will respond in the expected way to a given drug therapy.
Race, however, is an imprecise substitute measure of genetic differ-
ences among populations. Genetic variations, or polymorphisms, are
naturally occurring variants in the structure of genes and the products
they encode. These genetic polymorphisms change gradually in preva-
lence across continents and do not separate populations into clearly
demarcated groups that correspond to popular ideas of race. The most
obvious manifestations of racial differences – skin color, cranial fea-
tures, and so forth – are superficial characteristics that have little rele-
vance to drug responses or to the progression of complex diseases such
as diabetes mellitus and coronary heart disease.

In the United States, criteria used to identify “racialized” groups
have not been based solely on biological markers, but also on the idea
of ethnic or cultural indicators. Hispanics, for example, comprise a
group of individuals who generally share a linguistic heritage, but who
represent multiple nationalities and “racialized” groupings, including
whites, blacks, and indigenous Indians.

The terms “ethnicity” and “culture” have also been subject to con-
ceptual misunderstanding and thus require more precise and coherent
definitions, if they are to be useful. Together, as S. Lee and coauthors
have noted, they refer to combinations of “socioeconomic, religious,
and political qualities of human groups, including language, diet, dress,
customs, kinship systems, and historical or territorial identity.”7 Like
“race,” ethnicity and cultures are subject to social constructions whose
borderlines are not easily mapped. Thus, we must resist any temptation
to view these concepts as having material reality. We should speak not
of “Hispanic culture,” for example, but rather of cultural beliefs held
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by certain populations of persons from specific areas, say Puerto Rico
or El Salvador.

Genetic Factors and the Need for Individualized Therapy

Although age and gender affect an individual’s response to pharma-
cotherapy, the primary biological factor impacting the effectiveness of
properly followed treatments is genetics.

The genetic makeup of an individual may change the action of a
drug in a number of ways as it moves through the body. Genetic fac-
tors may influence a drug’s action by altering its pharmacokinetic prop-
erties (absorption, distribution, metabolism, excretion) or pharmaco-
dynamic properties (effect on the body). Clinically, there may be an
increase in the intensity and duration of the expected typical effect of
the drug.

Pharmacogenetics traditionally meant the study of polymorphisms
in individual genes. With the national implementation of the Human
Genome Project (the thirteen-year genomics research effort cospon-
sored by the Department of Energy and the National Institutes of
Health), this field now has broadened into pharmacogenomics, which
examines the effects of multiple genes on drug response. Large arrays
of genes are studied in parallel, so that the entire spectrum of genes
that determine the response to a particular drug can be examined at
one time.

Common polymorphisms in drug metabolism genes have received
the most attention because they affect the metabolism of many clin-
ically important and commonly used drugs. These genetic variations
most often affect drug metabolism by reducing it, sometimes by dis-
rupting it, and occasionally by enhancing it. Those who metabolize
drugs slowly, for example, because they are exposed to a given drug
over a longer period of time and experience higher concentrations
of the drug in the bloodstream, can experience the equivalent of an
overdose.

Most pharmacogenetic studies have concentrated on several groups
of drugs, including cardiovascular agents and central nervous system
agents, and their activity in certain populations. Cross-racial variability
in the action of these types of drugs is clinically significant and results
from differences in inherited pharmacokinetic or pharmacodynamic
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factors. The pathophysiology and progression of diseases also have
cross-racial variation; diabetes mellitus, for example, and other disor-
ders have a higher prevalence and different outcomes in certain racial
and ethnic groups.

Drugs used to treat conditions of the cardiovascular system and
the central nervous system can be affected by polymorphisms. Within
the black population, the cardiovascular effects are especially notable.
High blood pressure is disproportionately prevalent in the black popu-
lation and is associated with higher incidences of cerebrovascular and
kidney complications and heart failure. The overall risk of coronary
artery disease in the black male population, however, is lower than
that in white males, particular in Europe and the Caribbean, and to a
lesser extent in the United States.

There are general differences in the underlying causes of high blood
pressure between the black and white populations. Black patients, for
instance, retain more salt and therefore have a higher incidence of salt-
sensitive high blood pressure. This may underlie some of the observed
differences in the effectiveness of various high blood pressure drugs
in black populations. Although there is long-standing discussion about
the best type of drug for treating high blood pressure in black patients,8

African Americans respond to drugs from all classes.9 There is no
specific class of high blood pressure drugs that categorically should
not be used based on race. Ultimately, the choice of therapy must be
tailored to the individual patient.

Within Asian groups, central nervous system agents show suscepti-
bility to genetic polymorphisms. Asian groups, as compared to some
whites, are likely to require lower dosages of a variety of different
drugs used to treat mental illness, including lithium, antidepressants,
and antipsychotics. Asians living in diverse areas of the world (Los
Angeles, St. Louis, Hong Kong, and Beijing) have also shown con-
sistently slower metabolism of tranquilizers, suggesting that genetic
factors are more important than environmental factors in controlling
metabolism of these agents.10

Hispanic patients also have been reported to require lower doses
of antidepressants and to experience more side effects than white
non-Hispanics. Likewise, for a given dose of an antidepressant,
African Americans achieved higher blood levels and faster therapeutic
response, but also more side effects compared with whites.11
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Medicines used to treat pain, such as codeine, can be influenced by
genetic polymorphisms. This may have important clinical implications,
since codeine is often a drug of first choice for the treatment of chronic
severe pain. Ten percent of codeine is metabolized in the body to mor-
phine, from which it derives its pain-relieving effect. Poor metabolizers
of codeine therefore receive no therapeutic effect from the drug even
at higher doses.12 Five to ten percent of white patients versus one per-
cent of Asians lack an enzyme that converts codeine to morphine. But
even the 99 percent of Asians who do convert codeine to morphine
experience a weaker effect than do whites, because they clear mor-
phine faster and more rapidly metabolize that portion of codeine that
is not converted to morphine.13

Ethnic groups such as Ashkenazi Jews may also respond differently
to antipsychotic agents, especially with regard to side effects. A drug
used to treat schizophrenia was associated with the development of a
potentially life-threatening blood disorder in 20 percent of this particu-
lar subset of Jewish patients, although this adverse reaction develops in
only about one percent of chronic schizophrenic patients in the general
population.14

Concepts of identity based on racial markers, ethnicity, or culture
may be useful when discussing trends among populations, but they
cannot predict individual responses. We cannot rely on a form of racial
profiling – using visible or socially constructed markers, such as skin
pigmentation, eye shaping, language use, or health beliefs, to accu-
rately identify the presence or absence of polymorphisms in drug-
metabolizing enzymes or drug receptors.15

The usefulness of these concepts lies in their ability to increase the
clinician’s awareness of differences and the threshold for considering
alternative treatment modalities, but not for limiting options in diag-
nosis or treatment for an individual patient. Such stereotyping could,
in turn, contribute to the inequities reflected in health disparities.

Nongenetic Factors and the Need for Individualized Drug Therapy

Effective, ethical drug therapy involves more than awareness of com-
plex genetic variations. Drug makers and healthcare providers face the
added challenge of delivering effective pharmaceutical care to patients
within a psychosocial context appropriate to their living environments,
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level of health literacy, and cultural beliefs and practices. The great
diversity in our patient population demands a framework in which the
drug maker and practitioner can approach all patients as egalitarian
partners in care, regardless of cultural background.

Environmental Factors. Environmental factors – diet, climate, smok-
ing, alcohol, pollutants, and environmental toxins, for example – may
cause wide variations in drug responses within an individual and
even wider variations between groups of individuals.16 Several of
these factors can operate simultaneously in the same individual, thus
affecting the process of drug absorption, distribution, metabolism,
excretion, and receptor interaction in different ways and to different
degrees.17

Differences in diet may significantly alter the rate of metabolism
or the amount of a drug present in the blood among different eth-
nic populations. Studies comparing the metabolism of a specific drug
(antipyrine) among Asian individuals in rural villages and Indian
immigrants in England demonstrated that as immigrants adopted the
lifestyle and dietary habits of the British, their drug metabolism accel-
erated. Similar findings have been observed among Sudanese and West
Africans.18

Smoking can be an important factor in determining response to
pharmaceuticals. This is particularly notable because cigarette smok-
ing accelerates the metabolism of many prescription drugs commonly
used to treat chronic diseases such as asthma and high blood pressure,
thereby making them less effective. Some drugs used to treat these
conditions, however, are not affected by smoking; prescribing can be
individualized to use these agents in smokers.19

Smoking-related disease and mortality are disproportionately
prevalent among African Americans. Up to 45 percent of urban Afri-
can Americans reported that they were smokers, compared with
25 percent for the general population.20 African Americans metabolize
nicotine more slowly and have higher serum nicotine metabolite levels
per cigarette smoked than whites.21 They may also develop depen-
dence at lower levels of smoking, making it more difficult for them to
quit.22 The success rate for blacks who try to quit smoking is 34 percent
lower than for whites.23 Sustained-release bupropion has been found to
be particularly effective in helping African Americans quit smoking.24
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The drug, in addition to its known effect as an antidepressant, seems
to alter nicotine metabolism in blacks more than whites.

Given the preponderance of the information we have outlined, the
pharmaceutical industry must include increasing numbers of ethnic
minorities in all phases of new product development. This is especially
true in the earliest phases of drug design and premarketing clinical
trials. It is at this time that untoward or beneficial effects of the new
product in minority users can be most usefully identified. Too often
medical research has undervalued or ignored these growing popula-
tions’ concerns, only to uncover belatedly adverse reactions to new
products that have not been sufficiently tested in minority groups.
Barbara Noah in “The Participation of Underrepresented Minorities
in Clinical Research,” covers this subject in greater detail.25 The high
concentration of minorities within the Medicaid and Medicare popu-
lation and with “bare bones” health plans sets the stage for healthcare
disparities in the statutory use of “therapeutically equivalent,” but
untested, less expensive, generic drugs within this group. This typifies
what is referred to in a 2002 Institute of Medicine report as the “socio-
economic fragmentation” of health plans.26 It has been suggested that
such fragmentation leads to the development of “different clinical cul-
tures, with different practice norms tied to varying per capita resource
constraints.” None of this favorably impacts outcomes in healthcare
for racial and ethnic minorities.

Health Literacy and the Health Gap. Health literacy refers to the set
of skills needed to read, understand, and act on basic healthcare infor-
mation. Over 90 million adults in the United States have low health
literacy skills, with limited ability to read and understand the instruc-
tions contained on prescriptions or medicine bottles, appointment slips,
informed consent documents, insurance forms, and health education
materials.27

Members of socioculturally disadvantaged groups, especially those
for whom English is a second language, are more likely than socioe-
conomically advantaged adults to have limited literacy skills, impact-
ing their ability to understand and follow prescribed healthcare
regimens.28 In one case, many patients receiving acute care at two
urban hospitals were unable to read and understand basic medical
instructions.29 Forty-two percent did not understand directions for
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taking medication on an empty stomach, and 26 percent did not under-
stand information on scheduling their next appointments. Thirty-five
percent of the English-speaking patients had inadequate or marginal
functional literacy; for the Spanish-speaking patients, the figure was
even higher (62 percent).

For some serious chronic diseases, such as diabetes, low health
literacy poses a compound threat to overall health. Because self-
management relies heavily on printed instructions, literacy is a key
factor. A study of low-income African American patients with non-
insulin-dependent diabetes found that the functional health literacy
level was adequate in only 25 to 47 percent of patients at diabetes
clinics.30 Another study found that patients with inadequate health
literacy were more likely to have poor control of their blood sugar lev-
els and to report eye problems (usually involving blood vessels of the
retina), which may progress to blindness.31

Standard patient informational practices have been shown to be
insufficient to overcome the barriers posed by low health literacy.32

Often, health educational materials are written at an inappropriate
reading level, especially for minority groups in which English may
be a secondary language. Although much effort has been devoted to
improving the quality of written information, improvement in oral and
visual communication to convey necessary information has received
inadequate attention.33 Healthcare practitioners are therefore chal-
lenged to communicate clearly and concisely with patients and to take
a patient-focused approach to care. This also involves perceiving and
surmounting less visible barriers such as patient confidence, shame,
or fear. Practitioners must be able to communicate effectively across
cultural, socioeconomic, educational, and geographical differences.

This communication skill has been appropriately called “cultural
competency.” Cultural competency should be a curriculum require-
ment for all medical students and residents in training and for all
responsible practitioners of medicine. The pharmaceutical industry
should make every effort to enlist the involvement of more minority
investigators who are culturally competent to conduct and to recruit
minority participants to serve in clinical trials. As a minimum, there
should be training of all investigators in the skills and techniques of
cultural competency to assure the retention of minority patients in
clinical trials.
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Pharmaceutical companies must take their fair share of responsibil-
ity for educating their product end users. Health literacy campaigns and
partnerships with advocacy groups, community-based organizations,
faith-based organizations, and governmental educational agencies will
certainly begin to help the problem.

Cultural Factors and Practices. Cultural or psychosocial factors, such as
the attitudes and health beliefs held by various groups, may affect the
effectiveness of, or adherence to a particular drug therapy. Attitudes
toward diet, exercise, smoking, drinking, and body image, for example,
are embedded in all cultural beliefs and practices, and these attitudes
affect health and interactions with providers in important ways. Among
some culturally based attitudes, for example, is the belief that people
should keep their illnesses to themselves. Persons holding such beliefs
may be likely to seek treatment at later stages of disease.

Patients’ beliefs regarding the properties and effects of medications
are of central importance in determining compliance. Variations in
attitudes toward medicines tend to be driven by national characteris-
tics, culture, and philosophy.34 Some patients from non-Western back-
grounds may have different expectations regarding the type of drug
prescribed, tolerance of side effects, dosage form preference, or other
aspects of drug therapy. This clash between patient and provider expec-
tations may result in noncompliance with medications.

Some immigrants from countries with non-Western medical cultures
are unfamiliar with the practice of taking long-term medication for
chronic illness and with the notion of accepting unpleasant side effects
as the price for effective treatment.35 In some developing countries,
medications are customarily prescribed for only a day or two,36 and
there is a general expectation that medicines will provide quick relief
from symptoms and thus do not need to be taken long term. These
beliefs may reflect experiences with indigenous herbal preparations,
which generally cause fewer side effects, and with analgesics and antibi-
otics, which work rapidly.37 Hispanics and Asians often expect rapid
results and are cautious about the side effects of Western medicines.38

These beliefs may interfere with the acceptance of drugs with a delayed
onset of action (e.g., antidepressants).

Another cultural factor complicating drug treatment is the fact that
immigrant minority groups may have access to controlled substances
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and other medications not generally available in the United States. For
example, antibiotic, neuroleptic, antiemetic, and most other prescrip-
tion drugs are easily obtained over the counter in Brazilian pharmacies.
Many pain-relieving medicines are also available without a prescrip-
tion. Once in the United States, it becomes difficult to obtain these
drugs and persons requiring them on a regular basis often ask friends
to bring a supply from Brazil. In Haiti, many medications can be pur-
chased without a prescription, so Haitians are often accustomed to
keeping numerous topical and oral medicines on hand to treat vari-
ous symptoms. An individual who suspects a venereal disease might
buy penicillin injections and have someone administer them without
consulting a physician.39

The use of alternative remedies and supplements is common.
Among a multiethnic population, 10.4 percent were regular users of
alternative medicines; 7.4 percent regularly used nonprescribed vita-
min supplements; and 5.3 percent used cod liver oil, primrose oil, or
garlic preparations. People of African origin were more likely to use
alternative medicines than either whites or South Asians, who were
the least common users.40

The use of complementary and alternative medications, however,
can result in drug interactions, disease interactions, adverse reactions,
or toxic effects:

� A survey of Spanish-speaking Latino families visiting a pediatric
clinic in Salt Lake City found that 39 percent of parents from Mexico
and 21 percent from other countries reported using a nonsteroidal
anti-inflammatory drug (metamizole) associated with a blood dis-
order side effect.41 The drug is available over the counter in Latin
American countries and in markets serving immigrant communities
in the United States.

� Dozens of Chinese herbal remedies available in the United States
contain the toxin aristolochic acid. The toxin was implicated in an
outbreak of kidney trauma in Belgium, possibly causing cancers in
more than thirty people, and is suspected of the same in several
other countries.42

� Another study found clinically relevant liver enzyme elevations in
about one of hundered patients treated with traditional Chinese
drugs.
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Given this information, the pharmaceutical industry is increasing
its awareness of these herbal medications that are so widely used, par-
ticularly among minority populations, for all of the reasons that were
cited above. Ideally, new products should be tested to allow for the pos-
sible interaction with many alternative medications that are ingested
by unsuspecting patients. Product labeling should include warnings for
possible interactions with other prescribed or alternative medications.
There should be a concerted effort to develop medications that are
more “literacy” friendly, requiring little disruption in activities of daily
living, once-daily administration, and short courses of therapy (unless
for chronic illnesses).

The Future of Genetic Research and Drug Therapy

Technological advances in the wake of the Human Genome Project
(which sought to map all 30,000 human genes and the sequences of
the 3 billion chemical base pairs that make up human DNA and make
them available for further research) will eventually enable us to move
beyond flawed concepts of race and to tailor drug therapy precisely to
each patient. It is now possible to take a genetic “fingerprint” of an indi-
vidual and precisely determine the presence of polymorphisms in the
genes known to be involved in drug interaction. Instead of a person’s
racial category being a risk factor for the possession of polymorphisms
involved in drug response, a genotypic profile can determine with cer-
tainty whether or not the individual possesses these polymorphisms.

In the future, drug treatment will be individually tailored rather
than race-based. Genetic fingerprinting using DNA arrays is already
practical, but the knowledge base relating genomic variations to drug
response and disease progression has not been developed. Studies in
which DNA fingerprints are correlated with data present in medical
records about medical history and drug response will have a profound
impact on the use and development of new drugs.

Continuing research in pharmacogenomics is likely to reveal signif-
icant and far-ranging information regarding interindividual and cross-
racial differences in the actions of new and existing drugs. Projects such
as the Howard University Genomic Research in the African Diaspora
(GRAD) Biobank, which will collect the largest repository of DNA
from blacks (25,000 samples), will help both to continue the discovery
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of causes of disease with high rates among African Americans, and
advance the course of research on genetically informed drug ther-
apy. These developments, along with the increasing prevalence and
influence of patients from a variety of races and ethnicities and the
continued pressure to manage healthcare costs, will require programs
having the dual objectives of cost control and individualized therapy
for a racially and ethnically diverse population of Americans. Balanc-
ing these objectives will challenge health policy makers in the coming
decades.

As a result of advances in pharmacogenetics research, as well as
political and social changes affecting racial and ethnic groups, more
consideration is being given to the need for individualized drug therapy.
The availability of a broader range of medicines enables physicians
to treat patients with precision and provides options when the first
agent used is ineffective, not tolerated, or proper compliance is not
achievable due to side effects. Individualized prescribing takes into
account a number of factors, among them environmental, genetic, and
cultural factors that may affect a drug’s effectiveness and compliance
with prescribed treatment regiments.

clinical testing and the minorities gap

Despite the growing recognition of and body of knowledge about vari-
ations in drug responses among minority populations, the representa-
tion of minorities in clinical studies has not become a given. Even after
research institutions, such as the National Institutes of Health, and
regulatory bodies, such as the Food and Drug Administration, have
issued guidelines for increasing racial and ethnic diversity among test
populations, the gap is far from closed.

The exclusion of racial and ethnic minorities from clinical trials until
the mid-1990s has been well documented by Noah.43 Recent data on
clinical trials participation, corroborating Noah’s findings, suggest that
minorities remain underrepresented in other types of treatment trials,
including those for asthma and lupus and for occupational cancer and
cancer prevention studies, as well as those for heart failure therapies.44

Noah herself cites several studies as evidence of these disparities.
One found that among a number of heart failure research protocols,
white participants predominated, reflecting a failure to represent the
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30 percent of heart failure patients who belong to racial and ethnic
minorities.45 Another study undertaken in 1989 illustrated a broader
pattern of discrimination among African American participants in par-
ticular. In an analysis of clinical trials for a variety of prescription drugs,
African American participants were found to be underrepresented
compared with their numbers relative to whites in the local commu-
nity surrounding the research base and compared with the average
nationwide population of African Americans.46

There are many reasons for this, some having to do with certain
subgroups’ lack of access to information about clinical testing oppor-
tunities (either through healthcare providers or other means); or their
own reluctance, due to mistrust, to put themselves through medical
experimentation; or low health literacy (which may prevent individu-
als from being able to participate in studies requiring following sets of
instructions).47

In some part, however, pharmaceutical companies have played a
negative role by designing studies excluding minority populations.
Noah points, for example, to the example of HIV therapy clinical tri-
als, in which sponsors have encouraged researchers to recruit white,
homosexual males with higher education, whom they considered more
likely to follow drug regimens and other accompanying health instruc-
tions (and thus demonstrate a therapy’s success), rather than those
in low-income or minority groups, whom they perceived to be riskier
subjects.48

how policymakers and pharmaceutical companies
can help promote individualized therapy

Noah suggests several potential policy levers to increase the participa-
tion of underrepresented minorities in clinical trials, including the car-
rot of increasing the patent life of clinical trials with inclusive policies
and the stick of restricting publication in medical journals for trials
that are not representative. She also suggests that HHS and the FDA
should require institutional review boards to require, rather than sim-
ply recommend, racial and ethnic diversity. She even suggests that
IRBs themselves should seek greater diversity in membership.49 Even
if such measures do not come to fruition, however, as a matter of basic
procedural and substantive justice, pharmaceutical companies should
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voluntarily begin to include significant numbers of patients from varied
racial and ethnic backgrounds in drug metabolism and clinical trials in
cases where genetic polymorphisms for that drug class are relevant. The
vast majority of drug manufacturers do some testing and evaluation of
new pharmacological compounds on population subgroups, including
racial and ethnic subgroups. This is likely to reveal drug actions and
side effects specific to these groups, and may lead to the discovery of
therapies of specific advantage to these populations. It may also reveal
cultural barriers to use of a drug among particular groups.

Drug companies, in their pharmaceutical literature directed at
healthcare providers, should acknowledge and encourage the practice
of giving individualized treatment to each patient. For the practicing
physician, each patient represents a unique and dynamic interaction
among several determinants including environmental, genetic, and cul-
tural. Although it may be impossible for a physician to anticipate how
a particular patient will respond in every instance, it is imperative to
individualize therapy with respect to the appropriate choice of both
drug and dose, and to make sure that the patient both understands and
is able and willing to comply with the prescribed treatment.

Drug researchers and manufacturers should help physicians stay
alert for atypical drug responses or unexpected side effects when they
treat patients from varied racial and ethnic backgrounds. Patients may
not be taking the medications properly due to misunderstood instruc-
tions or to misperceptions of Western medicine or the severity of the
disease. Dosage adjustments may need to be made for patients from
different groups, as supported by pharmacological evidence. In some
cases, substantial downward dosage adjustments may be necessary,
since individuals in these groups may not be able to tolerate standard
dosage levels. Alternatively, standard doses of some agents of a class
may not be effective in certain racial and ethnic groups.

race-based therapeutics

In an interesting twist, some doctors expect the use of race-based ther-
apy to increase, despite critics who question its validity and worry about
the ethical implications of representing race as an easily distinguished
biological trait. In one instance, a medication was approved specifically
for one group of African American patients.50 The pharmaceutical
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company NitroMed’s medication BiDil was shown in clinical trials
to reduce the risk of heart disease in African Americans. The study
involved 1,050 African Americans with moderate to advanced heart
failure. Half of the group was treated with isosorbide dinitrate and
hydralazine, the other half received a placebo. After three years, thirty-
two participants who took BiDil died, compared with fifty-four who
took a placebo. In addition, it was shown that the number of first hos-
pital admissions for heart failure among participants who took BiDil
was 33 percent less than the number among those who took a placebo.
It appears that the results of this recent study indicate almost certain
Food and Drug Administration (FDA) approval for BiDil, which could
be available in 2005. NitroMed would retain exclusive patent rights to
the drug until 2022.

Earlier trials of BiDil suggested that African Americans might be
prone to a nitric oxide deficiency that BiDil helps to correct and to be
less responsive to ACE inhibitor therapy for hypertension and heart
failure. NitroMed in the 1980s did not receive FDA approval to market
the drug for all racial groups, leading researchers to conduct the most
recent trial. Some opponents of race-based medicine say that approv-
ing a drug for only one group could prevent others who might have
benefited from the medication from receiving it. Without testing in
larger, more diverse groups of participants, FDA approval is not likely
to be broadened, leaving doctors only the option of prescribing the
drug off-label for use in patients of other races.

This situation is not unlike the testing of current medications for
market approval in mostly white populations with few minorities
included in the clinical trials to determine the efficacy of the medi-
cation on mixed populations. It might be said in these instances that
doctors who are prescribing such a drug for minority patients are using
it off-label relative to the FDA’s approval for (de facto) exclusively
white groups of clinical trial patients.

NitroMed plans to conduct additional trials to determine if other
groups could benefit from their drug. Identifying such candidates for
expanded testing, however, could be difficult because many people
are from mixed racial backgrounds and are not fully aware of their
heritage. It seems clear that because this study, done only in African
Americans, showed a response dramatically different from that in the
larger mixed group, African Americans are different genetically and
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this difference must be recognized in excluding or underrepresenting
minorities in future clinical trials.51

Although race consciousness offers a faster way through the maze of
FDA approval, there is a legitimate concern that emphasizing biolog-
ical differences between social groups risks stigmatizing some groups
in a more active way. This is in contrast to the passive overlooking of
biological differences that is widespread in clinical trials today. Most
trials do not include minorities in sufficient numbers to safely draw
conclusions about their response to FDA approved medications. Both
perspectives must be addressed if patients are to be treated with indi-
vidualized pharmaceutical care.

It is incumbent upon pharmaceutical companies that have obtained
regulatory approval and patent protection to sponsor further research
aimed at clarifying any relevant genetic variations and their physio-
logic significance or manifestations. The ultimate answers lie just within
our reach in the development of the science of pharmacogenomics.
With this capability, we will be able to obtain genetic “thumbprints” of
patients. This will obviate the need to use race as a weak surrogate for
identifying genetic differences that might or might not exist between
patients.
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The Rights of Patients to Participate in Clinical Research

Glenna M. Crooks

research: process and purpose

In the West, we trace the beginning of clinical research to Dr. James
Lind, who in 1747 studied six treatments for scurvy on twelve sailors
aboard the HMS Salisbury as it sailed from England to Plymouth
Colony.1 The study lacked the rigor of modern clinical trials, but it
was the first recorded Western instance of a documented scientific
approach comparing the effects of interventions in humans.

Modern clinical research is more sophisticated than this early exam-
ple, but it has the same purpose – prospective studies comparing the
effect and value of an intervention against a control in human beings,2

requiring that an intervention be planned and applied selectively in
humans to determine its impact. When properly planned and con-
ducted, clinical trials assess the effectiveness of care and enhance treat-
ment armamentaria.3 By comparing alternatives, clinical research has
great potential to save lives, improve the quality of life, reform health-
care, and control costs.4 It is from these comparisons that conclusions
are drawn about the value of an intervention.

patient participation: imperatives and demands

Patient participation is no small matter in today’s healthcare systems,
which treat both newly emerging communicable diseases and increas-
ingly complex combinations of chronic and acute conditions afflicting
young and old alike. Researchers need patients who are willing to
participate in the studies that will generate answers to the questions of

97
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how to treat conditions effectively and efficiently, returning the patients
to high-quality lives with good clinical outcomes at the lowest possible
cost.

When clinical studies began in modern-era American healthcare,
human research subjects were drawn from pools of patients within this
country who were seeking access to the best medical care. Research
endeavors were small at first and were funded privately by philan-
thropists supporting individual researchers. Beginning in the 1950s,
increases in federal funding initiated the development of a larger,
more complex infrastructure for conducting greater numbers of clinical
studies, which thus created the need for even more research subjects.
Researchers turned to institutions housing large numbers of accessi-
ble individuals: prisons, schools for the retarded, and the military. By
the 1960s, the clinical research enterprise had developed even more
and the demand for research subjects increased even further as Food,
Drug and Cosmetic Act legislation required that drugs on the market
be researched to ensure that they were safe and effective. Researchers
not only improved the scientific methods of clinical research during
this era, but also dramatically increased the number of research stud-
ies, creating even greater demand in the number of research subjects
required for the development of new medicines.

The growth in both the number of research studies being conducted
and the number of research subjects needed to fill them continues
to accelerate. Pharmaceutical companies now predict a 65 percent
increase in new compounds emerging from their labs.5 Over 90,000
clinical trials are currently under way in the private and public sectors,
80 percent of which are not meeting enrollment deadlines for patients.
Just over 25 percent of clinical development time is spent identifying
and enrolling subjects, and though it spends an estimated $1 billion
annually to recruit patients,6 the pharmaceutical industry incurs losses
of up to $1.3 million per day due to trials uncompleted because of
enrollment difficulties in the United States alone. Even the U.S. gov-
ernment, for its own clinical research, has been required to develop
Web-based communications to attract patients to research trials.7

Researchers now also travel abroad for human subjects, searching par-
ticularly in developing nations. The number of foreign clinical inves-
tigations grew sixteenfold between 1990 and 2000, and the number
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of countries in which clinical trials were conducted grew from 28 to 79
during the same period.8 Securing sufficient numbers of clinical trial
subjects for this most basic participatory role is not a trivial concern.

patient participation: maturation and recognition

In the past, the goals, methods, mechanisms, and patient recruit-
ment aspects of clinical research were the prerogative of scientists
and regulators. Increasingly, however, patients are demanding the
right to participate in all of these aspects of the clinical research
process. Researchers, regulators, and policy officials should be ask-
ing and answering pertinent questions about this movement toward
collaboration: Why would patients demand greater involvement in
research? Should patients be granted this right? How will clinical
investigations be impacted if patients have a right to participate not
only in trials but in the determination of who will be studied, what
will be studied, and how it will be studied? Will this result in a
setback for research, or catalyze a giant leap forward? What changes
will be required as patients become more knowledgeable about and
active in the research process? Will patient participation help or hinder
the development of new knowledge and innovative medicines? What
are the dynamics at play in these new demands from patients and their
advocates? What is the nature of the collaborations they seek? Is this
an indication that we have failed them in some way?

Currently, it is patients, not researchers or regulators, who are lead-
ing the way in redefining patient roles by becoming more active in
developing research agendas, determining research designs, and gain-
ing access to trials themselves. This empowered “patient rights” move-
ment comes late to the research ventures of healthcare. It trails behind
the demand for rights to privacy, access, affordability, and quality, but
it has come knocking at the research door nonetheless. In fact, the
demands for collaborations in research should come as no surprise,
as they are consistent with the evolving state of the physician-patient
alliance. It is time for researchers to respond as clinicians have and
welcome patients to a more mature partnership. Just as patients are
becoming partners in the care they receive, now, too, they are also
seeking similar partnerships in research.
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In a very real way, however, it is not the fact of participation that
is new, but the demand for more comprehensive involvement in the
research enterprise and for recognition of the influence patients already
have in research. It would be unwise to ignore these new patient
demands and to fail to recognize the comprehensive contributions of
patients. Patients have not only participated as human research sub-
jects, but for many years they have been involved in clinical research in
other ways as well. They have been active in private-sector fund-raising
for research and have created organizations to support researchers in
academia and the private laboratories. They have been active in public
policy, lobbying for research training and clinical trial funding from
governments. They have supported legislation promoting intellectual
property protections and have argued successfully for access to new
therapies. In recent years, they have contributed to our understanding
of how to recruit human subjects into trials, increased our understand-
ing of cultural sensitivities needed to conduct research among minor-
ity and certain disease groups, and argued successfully for expedited
regulatory review of important products. It is not the fact of the partic-
ipation that requires exploration, but the nature of that participation
today. It is not the reality of participation, but the conscious recognition
of participation that is a new imperative in the modern pursuit of
innovation.

These matters are the subject of this chapter. I intend to address
several of the critical issues that currently drive newly empowered
patients to demand the right to participate in research in new ways,
note the growing need for collaboration with those who are the subjects
of research, and argue that patients can be effective partners in the
development of new knowledge. This is not a new or radical idea –
patients have long been partners. It is time we in biomedical research
recognize their contributions and honor their willingness to assume
more visible, integral roles. But how? What are the next steps we must
take? I believe there are three fundamental tasks at the outset. If we fail
to succeed in these, all of our efforts to engage in mature partnerships
will likely fail. First, we must restore trust in researchers. Second, we
must embrace those patients who are at the leading edge of patient
demands. Third, we must return to our roots in medicine and recognize
that a failure to accommodate patient demands is a failure to live within
the oaths we have taken as healers.
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restoring trust in researchers

Ensuring the ethical treatment of patients who participate in trials
is neither trivial nor easy. Even the twentieth century – a time most
people would have called “civilized” – produced examples of egre-
gious behavior in clinical research, including dangerous and harmful
experiments performed on nonconsenting patients.

In the worst cases, experiments were performed on institutionalized
individuals, the poor, or groups regarded as “lesser humans,” including
Jews and others in Nazi concentration camps, the mentally retarded,
prisoners, persons of African descent in America, and indigent patients.
Often, these individuals were unable to decline to participate in the
research study,9 either because their consent was not sought or because
a physician fraudulently described the experiment as a diagnostic pro-
cedure or treatment for the patient’s condition.

In 1963, for example, American researchers injected live cancer cells
into elderly debilitated patients in a Jewish chronic disease hospital.10

In the same year, intellectually disabled children were injected with
hepatitis in a New York State public institution.11 For forty years, begin-
ning in 1932, nearly 400 African American men in the Tuskegee study of
syphilis were left untreated – and were actively discouraged from seek-
ing appropriate care – as part of a study designed to observe the natural
course of untreated syphilis. It was not until 1965 – nearly twenty years
after penicillin was demonstrated to be effective against the disease –
that clinicians objected to the experiment on ethical grounds and not
until 1972 that the Associated Press (AP) was tipped off and released
the story.12

In other studies, prisoners were subjected to malaria, typhoid, and
cholera.13 In an earlier example from the nineteenth century, a gyne-
cological surgeon in the southern United States demonstrating a pro-
found lack of compassion conducted surgical experiments on African
American women without anesthesia, believing that they did not suffer
and would “bear pain” better than white women.14 Patients today may
be unaware of the details of these atrocities, but they are not unfamiliar
with the reality of major ethical breaches.

Modern research ethics came about largely because of these rev-
elations. The global community responded, calling the Nazi experi-
ments crimes and crafting the Nuremberg Code, the first international
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normative framework to regulate standards in clinical research trials.15

This document was superseded by the Declaration of Helsinki, a code
for research and experimentation that was endorsed by the World
Medical Association (WMA) in 1964 (Juhana Idänpään-Heikkilä and
Sev Fluss offer additional information on the history of international
ethical codes in Chapter 2).

Nonetheless, ethical lapses have continued, even recently and in sit-
uations in which regulatory bodies exist to ensure patient protection.
In New Zealand, for example, a hospital ethics committee and Insti-
tutional Review Board (IRB), both charged with protecting human
research subjects, approved a study that denied treatment to women
with cervical cancer, failing to tell them of the diagnosis or of the
research study, though they were repeatedly brought back to the hos-
pital for observation. Many died when timely knowledge and treatment
could have saved their lives.16

Understandably, patients and advocates familiar with ethical mis-
conduct are much less likely than others to be willing to participate
in studies.17 This should surprise no one in the research enterprise.
Everyone involved – from researchers to regulators – should know
that regardless of the good intentions of particular studies, or the high
standards of adherence for most studies, all studies bear the burden
of eroded trust created by these lapses in ethics. Today’s empow-
ered patients cannot be expected to willingly enter trials in the face
of difficult-to-ignore ethical violations. There are many good reasons
to offer patients a “seat at the table,” but none is better than to initi-
ate the transparency that will reassure them that researchers are doing
their best, especially in situations where ethical issues are unclear and
uncharted, to protect human research subjects. Opening the doors to
previously closed discussions about clinical trial design and research
methods will help to restore trust in the research process.

Unfortunately, past breaches of trust are only some of the barri-
ers to earning the trust of today’s patients. Other concerns include
researchers’ conflicts of interest, “finder’s fees” paid to clinicians who
refer patients to clinical trials, drug-pricing policies that put drugs
out of reach of many who helped to develop them, and the lack of
transparency of research results. These, too, are concerns that must be
addressed if researchers expect trust from those who must willingly
place themselves at risk as subjects of medical experiments.
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Only by involving patients will it be possible to navigate these and
other increasingly complex ethical waters that lie ahead in clinical
research. Consider the evolving ethical and technical aspects of human
subjects research. Some of the emerging ethical challenges into which
patients can provide invaluable insight are cultural. In some countries,
for example, individual consent on many matters important to life is
not a commonly held value, and the notion of individual consent in
research is quite foreign. In those countries, it is acceptable for con-
sent to be granted by the community of the whole, by tribal leaders,
or by some other person, such as the husband of a female subject.18

The age of majority also varies around the world. In the United States,
the legal age for consent is 18, but in many other countries it is much
younger. Research conducted in those countries, and research on immi-
grants arriving from those nations, must be approached with sensitivity
to these cultural practices, widely divergent as they may be from those
in the United States.

Others of these ethical challenges are technical. Even though in-
formed consent is legally viewed as a process rather than a document,
the process is usually accompanied by a document that is signed by
those involved. As Dr. Valentine Burroughs notes in Chapter 5, this
can be problematic among those with low literacy19 or in the case of
immigrants from countries where citizens fear that signing a document
may place them or their families at risk of reprisals from an oppres-
sive government.20 Informed consent is also problematic in countries
where the language has no words for “research study.”21 In some cul-
tures, research subjects’ belief systems about science, health, and dis-
ease are so divergent from those of Western nations that the nature
of the research intervention cannot be explained accurately.22,23 Fur-
ther complicating the technical challenges, requiring the name and
telephone number of a research contact is impossible among poor
or highly mobile groups where people do not have telephones or
consistent contact information. At long last, these patient-centered
research participation considerations – which go beyond those of
informed consent – are being addressed by ethicists who are work-
ing to evolve ethical requirements for clinical research. They will be
addressed successfully only if those from the affected communities
are involved to ensure that their unique issues of importance are
accommodated.
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At the cutting edge of these new relationships, patient advocates are
showing us the way to build and maintain their trust. Their demands
go beyond informed consent and fair treatment as human subjects
to the heart of research itself. They want, for example, studies to be
conducted in scientifically valid ways in order to ensure that scarce
financial and human resources are not allocated to projects that are
unlikely to benefit humanity. They demand social justice in research,
ensuring that subjects are selected in ways that are fair and do not
stigmatize, or make vulnerable, someone who participates in a study.
They want assurances that the poor and powerless should not be cho-
sen for more risky (or less beneficial) research, whereas the rich and
powerful are chosen for less risky (or more beneficial) studies. They
suggest independent reviews of research to ensure public accountabil-
ity and prevent potential conflicts of interest. Finally, in addition to
informed consent, they believe that, out of respect for human subjects,
all research subjects should be informed of the study results and of any
negative outcomes of studies. To some in research, these might seem
unreasonable intrusions. However, these are the steps that must be
taken to ensure that patients have our trust and are willing, therefore,
to continue to participate in the research ventures they have so long
supported.

embracing patient demands

In Chapter 17 of this book, Martin Delaney includes a detailed dis-
cussion of the history of the AIDS patients’ movement. There is no
better, clearer contemporary example of patient leadership. The expe-
rience with AIDS patient advocates should inform all efforts to address
patient needs today. It is precisely this type of leadership – at the cut-
ting edge of patient demands – that we should embrace as the research
enterprise grows and matures in the future. The appearance of empow-
ered patients, triggered by HIV/AIDS in the 1980s, might seem to
some to have been a threat to research. In fact, this new movement
of patient involvement was an opportunity, and one we have not yet
fully embraced within biomedical research, particularly with regard to
other conditions.

As the virus took hold and the search for therapies progressed,
the HIV/AIDS community influenced the nature of clinical study



P1: ICD
0521854962c06 CB953-Santoro 0 521 85496 2 September 26, 2005 10:41

The Rights of Patients to Participate in Clinical Research 105

participation, creating a research-subject empowerment movement
and the first highly successful patient-driven demand for research
participation. AIDS patients became more influential in the conduct
of research than any group before them. Facing social stigma, cul-
tural bias, and certain death, they empowered themselves and forced
change. They demanded that they be allowed to participate in the
development of research priorities and the design of protocols and, as
research subjects, even tested their experimental compounds in labora-
tories – a clear violation of research “blinding.” Their activist demands
to participate in research led to studies that accrued patients more
quickly, addressed community-based concerns more successfully, and
contributed to the development of current therapeutic regimens that
have altered the life courses of those HIV-positive individuals.

The HIV/AIDS crisis also heightened awareness of the ethnic, gen-
der and racial diversity of persons living with the disease. No longer was
it acceptable to draw clinical trial subjects exclusively from groups of
white, middle-class men. As it became increasingly clear that medicines
had different effects on different groups of patients, the need for larger
and substantially more diverse groups of patients in studies was rec-
ognized. As a result, investigators and regulators alike now seek a
better balance of gender, racial, ethnic, and age groups in clinical tri-
als to ensure that all groups of patients will be fairly represented and
that the action of the medication in subpopulations of patients will
be understood (this is also addressed in Chapter 5 by Dr. Burroughs).
The recognition of patient diversity brings thrilling new ideas to medic-
inal innovations and increases the opportunities for better targeting of
effective therapies. Unfortunately, it also brings the single greatest chal-
lenge to the researcher–subject relationship; that is, the need to develop
new skills to reach out to increasingly diverse human subject popula-
tions. These skills are essential, given that the changes set in motion by
HIV/AIDS activists have been adopted by women living with breast
cancer, those living with hemophilia, and other vocal patient advocates
addressing the unmet needs of their constituencies.

It was during the early AIDS research era that the most vocal patient
advocates argued that participation is more than a goal. They argued
that participation is a right. What type of right? The right to participate
as a subject in a trial, the right to participate in the design of a clinical
trial protocol, the right to participate in trials themselves, and the right
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to have a voice in the research enterprise overall. I propose that patients
and their advocates have a right to participate in the planning, design,
and conduct of clinical research by virtue of their historical willingness
to participate as subjects and supporters of the research ventures I
have already described here. I also suggest, however, that they have
earned this right by virtue of their evolving skills within this arena. As
patients and their advocacy organizations today are more capable of
being mature partners with clinicians during the process of care, so,
too, are they capable of being more mature partners with researchers
during the process of knowledge development.

Once passionate but somewhat unprofessional, many patient groups
today are highly professional, organized, well-capitalized, competent
collaborators. They are knowledgeable about disease conditions, medi-
cations, and life-style issues and are trusted communicators within their
networks of patients and clinicians. They have sought, and heeded, the
advice of scientists and clinicians and are articulate spokespersons for
those they represent. They are effective in recruiting patients for clini-
cal trials, particularly in situations where special disease, gender, racial,
or ethnic community concerns slow patient enrollment, and they are
sought out by regulators during the drug-approval process and in times
when crises arise in the use of medications.

Medical advances since the beginning of modern biomedical
research have extended the life span, reduced morbidity, and improved
the quality of life globally. This happened because patients were will-
ing to participate. There is little doubt that the support of patients and
their advocates will continue to be required to design trials, to recruit
patients, to fund research, and to ensure that innovations are widely
available. Research will continue to require human subjects in order
to continue to make progress in addressing the prevalent and emerg-
ing diseases of the world. We owe a great debt to those professionals
who advance medical technology and science. However, any progress
in acquiring new knowledge depends on the willingness of those indi-
viduals who risk pain, disability, and even death as research subjects.
We owe a great debt to them as well.

It would be unfortunate to ignore the even greater contributions that
patients and their advocates can now make to the progress of science.
The time has come to accept and acknowledge their role and potential
by granting them access to participation not only as subjects, but as true
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partners in mature, comprehensive relationships in research. We’ll all
be the better for it. But is that enough?

living our oaths

Epidemiology and population-based studies, computer simulations,
and in vitro studies yield insights about health and disease. Eventu-
ally, however, human studies are necessary to tease the mysteries from
the body. It may well be a messy business to deal with empowered
patients who hold divergent views about research. Some will fear the
motives (including the profit motives) of investigators, or may distrust
institutional review boards. Others will have access to medical care
close to home and be unwilling to travel to research centers. Still oth-
ers will hold diverse cultural notions of disease or ethnic biases about
research. Nonetheless, cooperation with patients is necessary and will
both improve the nature of the investigative process and ultimately
hasten the development of the knowledge we all seek. Failure to coop-
erate will hamper the progress we all envision.

In fact, those involved in the healing enterprise have little choice in
the matter. The solemn oaths they take as healers require not only that
they care for patients, but also that they seek new knowledge about the
human body, health, and disease. The Oath of Hippocrates included
research by implication in this commitment to learning and teaching,
swearing:

To consider dear to me as my parents him who taught me this art . . . to
look upon his children as my own brothers, to teach them this art if they
so desire. . . .24

The oath developed by the twelfth-century Jewish sage Maimonides
was considerably more explicit:

Thou hast granted man the wisdom to unravel the secrets of his body, to rec-
ognize order and disorder; to draw the substances from their sources, to seek
out their forces and to prepare and apply them according to their respective
diseases. . . . Permit not the thought to awaken in me: You know enough. . . .25

The oaths align the roles of caregiver and researcher. There is no
conflict or discord between the roles. The healer and the researcher
are at one in their work.
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That healers would also be researchers and develop new knowledge
was clear. How they would do that, however, was not prescribed. Just
as, in 1747, Ship’s Surgeon Dr. James Lind could never have envisioned
double-blind, randomized clinical trials approved by IRBs, today’s clin-
ical researchers may not yet be able to envision a full partnership with
empowered patients, capable of contributing more than their physical
bodies to the process of research. It is time they do, as patients have
earned this right. They have demonstrated their ability to participate
in a myriad of ways. It remains for us now, in the research enterprise,
to reciprocate by acquiring the skills to work with patients who are
prepared to participate with us in mature ways.

To accomplish this, I suggest we now engage in a comprehen-
sive review of our own practices within the public and private sector
research enterprise. We should examine every aspect of resource allo-
cation, research design, clinical trial recruitment, and the regulatory
interface to determine how we can improve the productivity of research
by collaborating with patient groups. This assessment should not be
confined to our own soul-searching, but should ask patient groups for
their critical review of our historical performance and request construc-
tive comments about how to improve our efforts. On the basis of that
review, we should determine what new skills, tools, and research pro-
cesses we should acquire in order to be better research, regulatory, and
policy partners with patients, and we should organize our research ven-
tures accordingly. Next, we should practice these new skills, monitoring
the impact on our relationships with patients and on research produc-
tivity. Finally, we should recognize that this is a new era of patient
participation, that patients’ rights to participate, though unrecognized
when they first became research subjects long ago, are not new, but
merely maturing. It is appropriate that we recognize that now, and
mature in our own management of this most critical of relationships in
research.

It is not simply by showing that researchers understand these issues
that we will rebuild trust, benefit from those patient advocates on the
leading edge of leadership, or meet the terms of the oaths we take
as healers. Rather, we will do so by proving it through our actions as
researchers, regulators, and policy makers.
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How Should Government Regulate Stem-Cell
Research? Views from a Scientist-Legislator

Rush Holt

the government and moral issues

All governments are faced with the difficult task of grappling with
ethical issues upon which many scientific, philosophical, and religious
leaders are unable to reach consensus. Government sponsorship of
stem cell research is clearly such an issue.

Legislative issues are often heavy with ethical considerations. War
and peace, for example, and crime and punishment are clearly predi-
cated on ethical judgments, but so too are less obvious decisions on the
relative allocation of resources to highway safety, school lunches for
poor children, space research, AIDS in Africa, military equipment, and
park preservation. These ethically based deliberations are made much
more difficult when the legislators do not understand the scientific or
technical issues involved.

Stem cell research is a subject that involves both ethical decision-
making and science. It is generally believed that the political difficul-
ties of stem cell research come from the ethical differences of debating
parties. I suggest that they come more from a fundamental misunder-
standing of the science. If so, there is a possibility of reaching consensus
on regulations that would also be widely accepted by the public.

Most members arrive in the U.S. Congress with clear moral and ethi-
cal beliefs regarding human life. Generally, these convictions are based
on personal and religious beliefs developed outside the public policy
arena. Some are elected to office in part because of these beliefs and are
unlikely to change their convictions based on Congressional debate.
Because they view stem cell research as an ethical issue, members feel

109
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prepared to confront it. This is despite the fact that most members of
Congress have no more than a high school education in the sciences.
The sheer volume of information, the range of issues, and the variety of
demands on a member’s time means that members have detailed under-
standing of at most a few subjects. Yet most are quite skillful at using
a few key concepts upon which to base decisions that are consistent
with the wishes of their constituents and the member’s own record –
except in subjects with large scientific components.

stem cell research

Stem cells have two very important traits. They are unspecialized cells
that can renew themselves for long periods through cell division. More
important, under certain conditions, they can be induced to differenti-
ate into specialized cells such as heart, kidney, or insulin-producing
cells. Hence, stem cell research has been described as holding the
promise of cures for a wide range of diseases. Any disease involving
cell damage or cell malfunction may be receptive to treatment using
stem cells to replace the faulty cells in the patient. This promise is far
from realization. To achieve practicality will require extensive stem cell
research. Currently, there is research on embryonic stem cells, somatic
cell nuclear transfer cells, and postnatal, or “adult,” stem cells.

Stem cells are found in fertilized embryos (actually blastocysts,
which are embryos several days old and undergoing cell division but
not yet cell differentiation) and have a full, normal complement of
chromosomes. Because such cells have the capacity to differentiate
into each of the 200 or so cell types that make up the body, they are
known as pluripotent embryonic stem (ES) cells. They give rise to dif-
ferentiated cell types, capable of integrating into all fetal tissues during
development. ES cells can be isolated and grown outside the uterus,
where they continue to replicate through an unlimited number of sym-
metrical divisions without differentiating. A single ES cell can give rise
to a colony of genetically identical cells, or clones, which have the same
properties as the original cell.1 This process might be used to create
cells almost indistinguishable from those of a receiving patient who is
a candidate for some kind of cellular repair.

In a process called somatic cell nuclear transfer (SCNT), the nucleus
of an unfertilized egg cell is removed and replaced with the material
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from the nucleus of a “somatic cell” such as a skin, heart, or nerve
cell, for example, from the recipient patient and then stimulated to
begin dividing. The nucleus of the somatic cell, having a full, normal
complement of chromosomes, provides the genetic information. The
remaining part of the cell or oocyte provides the nutrients and other
energy-producing material. Once the cell begins dividing, stem cells
can be extracted five to six days later for use.

One of the exciting possibilities of this technique is that it could
generate stem cells using SCNT from a person’s somatic cells and then
create tissues or organs for grafting in that same person. Because the
graft is autologous (the genetic control of the composition and behavior
of the replicating stem cells is the same as in the receiving individual),
the immune system would not reject the graft, relieving the recipient
from troublesome immunosuppressive drugs. This is called therapeutic
cloning.

A clarification that is very important to make is that SCNT is not
reproductive cloning, because it generates differentiated tissue but not
a complete new individual. Reproductive cloning involves duplication
of an individual by implantation of a cloned embryo into a uterus. The
scientific community generally agrees that cloning to produce humans
should be illegal, but therapeutic cloning and SCNT should be allowed.
Many lay people and their representatives in Congress erroneously
believe that any and all uses of SCNT can and will result in the creation
of an exact copy of a human.2

Finally, adult stem cells are undifferentiated cells found among
differentiated cells in a tissue or organ.3 Unfortunately, adult stem
cells are generally limited to differentiating into different cell types of
their tissue of origin. In other words, they are not pluripotent. Some
evidence suggests that the adult stem cells may exhibit some plasticity,
which may increase the number of cell types they can become. ES cells
can proliferate for a year or more in the laboratory without differenti-
ating, whereas adult stem cells cannot.4

u.s. law and stem cell research

Because ES cells are taken from a blastocyst, opponents of ES stem cell
research contend that life is destroyed. This position is the basis of the
Dickey Amendment, in which the U.S. Congress attached language
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to the 1996 Department of Labor, Health and Human Services, and
Education, and Related Agencies Appropriations Act prohibiting the
use of any federal funds for research that destroys or seriously endan-
gers human embryos, or creates them for research. Research in SCNT
or therapeutic cloning is also prohibited, and the Act bars the Patent
and Trademark Office from spending money “to issue patents on claims
directed to or encompassing a human organism.” This restriction could
potentially deter human stem cell research because researchers might
not be able to claim ownership of their work.5,6 On August 9, 2001,
President George W. Bush announced that federal funds would be
awarded for research using human embryonic stem cells if the follow-
ing criteria were met:

� The derivation process (which begins with the destruction of the
embryo) was initiated prior to 9:00 p.m. EDT on August 9, 2001. It
was announced subsequently that investigators from ten laborato-
ries in the United States, Australia, India, Israel, and Sweden have
derived stem cells from seventy-one individual, genetically diverse
blastocysts.7

� The stem cells must have been derived from an embryo that was
created for reproductive purposes and was no longer needed.

� Informed consent must have been obtained for the donation of
the embryo and that donation must not have involved financial
inducements.

This decision was touted as a Solomonic one, but it produced out-
cries from both sides of the issue. Pro-research advocates countered
that there were not enough ES cell lines available for research, and
that existing lines were unsustainable. Pro-life supporters were equally
critical in that federal funds would support research on cell lines cre-
ated by the destruction of embryos, even though the destruction had
already occurred and could not be reversed. An imbroglio occurred in
Congress. Comments on the societal consequences of using SCNT cells
to produce a stem cell line produced a myriad of peculiar arguments,
such as the following:

� “Women of low economic means will be paid anywhere from $3,500
to $4,000 to donate eggs, leading to the establishment of human
embryo farms.”
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� “It will lead to the exploitation of women: namely poor women and
women of color.”

� “It will lead to increased depression in women and cause suicide.”
� “It will compromise women’s health.”
� “It will result in the horror of unscrupulous doctors performing

cloning on unwary women.”

Congressional opponents also contended that:

� “The FDA cannot stop human cloning, it can only regulate it, and
so Congress must prevent it. Since we cannot enforce regeneration
research on SCNT, we must ban it all.”

� “If cloned embryos are made, introduction into the womb and then
conception will take place.”

� “It will usher in reproductive cloning. It will encourage genetic
manipulation and enhancement. They want to create human models
of diseases; they want to create human beings that are engineered
to manifest these diseases. Cloning must be totally banned.”

� “On a technical level, cloned human embryos are not likely to yield
cures for major illnesses. Therapeutic cloning is going nowhere.
Other lines of stem cell research are more favorable: placental cord
blood and adult stem cells.”

On February 27, 2003, the U.S. House of Representatives passed
H.R. 534, the Human Cloning Prohibition Act of 2003, sponsored by
Rep. Dave Weldon (R-FL), by a vote of 241-155. H.R. 534 amends
Title 18 of the United States Code to ban the process of human cloning
and the importation of any product derived from an embryo created
via cloning. Under this measure, cloning could not be used for repro-
ductive purposes or for research on therapeutic purposes, which would
have implications for stem cell research. H.R. 534 includes a criminal
penalty of imprisonment of not more than ten years and a civil penalty
of not less than $1 million. H.R. 534 is essentially identical to the mea-
sure that passed the House in the 107th Congress (H.R. 2505). A com-
panion bill, S. 245, introduced by Sen. Brownback, similar to H.R. 534,
never made it out of committee for a Senate vote. No bill has yet
become law.8

I believe much of the emotion and rancor in the debate was based
in confusion about the facts. Most of this confusion could have been
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averted by proper access to scientific and technical advice. Congress
has been without a good, local source of such advice for almost ten
years.

The Congressional Office of Technology Assessment (OTA), estab-
lished by an act of Congress and signed into law by President Nixon in
October 1972, existed to provide the Congress with an objective, thor-
ough analysis of many of the critical technical issues of the day. For
example, it examined science relevant to policy in medicine, telecom-
munications, agriculture, materials, transportation, defense – indeed,
in every discipline and sector important to the United States. OTA took
on a variety of subjects, including some controversial ones, examining
them objectively and comprehensively for legislators’ benefit.

OTA brought science into the center of many congressional dis-
cussions. At times, OTA took part in high-profile debates on major
pieces of legislation such as the 1980 Energy Security Act, Superfund,
the Clean Air Act, and the Foreign Assistance Act. Also, the agency
contributed to specific technical issues that puzzled nontechnical con-
gressional staff, such as risk reform, long-term African development,
acid rain, dismantling nuclear weapons, the Strategic Defense Initia-
tive, and police body armor.9 As part of the larger aims outlined in
the Contract With America, Republican leaders eliminated the OTA
in 1995.10 Since the demise of OTA, Congress has struggled with the
scientific underpinnings of many issues including cloning and stem cell
research.

cloning: what does it mean?

Scientists rely on a dialect of specialized terminology to communicate
precise descriptions of scientific phenomena to each other. In general,
that practice has served the community well; novel terms are created
when needed to document new findings, behavior, structures, or prin-
ciples. The lexicon of science is constantly evolving. Scientists who
are fluent in the language of any specific discipline can speak to one
another using shorthand expressions from this dialect and can convey
an exact understanding of their intended meanings. However, when
the scientific shorthand makes its way to the lay public, there is poten-
tial for such meaning to be lost or, worse, misunderstood, and for the
terminology to become associated with research or applications for
which it is inappropriate.
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This is exactly what has occurred in the public interpretation of ES
cell research. The major stumbling block is a lack of understanding
of the word “cloning.” The word is widely used in lay society and has
been given various meanings. In scientific terms, cloning means mak-
ing a copy of an object, whether it is a stretch of DNA, a virus, or a
cell. In today’s lay vernacular, cloning is often interpreted as making
an exact copy of a living animal such as the sheep Dolly or a human.
This misinterpretation is the basis for the subsequent evil associated
with the words “clone” and “cloning.” Scientists generally agree that
cloning a human being, aside from the moral or ethical issues, is unsafe
under present conditions and should and must be prohibited. The sci-
entific distinction between “therapeutic cloning” and “reproductive
cloning” to a layperson is not apparent. These two processes with rad-
ically different purposes and outcomes are interpreted as the same
thing. More careful use of terminology would help the public and law-
makers sort out the substantial differences between SCNT and human
cloning. Something like the OTA would help the situation.

I believe that because stem cell research has not produced practical
applications for ordinary people, few people have bothered to learn
about stem cells. As long as it remains the province of researchers and
not the general patient, it is easy for the public to resist an examination
of the subject. Legal and moral comparison with assisted reproductive
technology (ART) and in vitro fertilization (IVF) can be instructive.11

The first IVF baby was born in England in 1978, and IVF was intro-
duced in the United States more than two decades ago. When first pre-
sented to the public, IVF was technically complex and forbidding. It
was promptly dubbed a process for making “test tube babies,” invoking
the dehumanizing image from Aldus Huxley’s novel Brave New World.
Many religious people and others deemed it ethically objectionable.
As the IVF research yielded practical results with safe births and the
public began to learn about the procedure, objections subsided and
IVF came to be seen as a comprehensible and acceptable procedure
that could help infertile couples conceive. Indeed, many called the pro-
cedure a blessing for infertile couples. There is no federal legislation
prohibiting IVF. An existing law, the Fertility Clinic Success Rate and
Certification Act of 1992, provides consumers with reliable and useful
information about the efficacy of ART and the services provided by fer-
tility clinics.12 It also provides states with a model certification process
for embryo laboratories.
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IVF was introduced in the United States in 1981, and from 1985
through 1998 the American Society for Reproductive Medicine and its
affiliate, the Society for Assisted Reproductive Technology, counted
more than 91,000 babies conceived through IVF. Through the end of
2000, more than 212,000 babies have been born in the United States
as a result of reported ART procedures.13 IVF has become a standard
medical technique used for the treatment of infertility. In each of these
successful IVF births, a number of oocytes were obtained. Practitioners
estimate that between eight and fifteen oocytes are retrieved from a
patient undergoing an ART procedure, and two to five embryos are
transferred to the uterus, resulting in three to thirteen embryos being
left over, which are either discarded or frozen for later use.14 It has
been estimated that more than 400,000 embryos are in cryostorage as of
April 2002.15 There are no federal regulations on storage or destruction
of IVF embryos.

Across the nation IVF creates thousands of fertilized eggs that will
not ever be brought to term in a pregnant woman, yet IVF is fully
accepted and regulated only with regard to safety and is subject only to
normal ethical concerns involving treatment of patients.16 The practice
is so common today that since the 1980s, fourteen states have passed
laws requiring insurers to either cover or offer coverage for infertility
diagnosis and treatment. (Nine states have laws that require insur-
ance companies to cover infertility treatment and five require insur-
ance companies to offer coverage for infertility treatment.) While most
states with laws requiring insurance companies to offer or provide
coverage for infertility treatment include coverage for IVF, California
and New York have laws that specifically exclude coverage for the
procedure.17,18

If it is not considered immoral or illegal to sacrifice embryos from
IVF clinics for treating infertility, then will it be considered immoral
to utilize IVF embryos scheduled for destruction in order to cure or
treat devastating diseases?19

u.s. rules and regulations

The process by which the government establishes rules and regulations
can be arcane. The Administrative Procedure Act (APA)20 establishes
the general procedures that an agency must follow when promulgating
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a rule.21 Rulemaking is referred to as “informal,” or “notice and com-
ment” rulemaking. For example, when an executive agency, such as the
National Institute of Health (NIH) within the Department of Health
and Human Services (HHS), promulgates a substantive regulation pur-
suant to the APA, it must:

1. Publish notice of proposed rulemaking in the Federal Register;
2. Provide an opportunity for the submission of written comments

by the public; and
3. Publish any subsequent final rule and a general statement of

basis and purpose in the Federal Register “not less than thirty
days before its effective date.”22

These requirements constitute a procedural minimum for rulemak-
ing, with the drafters of the APA contemplating that “[m]atters of
great import, or those where the public submission of facts will either
be useful to the agency or the protection to the public, should natu-
rally be accorded more elaborate public procedures.”23 Accordingly,
the NIH may choose to include additional steps in certain rulemakings
to increase public participation, including, but not limited to, the con-
duct of a second round of notice and comment proceedings, as well as
by holding public conferences.24,25

In January 1999, HHS determined that the Dickey amendment ban
on federal funding of human embryo research did not prohibit fund-
ing human ES cell research using already existing embryos from IVF
clinics. NIH published guidelines in the Federal Register for support
of such research in August 2000. In addition, entities and individuals
that conduct research on humans are both federally and institutionally
regulated. Ex vivo embryos are not considered “human subjects” for
these purposes. By this interpretation, the Dickey amendment regu-
lates research on ex vivo embryos but not on stem cells per se.

Two agencies are primarily responsible for oversight of ES cell
research. The mission of the Food and Drug Administration (FDA)
is to ensure the safety and efficacy of food, drugs, medical devices, and
cosmetics. It regulates stem cell research that is aimed at the develop-
ment of any product subject to FDA approval. The NIH is the medical
and behavioral research agency: it regulates NIH-funded research on
stem cell research in compliance with President Bush’s 2001 policy
banning embryonic cloning, both reproductive and therapeutic. NIH
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established the human ES cell lines that meet the President’s eligibility
criteria and assigned each an official registration number.

u.s. state rules and regulations

The Dickey amendment restricts federal funding for embryo research.
States are the principal sources of direct regulation of non-federally-
funded embryo research. State laws vary widely in their application and
content. The combinations and variations of restrictions have created
a complicated legal landscape, and include permission to do research
on embryos and fetuses.

New Jersey and California encourage stem cell research involving
the derivation of human embryonic stem cells and cloned embryos,
and permit state funding for it.26 Their laws provide assurances to
researchers and sponsors, do not contradict President Bush’s 2001 pol-
icy, and expressly permit and encourage research. In 2004, California
voters approved $3 billion in state-bond funding for embryonic stem
cell research, although as of 2005 the funding faces legal hurdles. In
New Jersey, a bill was signed by the governor to create the first state-
funded embryonic stem cell research center, a $25 million endeavor.
Both laws have the potential to entice researchers and medical indus-
tries to relocate from other states.

As of 2005, seventeen states have restrictions on research using
tissue derived from processes other than abortion, such as in IVF or
cloning,27 and sixteen states restrict research on aborted fetuses and
embryos, both of which possibly preclude some forms of stem cell
research. The restrictions on aborted fetal and embryonic tissue vary
in scope among the states, with some prohibiting research on living
and nonliving fetuses or embryos.28 At the other extreme, Nebraska
prohibits the use of state funds for embryonic stem cell research.29

foreign rules and regulations3 0

The international community has taken a variety of actions regarding
stem cell research. In 2004, the United Nations abandoned its effort
to develop a restrictive human cloning treaty. 31 The European Union
(EU) clarified its stem cell rules in November 2003, smoothing the path
for EU funding and support for human embryonic stem cell research.32
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Under the terms of its sixth research framework program (FP6), the
EU may fund embryonic stem cell research regardless of the date on
which the stem cells were procured from embryos. A cut-off date, which
would have created a restriction similar to President Bush’s 2001 pol-
icy, was under consideration, but was summarily rejected. FP6 allows
funding for research on tissue derived from spontaneous or therapeutic
abortion, but not for the creation of human embryos for the purpose
of stem cell procurement. According to members of the European
Parliament, FP6 funding decisions should depend “both upon the con-
tents of the scientific proposal and the legal framework of the Member
States involved.”33,34

EU member states are considering a range of legislative options.
Sweden’s parliamentary committee on genetic integrity proposed no
prohibition on the production of fertilized eggs for research. In Italy,
a proposal would prohibit any experiments on human embryos, the
production of embryos for research purposes, and any destruction of
human embryos. By contrast, a proposal before the Spanish Parliament
would allow research using surplus frozen embryos that can no longer
be used for reproductive purposes, provided that the consent of the
donor is given. Stem cell research is still illegal in Ireland, Portugal,
and Austria. Recently, the French parliament gave final approval to
a bioethics law that will allow human embryonic stem cell research.35

The legislation, which was passed after nearly three years of debate,
updates a 1994 bioethics law and will allow stem cell research on human
embryos for five years. The French parliament also passed a measure
that bans human reproductive cloning as a “crime against the human
race” punishable by twenty years in prison. Germany allows stem cell
research only on imported cells and cells existing before January 1,
2002.36

The United Kingdom is the only European country that allows ther-
apeutic cloning research. The British Parliament amended the 1990
Human Fertilization and Embryology (HFE) Act in 2001 to allow the
creation of embryos for harvesting of stem cells provided they were less
than fourteen days old. The Blair government has provided more than
U.S. $60 million in public funding to ensure that British-based compa-
nies can exploit the new technology. The United Kingdom Stem Cell
Bank in Potters Bar, outside of London, received its first donation of
two stem cell lines developed by researchers in Newcastle and London
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in May 2004. British scientists are licensed by the HFE Authority to
derive new embryonic stem cells from human embryos. The scientists
must agree to donate samples to the UK Stem Cell Bank, which will
serve as a global repository of stem cells for scientists, maintaining
active cell lines and distributing them to laboratories around the globe
for a fee.37,38 Because these cells were derived after August 2001, U.S.
researchers are banned from using them.

In March 2004, the Canadian government enacted legislation
allowing stem cell and other research to be conducted on donated
embryos created, but no longer needed, for reproductive purposes.39,40

Singapore, Australia, Israel, and England have made stem cell research
a national priority and are providing large amounts of funding for its
advancement.

In Asia, the South Korean government adopted a law barring
cloning for reproduction in late 2003. Experiments that use embryonic
stem cells have to receive reviews and authorizations from a govern-
ment ethics panel. Further regulations are to take effect next year.
A South Korean research team reported success in cloning human
embryos.41 Thirty embryos were created and kept alive in test tubes
for five days. Although the South Korean government has helped
finance animal cloning research, the human embryos were cloned
without government funding or corporate sponsors. The idea is to
make embryos that are clones of patients suffering from spinal injuries,
diabetes, and other illnesses, take the precious stem cells from those
embryos and grow tissues from the stem cells. This tissue would be
genetically identical to the patients’ and would not be rejected by their
immune systems. The new tissue could be used to repair the defective
organs. Since no sperm was used, it has been argued that the embryos
cloned by the team do not qualify as human lives. The team has agreed
not to transfer the cloning technology overseas without government
permission, and as a result, work on the human embryo project after
the publication of their findings is halted while the South Korean gov-
ernment drafts specific ethical guidelines on human embryo cloning.

Japan recently approved its first medical research project using
domestically created human embryo stem cells.42 Another Australian
company, Stem Cell Sciences, established Japan’s first stem cell com-
pany in June 2002 with U.S. $150 million worth of Japanese government
credits. Regulations are less restrictive in China. The director of a large



P1: OYK
0521854962c07 CB953-Santoro 0 521 85496 2 September 26, 2005 10:44

How Should Government Regulate Stem-Cell Research? 121

fertility clinic simply asked some of the dozens of women who walked
through the door each day to donate their leftover eggs. The director
claims that 5 percent of the cloned embryos develop to blastocysts.43,44

conclusions

The economic and psychological tolls of chronic, degenerative, and
acute diseases in the United States are enormous. It has been estimated
that up to 128 million people suffer from such diseases; thus, virtually
every citizen is affected directly or indirectly. The total cost of treating
diabetes, for example, is approaching $100 billion in the United States
alone. As more research takes place, the developmental potential of
different kinds of stem cells will become better understood. As the
research begins to yield some results benefiting patients, we can expect
greater recognition and acceptance of the work.

As the science is understood now, adult stem cells are limited in their
potential to differentiate. Embryonic germ (EG) cells, which are iso-
lated from the primordial germ tissues of aborted fetuses, have a great
capacity to differentiate, and embryonic stem (ES) cells are thought to
be able to differentiate into almost any tissue. Thus, different types of
stem cells could have different applications. In the United States, much
of the basic research on animal stem cells and human adult stem cells
has been publicly funded. Under the fully applied Dickey amendment,
research in the United States using human ES cells could only be done
in the private sector.45

Private sector organizations have pursued and been awarded
patents on the stem cells themselves and methods for producing and
using them to treat disease. Even as federal funding continues to be
debated, it seems likely that private sector companies will continue to
play large roles in the future development of stem cell based therapies.
Indeed, all research is now global. The United States has no monopoly
on intelligence and innovation; other countries will fill in the science
and applications gap created by a legislative body unwilling to permit
such research.

The present U.S. guidelines for ES research were predicated on
the immediate and widespread availability of more than seventy-eight
embryonic stem cell lines established by the NIH’s Human Embryonic
Stem Cell Registry. However, the latest registry lists just twenty-one
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available cell lines.46 Furthermore, these lines suffer from limited
genetic diversity and, because they were developed from mouse feeder
cells, viruses contaminate some of the lines.47 Because of the fed-
eral political uncertainty in stem cell research, private investors and
potential pharmaceutical partners are hesitant. In addition, the NIH
is prohibited from studying privately derived stem cell lines derived
after August 2001. What are the implications when private companies
take cell lines into the clinic? What role will the NIH then assume?48

When stem cell research gains acceptance, regulations should
be developed. These guidelines for using human pluripotent stem
cells eligible for federal funding are a modification of existing NIH
guidelines:49,50

� Cells are created for the purposes of fertility treatment and are in
excess of the clinical needs of the individual seeking such treatment.

� No inducements, monetary or otherwise, have been offered.
� There is a clear division between the decision to donate and the

influence of researchers; the attending physician responsible for the
fertility treatment and the researcher cannot be one and the same
person.

� Blastocysts older than fourteen days may not be used. This would
also include those made by SCNT technology.51,52

� Informed consent is obtained with proper documentation.
� An Institutional Review Board approves any derivation protocol.

Research agencies should establish

� Specifying metrics for each stem cell line, including sterility, karo-
type, and other characteristics.

� An electronically accessible national registry of human embryonic
stem cell lines.53

� Training programs for interested investigators, including proficiency
testing and certification.

� A centralized agency responsible for maintaining a stem cell bank
and guidance on clinical trials.

The difficulties arriving at a legislative consensus on stem cell
research does not come primarily from the ethical considerations.
Congress is not usually reticent to deal with ethical problems. In fact, it
frequently deals with issues having significant ethical components. The
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problem with stem cell debate is a poor understanding of the science
and the terminology involved. As a result, the issue is mistaken for
an ethical debate only. As in vitro fertilization has gained a level of
scientific understanding and ethical acceptance, so too will stem cell
research. Stem cell therapy, assuming it proves feasible, will be subject
to the same degree of regulation as IVF. The process of developing
a legislative consensus for regulation of stem cell research would be
hastened and improved if Congress were once again aided by an Office
of Technology Assessment.
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Introduction to Part II

Michael A. Santoro

It would seem logically impossible to be both exquisitely subtle and
affrontingly obvious at the same time. However, a widely viewed tele-
vision commercial managed to do just that. The ad displayed the name
of the product as a smiling, middle-aged man threw a football through
the center of a car tire. We are not told what kind of product is being
promoted. Subtle, it would seem, until one learns that the product
being advertised is a drug – for erectile dysfunction. In retrospect,
knowing what the product purports to do, the ad seems appallingly
suggestive. Indeed, one feels pretty dumb for not getting it in the first
place. Another recent ad eschews subtlety and goes right for the jugu-
lar. An impossibly thin, glamorous woman suddenly falls to the floor.
Her cholesterol level is flashed on the screen along with the name of
the drug.

With clever and hard-hitting ads peddling drugs as one might sell
soap or beer, it is no wonder that many are concerned about the effects
of direct-to-consumer advertising.1 Such suspicions are further fueled
by the fact that this seemingly ubiquitous advertising is coming at a
time when overall drug spending is rising and new drug prices climb
ever higher.2 That much of direct-to-consumer advertising (DTCA) is
for so-called “lifestyle” drugs – for erectile dysfunction or hair loss,
for example – only serves to add to the tawdry image of the drug
companies.

It is virtually impossible to watch the evening news or read a maga-
zine without being exposed to DTCA. Remarkably, however, DTCA
is only the tip of the iceberg when it comes to drug marketing. It has
been estimated that of the $25.6 billion spent in 2003 on prescription

127
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drug promotion, $22.4 billion (87.5 percent) went to free samples and
sales representative visits (referred to as “detailing” in the industry)
to physicians, whereas only $3.2 billion (12.5 percent) was spent on
DTCA.3

As we saw in the chapters about pharmaceutical research, the
authors in this section are also concerned about the potential con-
flict arising from the profit-maximizing objectives of pharmaceutical
companies and the social goal of optimizing public health outcomes.
The principal objectives of drug promotion are to increase market
share and to increase the size of the market for the class of product.
In the cases of DTCA and physician detailing, the central concern is
that these marketing tactics inevitably will lead to inappropriate and
wasteful usage. Moreover, a corollary concern is that drug promotion
undermines the special relationship of trust between the physician and
the patient.

Part II addresses three sets of issues at the intersection of drug
marketing, commerce, and public health: (1) Does DTCA encourage
patients to use unnecessary drugs or switch from adequate cheaper
drugs that are not part of an advertising campaign? Is there a significant
disconnect between the profit-maximization objectives of private phar-
maceutical companies and the public good? Or might there actually be
some good to come from the awareness such ads garner for healthcare
issues? (2) Can we really trust physicians to be unbiased gatekeep-
ers for the medical needs of their patients? Or are physicians unduly
under the sway of the powerful marketing machines run by pharma-
ceutical companies? (3) With public monies increasingly accounting
for more of what is spent on drugs, how can drug expenditures be
more closely aligned with medical needs and cost-effective therapeutic
outcomes?

dtca and public health

The watershed event in DTCA was a 1997 ruling by the FDA clarifying
the disclosure of risk required in broadcast advertisement. Previously,
in printed DTCA ads, drug companies were required to provide a brief
summary of side effects, contraindications, and effectiveness. The 1997
FDA ruling, however, permitted these factors to be communicated
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through a toll-free number, a Web site, a print advertisement, or a
consultation with a physician.4 After the FDA ruling, the floodgates of
television drug ads were opened.

From a public policy perspective the key issue is how the most valu-
able benefit of DTCA – encouraging consumers with undertreated
conditions to seek out medical care – can be achieved while mini-
mizing the wasteful and inappropriate drug utilization stemming from
the simplistic and incomplete information that is currently found in
DTCA. Here again, as we saw earlier in the case of clinical research,
the profit-maximizing objectives of pharmaceutical companies diverge
from public health objectives. Without a doubt, the purpose of drug
promotion is to increase profits not to advance public health. But how
wide is this divergence between private and public goals and what can
be done to minimize it? A number of chapters in this section help us
to answer this question.

As Director of the FDA’s Division of Drug Marketing, Advertising,
and Communication, Thomas Abrams deals first-hand with DTCA
regulations and works to promote higher industry standards. In his
chapter, Abrams reviews recent FDA disciplinary actions against phar-
maceutical companies for improper direct-to-consumer and physician
advertising. He emphasizes the FDA’s crucial role in monitoring
DTCA content, as recent research indicates that patients are becoming
increasingly independent in their search for prescription drug informa-
tion, particularly in their utilization of the Internet. Pharmaceutical
companies, Abrams notes, have caught on to this trend and have
responded with a blitz campaign of DTCA. Abrams presents several
examples of commonly seen violations of regulations relating to the
promotion of prescription drugs, and recent FDA enforcement actions.
He explains the basis for the agency’s actions and describes some gen-
eral principles for future review of pharmaceutical advertising.

In their chapter, Professors Meredith Rosenthal and Julie Donohue,
two scholars with expertise in economics and health policy analysis,
assess what existing research tells us about whether DTCA serves a
positive function or whether it encourages patients to use drugs that
are either unnecessary or not cost-effective when compared to other,
less expensive drugs that are not subjects of ad campaigns. Rosenthal
and Donohue acknowledge positive benefits from the increasing
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involvement of patients in medical decision-making, made possible
in part by the rise of the Internet, DTCA, and other information tech-
nologies. Nevertheless, they advocate stronger regulation of the con-
tent of drug advertisements to both physicians and patients so that
better information about the risks and benefits will become avail-
able. Rosenthal and Donohue call for increasing the public resources
devoted to supplying physicians with independent information about
cost-effectiveness, efficacy, and side effects. They also recommend tying
physician reimbursement more closely to cost-effective prescribing and
cost-sharing by patients.

Professor Donald Detmer, a physician and healthcare educator,
Peter Singleton, an academic researcher who has consulted in indus-
try, and Scott Ratzan, a pharmaceutical industry executive working
on European healthcare issues, also place the rise of DTCA within a
broader context of rising consumer awareness. In their chapter, they
introduce the concept of the “informed patient” to suggest that people
with illnesses (as well as healthy individuals) need appropriate infor-
mation to be involved effectively in their own healthcare. Detmer,
Singleton, and Ratzan describe the results of the Informed Patient
Project, a study at the Judge Institute of Management of the Univer-
sity of Cambridge aimed at guiding future policy on the provision of
information to patients in Europe. They describe various methods of
correcting what they regard as the patient “information gap,” and offer
a model for doing so ethically and effectively.

DTCA is a relatively new phenomenon the effects of which we
are just beginning to understand. As Rosenthal and Donohue demon-
strate, existing regulations do not enable optimal alignment between
public health goals and the profit-maximization goals of industry.
Moreover, as Tom Abrams illustrates, many companies are trying to
stretch even what is allowed under existing regulations. While regu-
lators and analysts grapple with finding and enforcing the regulatory
mix that best serves public needs, the pharmaceutical industry has been
nimble and opportunistic in exploiting the novel and uncertain regula-
tory environment. Clever advertising firms are designing sophisticated
and appealing broadcast commercials employing jingles, humor, sex
appeal, and all the other tricks of the trade. Whatever the merits of
an informed patient might be, the actual DTCA practices too often
are less about presenting information and more about manipulation.
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As a number of the authors in this section demonstrate, the regula-
tory environment is playing catch-up with the fast-moving wizards of
Madison Avenue. Sensing that public backlash might lead to legislative
curtailment of DTCA, the industry in 2005 developed a voluntary code
of conduct for DTCA. Such efforts are long overdue as the industry’s
public reputation has already been significantly eroded by the more
tawdry publicity campaigns. It remains to be seen, moreover, whether
self-regulatory efforts will work or whether further government regu-
lation is required.

QUIS CUSTODIET IPSOS CUSTODES? the physician
as gatekeeper of patient health

The physician, of course, is at the heart of the medical system. The
patient reposes an uncommon trust in the physician’s integrity and
in her uncompromising loyalty and devotion to the patient’s health.
Inroads into physician independence and loyalty are especially trou-
bling because doctors are gatekeepers for the medical system as a
whole.

On their graduation from medical school, many physicians recite a
modern version of the Hippocratic Oath that provides that “I will apply,
for the benefit of the sick, all measures which are required, avoiding
those twin traps of overtreatment and therapeutic nihilism.”5 The mar-
keting practices of pharmaceutical companies pose a significant threat
to the essential integrity and trust expressed in this oath.6 Drug com-
panies spend many times more than they do for DTCA on “detailing”
visits by sales representatives to doctors’ offices. These sales reps give
out free samples in an effort to induce doctors to prescribe these pills.
Doctors are regularly wined and dined and paid “honoraria” to attend
“informational seminars” about drugs. Often these informational sem-
inars are in exotic locales, trips to which are paid for by the pharma-
ceutical companies.7 And this just describes the legally permissible
activities!

As a dean of a prestigious medical school and a practicing clin-
ician, Dr. Charles Bardes offers us a unique and honest picture of a
world few of us can experience – the physician’s perspective on treating
patients with drugs. The modern patient, often influenced by DTCA,
as described by Dr. Bardes, comes to the examining room with a host
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of expectations about the kind of treatment she will receive. For the
physician, these expectations create ethical dilemmas as she tries to
match the patient’s expectations with her assessment of medical need.
Dr. Bardes’s account leaves one with awe for the physician’s complex
task of sorting through the various medical, scientific, financial, and
social dimensions of deciding whether or not to prescribe a medication;
which medication to prescribe; and whether to prescribe a generic or
brand name drug, a prescription or over-the-counter drug, or a new
or time-tested drug. Add to these complex choices the ever-present
reality of a litigious society and questions about how to communicate
side effects and how to comply with formulary lists, and one can begin
to appreciate how difficult and complex it is for even the most knowl-
edgeable and caring physician to fulfill her ethical commitment to the
patient’s health.

The fact that physicians have the legal right to prescribe drugs for
off-label or nonconforming uses not approved by the FDA offers yet
another challenge to maintaining physician independence and loyalty.
In some areas of practice such as cancer care over 50 percent of drugs
administered are off-label.8 Scott Danzis, a specialist in food and drug
law with the distinguished Washington firm of Covington & Burling,
surveys the legal backdrop behind such nonconforming uses by physi-
cians and describes a legal environment that is far from clear and well-
settled. Danzis discusses at length one particularly egregious example
of the ethical dangers of off-label use. In 2001, Parke-Davis, the
maker of the epilepsy drug Neurontin, was accused of intentionally
directing its sales force and medical liaisons to promote the drug for
numerous unapproved uses.9 Doctors were encouraged to prescribe
Neurontin for everything from pain control to attention deficit disor-
der. Physicians also were allegedly rewarded with kickbacks. Patients
were unwittingly induced to submit false claims to Medicare to pay
for the off-label usage of the drug. This last factor ultimately led, as
Danzis recounts, to the company’s prosecution under the federal False
Claims Act.

Danzis offers recommendations on how the confusion and lack of
clarity in the current law might be transformed into a more predictable
legal regime that protects patients and doctors but at the same time
honors the First Amendment right of pharmaceutical companies to
inform doctors about scientifically valid information concerning off-
label usage.
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In recent years, prosecutors have uncovered a host of unsavory
and illegal marketing practices, including kickbacks, employed by
pharmaceutical companies to market their drugs. Since 2001, the indus-
try has paid over $2 billion in fines to settle such claims.10 The American
Medical Association was so concerned about physician integrity and
loyalty that in 1998 it updated a code of ethics governing gifts from
drug companies to doctors.11 In 2002, the Pharmaceutical Manufac-
turer’s Association of America followed with its own code of ethics for
interactions with doctors and other healthcare professionals.12 As illus-
trated in the Neurontin case, it is as important to hold the pharmaceu-
tical companies liable for exaggerating or falsifying off-label medical
indications as it is to preserve a physician’s freedom to collect infor-
mation and prescribe drugs as she sees fit. Time will tell whether self-
regulation by the medical profession and the pharmaceutical industry
will be enough to stem the tide of abuses. If not, more government reg-
ulation is sure to follow because, as Dr. Bardes so eloquently reminds
us, physician professionalism, integrity, and independence will always
be the ethical lynchpins of our medical system.13

public health and public funding

Another distinctive aspect of the pharmaceutical industry raising ethi-
cal and public policy concerns is the third-party payer system. The cost
of drugs, like many other healthcare product and services, is often borne
by third parties – insurance companies, health maintenance organiza-
tions, and, increasingly, governments. The expenditure of third-party,
and especially public, resources on drugs inevitably leads one to ques-
tion whether those resources are being expended in the most cost-
effective matter.

In recent years, pharmacoeconomic studies have sought to establish
answers to questions about the relationship of drug costs and health-
care benefits, to wit: Do the healthcare benefits of drug expenditures
outweigh the costs? Are the drugs that are being purchased more cost-
effective than alternative medications for treating the same conditions?
The answers to these questions are sure to have profound implications
for how the federal government will implement the Medicare drug ben-
efit enacted in 2003 by the U.S. Congress. In his chapter, Professor Joel
Hay, who holds a joint appointment in the economics department and
pharmacy school at USC, offers a comprehensive analysis of what we
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have learned thus far (and what we have yet to understand) from such
cost-benefit and cost-effectiveness studies.

Hay begins his analysis by observing that some pharmaceuticals, for
example, childhood vaccines for smallpox, polio, measles, mumps, and
so forth, are highly cost-effective, while others are not. Among those he
considers “decidedly not” cost-effective are the Cox-2 inhibitors, such
as Vioxx, in their use as pain relievers, because studies have shown
that various over-the-counter medicines (OTCs) are both comparable
in efficacy and significantly cheaper.

Overall drug expenditures have come under tremendous scrutiny
in recent years because they represent the fastest growing segment of
a fast growing healthcare sector. In 2002 U.S. healthcare expenditures
reached $1.6 trillion, 15 percent of that year’s gross domestic product,
and $5,440 per capita.14 As Hay observes, in recent years pharmaceuti-
cals have for the first time reached 10 percent of total healthcare costs, a
trend he also observes in virtually all the world’s advanced economies,
particularly in Europe, Japan, and Canada. These trends raise an obvi-
ous question. Are prescription drugs cost-effective in comparison to
other healthcare expenditures? Hay offers a detailed and subtle answer
to this question based on research conducted with cross-national data.

Hay concludes by observing that the increasing precision of cost-
benefit and cost-effectiveness studies, combined with the trend of pub-
lic funding for drug therapies, will herald an era of rational cost controls
for drug expenditures in Europe and the United States. He even goes
so far as to envision a time when pharmacoeconomic analysis will make
it feasible to encourage additional drug innovation and development
through a publicly funded reward system that complements rather than
replaces the existing patent system.

Underlying public policy questions addressed by Hay are some very
deep moral issues. From a public perspective it is critical that govern-
ment expenditures make cost-effective use of limited resources. Simply
put, if government is footing the bill for drugs, the public has a right
to know that drug expenditures achieve the intended public health
benefits by means of the lowest cost alternative. However, the par-
ticular health needs and priorities to which those limited resources
are directed by insurers, HMOs, and governments also raise impor-
tant moral questions. Such decisions will have significant impacts on
the health and welfare of individual citizens. Which drugs should be
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covered and which should not? What dollar limits should be placed on
drug expenditures for given conditions? These and related questions
are addressed in the final chapter in this section, a unique collaboration
among a moral philosopher, Norman Daniels, a medical doctor, James
Sabin, and a pharmaceutical benefits coordinator, Russell Teagarden.
They propose an ethical template for pharmacy benefits and a fair
process for applying it. The template delineates various levels of deci-
sions about pharmacy coverage, connecting ethically acceptable types
of rationales for limits with decisions made at each level. The authors
argue that such a template and process will facilitate public learn-
ing about fair limit-setting regarding drugs, and more broadly, other
healthcare.



P1: OYK
0521854962c08 CB953-Santoro 0 521 85496 2 September 26, 2005 10:51

8

Ethics and Prescribing

The Clinician’s Perspective

Charles L. Bardes

Pharmacology, our word for the science of therapeutic drugs, derives
from the ancient Greek. Yet the Hippocratic physicians were mistrust-
ful of drugs. Their word, pharmakon, referred originally to magical
potions, evil spells, and poisons. When Circe turns the men of Odysseus
into pigs, she does so by giving them a pharmakon.

Herein lies the paradox: joined to the potential to do great good is
the potential to do great harm.

Practicing physicians make dozens of decisions regarding pharma-
cological therapy each day. A decision becomes ethical insofar as it
must select among conflicting values, especially if these reflect diver-
gent interests of different stakeholders. That is, ethics is invoked not
when the clear-cut choice is A, but when the choices are A or B, each
with its pros and cons.

What kinds of ethical decisions must a physician make? What goes
into the choice? What are the criteria, implicit or explicit, according
to which one chooses? Reflection on the daily practice of medicine
reveals a nuanced set of questions.

do i treat this patient with a medication?

Visitors to doctors’ offices will frequently, perhaps usually, leave with
a prescription for medication. This is a complex transaction that has
become deeply imbedded in the expectations and behavior of both the
patient and the physician. It must be understood as a phenomenon of
contemporary Western biomedicine, our present healthcare construct,
defined in large part by mechanistic concepts of health and disease.

136
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Table 8.1. Risk–Benefit Analysis of Prescribing Antibiotics in Viral Upper
Respiratory Infections

Pros Cons

Meets patient’s expectations Violates “good practice”
Low cost to patient High cumulative cost to society
Low risk of toxicity Some risk of toxicity
Treats bacteria “just in case” Low likelihood of bacteria
Less blame if patient gets worse More blame if patient has side effect
Gratitude if patient feels better Resistant organisms in the community

Resistant organisms in the patient
Opportunistic infections (yeast, etc.)

Other cultures and other eras have behaved differently, sometimes
mistrusting drug therapy (the Hippocratic tradition), sometimes rely-
ing on it heavily (the Ayurvedic tradition).

One ramification is that a patient who is not given a prescription
may be disappointed at the unmet expectation. The physician has a
lot of explaining to do. How much easier to prescribe an antibiotic
for what is likely a common cold (a viral illness for which antibiotics
are ineffective) than to explain to the patient about viruses, the self-
limited nature of the illness, the body’s capacity to heal itself, issues of
probability in diagnosis, and so on. Calculating the risk–benefit balance
of antibiotics in viral upper respiratory infections, the physician might
reason as shown in Table 8.1.

In sum, the net risk seems to outweigh the net benefit – in
most instances. What of the patient with pre-existing lung disease,
for whom an untreated bacterial infection, even if unlikely, could
prove disastrous? What of the patient who demands an antibiotic
especially emphatically? What if he or she seems likely to litigate?
And does the physician decide unilaterally, or should the choice be
negotiated?

The physician must decide if a given problem is severe enough to
warrant medication. This decision also depends on cultural influences
as well as a patient’s personal idiosyncrasies. Experiencing pain, we
sometimes “brush it off” and sometimes demand relief. Who decides?
This is usually negotiated between the physician and the patient, but
dissonance can occur. Patients who request more analgesic than the
doctor thinks the problem should require may find their motivation
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doubted, or their fortitude. Conversely, the doctor may be more eager
to treat than the patient to receive, thinking that to prescribe is to
vanquish the symptom.

New, stringent practice guidelines have lowered the threshold for
drug therapy. These implore the physician to prescribe drugs for per-
sons with less severe manifestations of a condition than in the past. For
example, when should cholesterol-lowering medication be prescribed?
Take the example of a fifty-five-year-old man who takes medication
for high blood pressure. In 1994, the National Cholesterol Education
Program (NCEP) recommended drug therapy for such a person when
the LDL cholesterol was 160 mg/dl or higher.1 In the 2004 version, the
NCEP cut-off for such a person was 130.2 This lowering of the threshold
means that many millions of persons will newly require drug therapy.
But the benefit of medication is lower for persons with mild cholesterol
elevation than for persons with severe cholesterol elevation. Thus, the
millions of new patients taking drugs are likely to receive only modest
benefit.

Are there data to support the decision to prescribe? This is a more
complex question than may at first appear. Doctors are taught to base
their clinical decisions on published scientific studies. However, a physi-
cian is more likely to invoke or recall clinical studies that are widely
disseminated or publicized, usually those with dramatic findings or
those that are vigorously promoted. Studies that do not show benefit
often remained unpublished, although the advent of public drug trial
registries may provide greater access to the full spectrum of research.
A further complication is the crucial distinction between relative risk
and absolute risk. To examine a hypothetical situation, imagine that
the success rate is 98 percent for treatment A and 99 percent for treat-
ment B. This means that the failure rate is 2 percent for A and 1 percent
for B. An enthusiast (or advertiser) proclaims that B improves the suc-
cess rate by 50 percent. Fifty percent better! The skeptic rejoins that
the reduction in absolute risk is only 1 percent. Stated in other terms,
a physician who prescribed B for 100 patients would help only one
of them. Is this worth it, if B is more expensive, more toxic, or less
time-tested?

Have nonpharmacologic strategies been sufficiently explored? Per-
sons with hypertension can successfully lower their blood pressure by
means of exercise, weight loss, salt reduction, and alcohol reduction.
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Table 8.2. Four Classes of Drugs for Treating Hypertension

Class Effectiveness Side Effects Price

Thiazide diuretics Low Low to medium Very low
Beta blockers Medium to high Medium Low to high
ACE inhibitors Low to high Low High
ARBs∗ Medium to high Very low High

∗ Angiotensin receptor blockers

How many clinicians take the time to discuss these options in any depth
with patients before reaching for the prescription pad?

Doctors who advise against a drug treatment face an additional
challenge in the modern era of health-maintenance organizations and
similar insurance formats. The patient may believe – sometimes with
justification – that the physician withholds treatment to save costs as
an agent or employee of the insurer. That is, the physician appears
to act in the best interests not of the patient, but of the insurer. This
mistrust of the physician’s motives drives a wedge between the patient
and physician.

which medications should i prescribe?

Once the decision has been made to treat with a drug, the next choice
is which drug. Many conditions are amenable to treatment with a vari-
ety of medications, which vary in cost, convenience, potency, toxicity,
cachet, and allure.

For example, first-line drug treatment of hypertension consists of
four classes of medications, each with advantages and disadvantages.
See Table 8.2. For my patient, otherwise well, who must start antihyper-
tensive medication, which class do I choose? Practice guidelines call
for thiazides or beta blockers, both cheap, effective, and time-tested.3

But both can have significant side effects: electrolyte abnormalities,
diabetes, and gout for thiazides; fatigue, impotence, and nightmares
for beta blockers. Should I start one of these medications, monitor
for side effects, and switch if one occurs? Or should I start with a
medication from one of the newer classes, ACE inhibitors or ARBs?
This question looks different from the vantage points of the different
stakeholders. For a planner of public health policy, the low cost of
the older medications is appealing. For an individual patient, the low
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side-effect rate of the newer medications is attractive – provided that
someone else, a third-party payer, is covering their high price. And
there is yet another point: perhaps we only think that ARBs have
few side effects because they are new, and unanticipated effects of
long-term or widespread use have not yet been recognized. A 2004
editorial raised this question, arguing that ARBs used to treat hyper-
tension might increase the risk of heart attack.4 Further, do I prioritize
the relative importance of side effects and price differently in differ-
ent patients? Is the low cost–high side effect option acceptable for low
income patients, but not for their wealthier neighbors? Which would I
choose for myself? (Answer: ARB.)

generic or brand-name?

Patent law in the United States results in a peculiarity in drug pricing:
new drugs, under patent, are expensive, whereas older drugs are cheap.
Compared with prices in Europe, a drug is more expensive in the
United States when new, and less expensive when old. As soon as a
patent expires, competing manufacturers immediately market generic
equivalents at low prices.

Should a physician prescribe the brand name version, or its generic
equivalent? Well, how equivalent is equivalent? The Food and Drug
Administration (FDA) has certified that the generic version is “iden-
tical, or bioequivalent to a brand name drug in dosage form, safety,
strength, route of administration, quality, performance characteristics
and intended use.”5 The other constituents of a pill, such as binders,
fillers, dyes, coatings, buffers, and dissolving agents, may be different.
Normally, these differences are inconsequential – we think. This inter-
pretation has led the states to legislate that a pharmacist must fill a pre-
scription with its generic equivalent, unless explicitly countermanded
by the physician.

For most medications, there is likely to be little biologic difference
between one version and another. For a small number of drugs, such
as the thyroid medication levothyroxine, small changes in blood level
can have significant effects, so that consistency from one month to
the next is desirable. Consistency could be achieved by insisting on the
brand-name version – or just as easily by sticking with the same generic
version. (This latter step is harder to specify in a prescription.)
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Some argue that equivalent �= equal. An individual patient might
react adversely to one of the “inactive” ingredients of a pill. Others
insinuate that a pill made overseas might be contaminated by indus-
trial pollutants – cadmium or lead in the sacred Ganges. A phar-
macology professor in medical school taught us that we should pre-
scribe brand-name versions to compensate the inventor for costs of
research and development; nowadays, most would counter that these
costs have already been compensated during the years of patent
protection.

Brand-name names are typically easier to remember (and to
pronounce!) than generic names. Compare: Reopro versus abciximab,
Lexapro versus escitalopram, Allegra versus fexofenadine.

Patients frequently ask the physician to specify brand-name ver-
sions. Why? If they have had an adverse reaction to one version of a
drug but not another, the request seems legitimate. But more likely,
one suspects, they are reasoning by analogy. In one’s usual consumer
experience with paper towels, packaged foods, and so on, generics
are perceived as low-quality, cheap, flimsy substitutes for the authen-
tic products. One avoids “store brand” toilet paper and “no-name”
gasoline. This degraded quality probably does not apply for most med-
ications. But does the physician take the time for this discussion with
the patient, or just write “Dispense as written” on the prescription and
satisfy the patient, at no cost to himself/herself?

prescription or over-the-counter?

The FDA specifies which medications must be prescribed by a physi-
cian, and which can be purchased without a prescription (over the
counter, “OTC”). The typical pattern is that a medication is originally
prescription-only, then found to be safe after years of experience, then
licensed for OTC sale. Leading examples are certain anti-inflammatory
medications, such as Motrin (ibuprofen); antihistamines, such as Clar-
itin (loratadine); histamine-2 antagonists, such as Zantac (ranitidine);
and the proton-pump inhibitor Prilosec (omeprazole).

The price is usually substantially lower for an OTC medication than
for a prescription medication. But the cost to the patient might be
substantially higher. The reason is that third-party payers in the
United States rarely pay for OTC medications. (A notable exception is
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Medicaid, at least in some states.) Thus, the physician faces a dilemma.
For my patient with reflux esophagitis, an inflammation of the esopha-
gus, do I prescribe Prilosec OTC or Nexium (esomeprazole)? The two
are made by the same manufacturer and are virtually identical in every
respect. The price for a twenty-eight-day supply is $19.68 for Prilosec
OTC and $125.40 for Nexium.6 The physician who is most mindful of
the individual patient’s best interests will recommend Nexium if the
patient’s insurance plan covers prescriptions, but Prilosec OTC if not.
(This comparison sets aside the possibility that the insurer has nego-
tiated a better price with the manufacturer.) And what of the cost to
the physician? Prescribing Nexium often means a phone call from the
pharmacist, or a fax from the insurer, asking the physician to justify
the decision.

A new twist on the prescription or OTC decision involves a new
practice among pharmaceutical companies. Just as a patent is about to
expire on a popular drug, they release a new, slightly modified drug
for the same indication. The new release is advertised as “new and
improved” and is linked to the older medication via such means as nam-
ing, appearance, or packaging. For example, just as Claritin (loratadine)
was released in OTC and generic forms, the manufacturer marketed
Clarinex (desloratadine). While these two medications are nearly iden-
tical, the physician might prescribe the more expensive Clarinex in the
misperception that it is better, in response to advertising, in reaction
to a patient request, or to circumvent the cost issue.

An assumption that underlies the prescription or OTC decision
relates to power and safety. (See the afterword to this chapter on
aspirin.) If OTC medications are safer than prescription medications,
are they less powerful? Is the physician who recommends an OTC
medication offering a weak intervention? Failing to do what doctors
do (write prescriptions)? Trivializing the patient’s concerns?

tried and true or new and snazzy?

A new medication will almost always be promoted vigorously, usually
under the banner “new and improved.” Consumers seem especially
attracted to this approach – witness the reiterating generations of “new
and improved” toothpastes.
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In pharmacology, newer medications sometimes represent real
improvements. The first beta blocker was propranolol, a breakthrough
innovation. Subsequent beta blockers improved on one or more
features of the original; they were longer-acting and could be taken
once daily, and they had fewer side effects. The cephalosporin class of
antibiotics has produced successive generations, each one expanding
the number of susceptible bacteria.

But there are downsides to new medications. They are almost always
more expensive than the drugs they mean to replace. Further, they
carry the possibility of side effects that have not yet been recognized.
By the time a new drug is released, it has typically been tested in a few
thousand persons. But once the drug is released, it may be prescribed
for millions of people. Thus, if a side effect occurs at a rate of 1:10,000,
it may not be recognized until a year or more after release. A salient
example is the antibiotic Trovan (trovafloxacin). By the late 1990s,
many hospitals recommended this drug as the treatment of choice for
most patients with pneumonia. After a few years, it became apparent
that the drug caused liver damage and even liver failure in a number of
patients, and it was removed from the market. The physician who pre-
scribed the “new and improved” drug would have exposed the patient
to unnecessary danger.

Aging drugs may lose their luster. The once-daily beta blocker
Tenormin (atenolol) was widely prescribed for many years, with good
results. Around the time its patent expired, the newer Toprol XL
(extended-release metoprolol) appeared and became extensively
adopted, capturing the market niche from Tenormin. Toprol XL is
newer and more expensive than the generic forms of atenolol – it must
be better, no? (Answer: probably not.)

Should the physician adopt a new medication early or late after its
release? There are tremendous pressures for early adoption: adver-
tising, “expert” opinion, patient demands, the desire to be up to date
and à la mode. Late adopters withhold benefits from their patients. A
middle course seems best for most conditions – perhaps a year or two
after release. But earlier adoption is preferred for potentially fatal con-
ditions, such as cancer. When the anti-cancer drug Gleevec (imatinib)
was first released, demand was so great that the manufacturer had to
ration it.
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how do i respond to a patient’s request for medication?

The customary therapeutic paradigm is that the patient presents a
symptom, for which the physician renders a diagnosis and recommends
a treatment. Increasingly, however, a new pattern has emerged in which
the first step is the patient’s request for a medication. This reverses
the order of operations and causes the physician to work backward
to the symptom and the diagnosis. Each party may feel its judgment
challenged.

Direct-to-consumer advertising plays a major role. Patients call to
request the “purple pill” for their stomach aches, when a few dimes
worth of antacid might do just as well. How much easier for the physi-
cian to write the prescription than to explain the antacid. But advertis-
ing confers subtle advantages as well. Advertising creates awareness.
How easy it is now to prescribe cholesterol-lowering medications – all
the patients have heard of them, and many have been wondering why
they aren’t taking one yet.

If I say yes to a request, the patient is happy – at least in the short
term. If I say no, the patient may be unhappy, may suspect my motives,
may mistrust my concern. How should I respond? If treatment is clearly
wrong, it’s easy to say no. But what if the treatment is not wrong but
merely questionable, or borderline?

herbal, alternative, and complementary medicine

A huge number of persons worldwide take herbal, alternative, and
complementary medicines. These range from traditional remedies with
a thousand years’ experience, such as cinnamon, to very recent arrivals,
such as coenzyme Q-10.

On face value, the physician’s approach to these medications is
the same as for conventional ones: weigh the potential benefits and
risks. But this is more problematic than may first appear. First, the
benefits and risks are not always clear. Second, doctors are very
susceptible to fads in this area. How many cardiologists prescribed
beta-carotene a few years ago, only to learn later that it was associ-
ated with increased incidence of certain cancers? Third, a reluctant
physician may appear pig-headed, antiholistic, narrow-minded, and
hidebound.
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Fortunately, data are available regarding many of the most popular
remedies: glucosamine-chondroitin, saw palmetto, ginseng, garlic, and
fish oils. Unfortunately, these rarely translate into specific formulations
and dosages that a physician can prescribe. In addition, few reliable
data are available for most products. Although many persons feel that
they are safe, recent experience with ma huang (ephedra) illustrates
their potential danger. Although this herb has been used in China for
centuries, widespread use in the United States led to several cases of
severe side effects and even death. Thus, the physician who wants to
be fair-minded must make the extra effort to look critically at the data
and render an informed opinion – outside the usual learning channels,
and with the personal expenditure of time.

am i following practice guidelines?

Many pharmacologic decisions are made easier by the increasing use of
practice guidelines. Generated by a consensus process among experts,
under the mantle of international professional societies, these now
cover a wide variety of conditions such as heart disease, hyperten-
sion, hyperlipidemia, congestive heart failure, pneumonia, asthma, and
diabetes.

But practice guidelines can be formidable. For example, the Amer-
ican College of Physicians recently (2004) published guidelines for the
treatment of chronic stable angina, recommending that every patient
receive four medications: aspirin, a beta blocker, a “statin” cholesterol-
lowering medication, and (newly) an ACE inhibitor.7 These are pro-
posed as a minimum; others may be necessary. This is a lot of
medication, more than many people want to take. Each additional med-
ication increases cost, likelihood of side effects, possibility of drug-drug
interaction, and chance for patient error or omission. Some of these
eventualities are obscured in the highly controlled clinical trials on
which the experts base their recommendations. Moreover, guidelines
call for higher doses than have previously been used, aiming to achieve
still lower cholesterol values, still lower blood pressure measurements.

If I follow practice guidelines, I am blameless in the public eye but
potentially heavy-handed for individual patients, loading them down,
encumbering them with cost, side effects, and a weighty belief that they
must be really sick, to need all these pills.
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am i doing what subspecialists do?

Subspecialty care is different from generalist primary care. The sub-
specialists often deal with sicker patients, for whom simpler treatments
have failed. The generalists are often better versed in evidence-based
medicine, which casts a shadow of cautious skepticism over therapeutic
decisions.

But the patients are paying attention. “I went to the subspecialist,
who prescribed Fantastica – that must be a better medication.” So the
generalist who wants to be smart or to appear smart the next time will
prescribe Fantastica off the bat.

controlled substances

In the United States, the Drug Enforcement Agency (DEA) places
special controls on the prescription and sale of certain medications
with potential for recreational abuse. Typical examples include opi-
ates (for pain), benzodiazepines (for anxiety and insomnia), and
amphetamines (for narcolepsy and attention deficit disorder.) The
DEA monitors prescriptions for these medications and investigates
physicians who prescribe more than the usual amount. If the physi-
cian is a cancer specialist, no problem. If not, red flags go up. Physi-
cians who prescribe opiates legitimately for patients with chronic,
severe pain may find themselves prosecuted and occasionally impris-
oned. Prescriber beware! One might have to choose between reliev-
ing the patient’s pain effectively and protecting oneself against
investigation.

discussion of side effects

In principle, physicians should fully discuss all the potential side effects
of all medications. In practice, this is nearly impossible. A conscientious
physician will discuss the most frequent or most important side effects,
to be sure. But how far should I go? In prescribing an antidepressant,
I will tell the patient about possible fatigue, sleep disturbance, and
gastrointestinal upset. What about the risk of suicide? In prescribing
penicillin, do I tell the patient that there is a chance of anaphylaxis and
death?
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Written lists of possible side effects, usually provided as a package
insert or as a print-out from the pharmacy, only help a little. These are
typically so inclusive that they make it difficult to distinguish common
from rare side effects, and nuisances from catastrophes.

formularies

Third-party payers typically maintain formularies, lists of medications
that they prefer. Formulary selections are based on analyses of safety,
efficacy, and cost. Cost, in turn, reflects negotiations between the
insurer and the manufacturer, bidding one product against another.

How much should the prescribing physician pay attention to
the formularies? For any given class of medications, such as ACE
inhibitors, a practicing physician will typically use one or two on a
regular basis, and have only passing familiarity with the others. But
every insurer’s formulary is different. If my patients have different
insurers, my usual prescriptions will be on-formulary for some insur-
ers, and off-formulary for others. In the latter instance, I will receive a
fax or phone call from the insurer, the medication management com-
pany, the pharmacist, or the patient, to which I must respond. This not
only takes my time and annoys me, but may push me to use a medi-
cation with which I am unfamiliar. I know of one case in which such
a sequence led a physician to prescribe an unfamiliar medication and
dose it incorrectly, initiating a series of mishaps that led to the patient’s
death.

how do i inform myself about medications?

The sources of information are innumerable: direct-to-physician adver-
tising, direct-to-consumer advertising, drug detail representatives, pro-
fessional meetings, practice guidelines, journal articles, the popular
press, word of mouth, subspecialist consultation, and on and on. Few
of these sources are completely impartial. The ethical dilemma is that
learning more, always desirable in itself, conflicts with other time com-
mitments to patients, institution, family, and self.

The conscientious choice is to distance oneself as much as possible
from the hurly-burly of promoters and advocates in favor of unbi-
ased judges. My personal favorite is The Medical Letter on Drugs and
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Therapeutics, an independent, nonprofit newsletter published twice
monthly, that evaluates treatments based on available evidence. A
healthy skepticism pervades its pages.

how do i respond to pharmaceutical company
representatives?

Sales representatives from pharmaceutical manufacturers are eager
to visit physicians. Typically amiable and attractive, they usually offer
something. What?

� Information for physicians. Sales representatives from pharmaceu-
tical companies, like their counterparts in other fields, generally tout
the advantages of their products over those of other manufacturers.
They often substantiate their assertions with scientific facts – though
of variable relevance. The representatives are naturally one-sided.

� Information for patients. Sales representatives often leave pam-
phlets and brochures for distribution to patients. These are some-
times neutral but often contain a subtle “pitch” in favor of a drug.

� Teaching materials. Teachers at medical schools and hospitals some-
times accept slides or other teaching materials. Although some
are quite impartial, such as depictions of physiology, these can be
followed by subtle arguments in favor of specific pharmacologic
approaches, which in turn can be favorable to the manufacturer.

� Gifts to physicians, and staff. These range from cheap pens to large
consultation fees, major travel stipends, or honoraria. The latter
may be appropriate if the compensation is commensurate with the
educational service provided – but the risk is that an expensive
junket may serve more to curry favor than to support learning.

� Free medications for patients, physicians, and staff. The “samples
closet” found in many physicians’ offices is stocked with free drugs
dropped off by drug representatives. They can provide a significant
service to the indigent, and a pleasant convenience to the rest of us.
To receive these drugs, the physician must sign a document brought
by the representative, who generally slips in a few words supporting
the company’s product line.

Physician responses to pharmaceutical representatives vary tremen-
dously. Many make it a practice not to see the representatives, nor
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to accept their gifts. This is the ethical high road but is not com-
pletely unambiguous, as it forestalls accepting free medications for the
indigent and accepting stipends for legitimate educational activities.
Nonetheless, there are other sources of free medications for the truly
indigent, other ways to support education, and much better sources of
impartial information for physicians and patients.

diseasification?

If drugs are treatments for diseases, the corollary is that every prescrip-
tion implies a disease. A middle-aged woman who is a little overweight
might easily be taking medication to reduce blood pressure, choles-
terol, glucose, and bone loss. Though she feels perfectly well, each
morning she takes four or five pills. If any of the conditions becomes
complex, we add another one or two or three. Although each of these
medications may prove salutary in its own right, the net effect is that
she has been diseasified, made to feel ill, labeled with diseases. For the
physician, the ethical dilemma is that prescribing medications, even
when “indicated” may transform a person’s self-perception from well
to sick.

Prescribing medications casts the patient into a field of metaphor.
Antibiotic? – the body has been invaded, the invader must be killed.
Anti-inflammatory? – the body is inflamed and set afire and must be
cooled. Morphine? – not just pain relief, but a subtext of severity and
finality and a tinge of illicit pleasure.

fiddling with biochemistry

It is easy to practice pharmacology naively. A particular antidepressant
is said to work by increasing levels of norepinephrine. Where, one
might ask? In the brain, of course, in the mood centers. And where else?
And what else does it do? The honest answer is that norepinephrine is
distributed throughout the brain and throughout the entire body. What
are the complete effects of modifying its levels? We don’t know.

In an era in which there seems to be a pill for everything, the ethi-
cal practitioner will exercise a healthy skepticism in prescribing med-
ications. Biochemistry is complex. Simple explanations are oversim-
plifications. If there is a nonpharmacologic solution to a particular
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problem, that is probably the best place to start – though it cuts against
substantial pressures to prescribe a pill.

Reflecting on these notes, it is striking how often questions of ethics
in pharmaceuticals devolve to matters of cost. The physician must nego-
tiate a difficult transaction in which the patient perceives one course as
best for himself or herself, as an individual, which the physician must
weigh against the net benefit and cost to the community. The third
stakeholder is the physician. Many issues in therapeutic ethics also pose
an expense to the physician in terms of time – time to explain, time to
discuss, time to wrangle with insurers, time to defend against litigation –
and in what might be called psychological energy. Far from being an
abstract concern to be left to philosophers, healthcare administrators,
and policy-makers, the ethics of prescribing engages the physician
nearly every hour of every day.

afterword: aspirin

“Take two aspirin and call me in the morning” – so goes the old joke.
The cartoon scenario is a concerned patient who feels unwell, tele-
phones the doctor, and receives the little advice. The text is concise
and small.

What is the subtext? First, that the ailment is minor and self-
correcting. There is nothing special that medicine, as opposed to com-
mon sense, has to offer for this sort of ailment. It would get better by
itself. There is no specific cure, only a tactic for feeling less uncom-
fortable while the body heals itself – or gets worse, which would then
warrant a more substantial medical intervention.

The second implicit message is that the physician has dismissed the
illness. The patient was concerned, but the doctor is not. This medi-
cal unconcern, depending on how it is expressed and perceived, will
be either reassuring (“it’s nothing serious”) or offensive (uncaring,
haughty.) The doctor, meanwhile, has intended to forestall the offen-
sive interpretation by the “call me in the morning” clause. The physi-
cian has expressed interest by requesting an update. If the “call me”
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clause is delivered in too offhand a manner, however, the patient will
perceive a dismissive tone all the same.

“He only told me to take aspirin.” “Only aspirin.” The premise is
that aspirin is a trivial medication. This triviality is reinforced by the
legal distinction between prescription and over-the-counter medica-
tions. Prescription medications must be powerful and perhaps risky.
Over-the-counter medications must be less powerful and harmless.

The Bayer pharmaceutical concern has waged an earnest, prolonged
campaign to rehabilitate the status of its star product. The bark of the
willow tree was a traditional remedy for fever and pain for many cen-
turies. Bayer, a German company, isolated a compound from willow
(Latin salix), named it acetylsalicylic acid, and marketed the prod-
uct under the name “Aspirin,” beginning in 1899. Over the ensuing
decades, both the patent and the trademark lapsed, and the word
entered the general international vocabulary. Anyone could make
acetylsalicylic acid, and anyone could call it aspirin. Furthermore, any-
one could buy it, and cheaply. Aspirin must be a big nothing.

Not so, say the ads of Bayer. “Aspirin – the miracle drug” reads
the copy. And surely, aspirin is potent. It not only relieves pain and
inflammation and fever, but also retards atherosclerosis and blocks
steps in blood clotting. These latter actions account for its effectiveness
in preventing and treating heart attack and stroke. They are also the
basis for the Bayer advertising of the past decade. But listen to what
is being implied here. It is not “only aspirin,” a little remedy for little
problems: aspirin strikes at the core of our concerns, it fights heart
attack and stroke, saves heart and mind, could save my life.

What has Bayer to gain by the ad campaign? Even if the public is
persuaded to buy more aspirin, one would not expect it to buy much
Bayer aspirin, which is much more expensive and no more effective
than its generic competitors. (There are admittedly sidetracks: Bayer is
said to be “pure aspirin,” implying that the competitors are impure or
otherwise suspect.) Rather, the effect is to uplift the public appreciation
of aspirin in general – and of its proud papa, Bayer. Aspirin is good, and
important; Bayer is good, and important; pills are good and important.

Bayer began as a dye manufacturer in the 1860s. Aspirin led it into
pharmaceuticals. By 1925, Bayer was a mainstay of the consolidation
of the German chemical industry into the I. G. Farbe cartel, at its peak
the dominant chemical concern in the world. During World War II,
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I. G. Farbe built a synthetic oil and rubber plant at Auschwitz to avail
itself of slave labor from the concentration camp there. This became a
symbol of the collaboration of German industry in Nazism in general
and the Holocaust in particular. (Witness Gravity’s Rainbow.) The car-
tel was dissolved by the Allies in 1945, and several of its leaders were
convicted of war crimes at Nuremberg. But Bayer reappeared in 1951.
Thus, the Bayer advertisements participate in the rehabilitation not
only of the drug but of the entire company, and (by extension) of Ger-
man industry, even of Germany itself. It resembles the corporate spon-
sorship of an art exhibit or a concert series – the Texaco Metropolitan
Opera, the Mobil Masterpiece Theater – a sort of “feel good” policy.
And, by the way, aspirin does make you feel good – or stops you from
feeling quite so bad.
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The Regulation of Prescription Drug Promotion

Thomas Abrams∗

introduction

You are in the reception room of your physician’s office with other
patients waiting for your turn with the doctor. You are looking around
the room – doing a little people watching – and you notice a well-
dressed young woman carrying a brown bag that looks like a book bag
from your elementary school days. You then observe that the young
woman is called into the physician’s office but is told by the reception-
ist that “the doctor only has a few minutes, so you need to be quick.”
When you are later escorted into an examination room by one of the
nurses, you pass the young woman, who is taking cartons out of her
book bag briefcase and talking to the doctor. What you have witnessed
is one of the many ways that pharmaceutical companies promote their
prescription drug products. This chapter will describe the various ways
in which companies promote prescription drugs and how the govern-
ment regulates this promotion.

The marketing of prescription drugs is a significant business. Pre-
scription drug sales in the United States alone were $228.8 billion in
2003.1 So even small shifts in sales from one product to another can
result in millions of dollars of added or reduced revenue for a com-
pany. Companies are therefore aggressive in their promotion of pre-
scription drugs. In addition, there does not appear to be any slowing

∗ Thomas Abrams is the Director of the Division of Drug Marketing, Advertising, and
Communications of the Food and Drug Administration. This chapter was written by
Thomas Abrams in his private capacity. No official support or endorsement by the
Food and Drug Administration is intended or should be inferred.
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down or leveling off of drug company expenditures on promotion. In
fact, expenditures on promotion more than doubled from 1998 to 2003,
increasing from $12.7 billion to $25.6 billion.2 The number of vehicles
that companies use to promote prescription drug products has also
increased dramatically and includes sales representatives, television
ads, direct-to-consumer print ads, the Internet, exhibit booths at med-
ical conferences, and dinner meetings for physicians.

background

Pharmaceutical companies have long sent sales representatives to visit
healthcare practitioners to promote their prescription drug products.
During a typical sales call a representative gives a brief presentation,
often referred to as a “detail,” on the promoted product and generally
uses a sales brochure or “detail aid” to illustrate the points that the
company wishes to emphasize. A discussion period normally follows
the representative’s presentation and the representative then answers
the healthcare practitioner’s questions and tries to “close” the sales call
by getting a commitment from the healthcare practitioner to prescribe
the drug more often, or to try the drug, if the healthcare practitioner has
never prescribed it. The representative’s job is to emphasize the ben-
efits of the product for healthcare practitioners and for their patients.

Prior to the 1980s, the pharmaceutical industry directed most of its
promotional attention toward healthcare practitioners in the form of
promotion by sales representatives with supportive detail aids. Things
began to change in the 1980s, however, as consumers became increas-
ingly involved in discussions and decisions about their health and
industry became interested in the concept of advertising directly to
the consumer. This time period marked the beginning of direct-to-
consumer advertising (DTCA, also the subject of the next Chapter (10)
by Meredith Rosenthal and Julie Donohue).

When we look at the evolution of DTCA, it is important to note the
ways in which society was changing and the impact that these changes
may have had on DTCA. Prior to the early 1980s, many pharmacies did
not even put the name of the drug a consumer was taking on the label
of the prescription bottle, a circumstance that made it difficult for con-
sumers to even know what medication they were taking, let alone seek
out additional information about prescription drug products. In fact,
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many earlier references indicate that pharmaceutical manufacturers
and healthcare practitioners were instructed to keep consumers in the
dark about their medications. For instance, there is a passage in a 1938
Federal Register that states that drug labeling is to be written “only in
such medical terms as are not likely to be understood by the ordinary
individual.”3

Consumers today are in a much different position. Now, prescrip-
tions are clearly labeled as to their contents and consumers increas-
ingly seek out additional information about their drug products. As
this trend toward information-seeking on the part of consumers has
increased since the early 1980s, companies have responded in a variety
of ways, including the development of special information sheets about
some of their prescription drug products for consumers, commonly
called “Patient Package Inserts.” The Internet has also come into wide
use and many consumers are using this medium to seek out informa-
tion about their health and prescription drug products. According to
data from research conducted by the Food and Drug Administration
(FDA), the percentage of consumers surveyed that sought information
about prescription drugs from the Internet increased from 18 percent
in 1999 to 38 percent in 2002.4

This growing trend toward information-seeking on the part of con-
sumers is not unrelated to the growth in DTCA. As consumers sought
more and more information about prescription drugs, industry found
it beneficial to promote directly to consumers. The early 1980s saw
the first two advertisements that were directed to the consumer. One
was for a generic version of a prescription arthritic drug and the other
was for a vaccine for pneumonia. Many people were surprised at this
new direction in promotion and concerns were raised that DTCA could
adversely affect public health. Most agreed that not enough was known
about this new means of promotion to make it possible to determine
clearly whether DTCA would be harmful or beneficial for consumers.
As a result of these concerns, Arthur Hull Hayes, then Commissioner
of the FDA, asked industry for a “voluntary moratorium” on DTCA
to allow the agency time to assess the situation. The voluntary mora-
torium was in essence an appeal from the FDA for deliberate restraint
on the part of the pharmaceutical industry in moving forward with
DTCA until the agency was able to assess DTCA’s potential impact on
consumers. After meetings, discussion, and research were conducted



P1: OYK
0521854962c09 CB953-Santoro 0 521 85496 2 September 26, 2005 19:38

156 Thomas Abrams

over a multiyear period, the FDA lifted its request for this voluntary
moratorium in 1985, based upon its stated determination that the reg-
ulations that were already in effect for prescription drug advertising
provided sufficient safeguards to protect consumers. The lifting of the
voluntary moratorium was a significant event in the development of
prescription drug promotion, as companies began running direct-to-
consumer (DTC) print advertisements in consumer magazines for the
first time. DTCA started off slowly, but by the beginning of the 1990s,
it was common to see many DTC ads in consumer magazines.

Following the advent of DTCA in the 1980s, three types of adver-
tisements have been commonly used: full product advertisements;
reminder advertisements; and help-seeking advertisements. Full prod-
uct advertisements state the indication of the drug, generally make
claims about its beneficial properties, and discuss risks associated
with the use of the drug. Reminder advertisements state the name
of the drug but do not make any representations or suggestions about
the drug. Help-seeking advertisements do not discuss or identify spe-
cific drug products but instead present information about a medical
condition such as diabetes and encourage consumers to seek medical
care if they have symptoms of or may be at risk for the condition.

Throughout the 1990s, print DTC advertisements proliferated.
Although the number of full product advertisements in consumer mag-
azines increased significantly in this time period, full product ads were
not placed on television to any large extent. Instead, reminder ads were
being used on television. These ads, which state the name of the drug
and little else, can be a useful way of increasing brand awareness when
directed toward an audience, such as healthcare practitioners, who
already have background knowledge about the drug. However, they
caused confusion among consumers, as many did not have any clear
idea what the drugs being advertised were for. The FDA received com-
plaints from healthcare practitioners and consumers indicating that
reminder ads were counterproductive – consumers would go to their
healthcare professionals to talk about a drug thinking it was for some-
thing very different from the use for which the product was actually
indicated. The reason that reminder ads were used instead of full prod-
uct ads on television was that reminder ads did not have to contain the
“brief summary.” The brief summary is a detailed listing of essentially
all of the adverse information about a drug that is contained in the
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approved product labeling (also called the physician package insert
(PI)). In the print context the requirement to provide the brief sum-
mary is generally fulfilled by including all the risk information from
the PI, usually in small type on the page adjacent to the DTC ad. It
was not clear to industry how they could fulfill, in a television ad, the
requirement for a brief summary, as it is impractical to present all this
information in a broadcast context. Attempting to “scroll” it on tele-
vision could require several minutes and realistically it could not be
read in its entirety.

The regulations provide an alternative to the presentation of the
brief summary in broadcast ads (television, radio, and telephone ads)
known as “adequate provision.” Essentially, to fulfill the “adequate
provision” requirement, an advertisement must provide the audience
viewing the television ad with access to the physician package insert for
additional product information. In providing this access, it is important
that the company advertising its product take into account the wide
range of potential viewers and the differences among these viewers
with respect to privacy concerns, information-seeking behavior (e.g.,
active versus passive), and levels of technological sophistication. In
August of 1997, the FDA issued the draft Consumer-Directed Broad-
cast Advertisements guidance, which provided for the first time guid-
ance on how to fulfill the existing regulatory requirement for adequate
provision. This guidance described a multicomponent approach, con-
sisting of four factors that, if present in a broadcast DTC ad, would
provide adequate access to the PI for the wide range of viewers of
that advertisement. These four factors are (1) a reference to a toll-free
phone number where viewers could obtain the PI; (2) a reference to a
Web site where viewers could obtain the PI; (3) a reference to a cur-
rently running print ad for the drug where viewers could obtain the
brief summary information; and (4) a reference to a healthcare profes-
sional as an additional source of information about the product. This
guidance was finalized in 1999.

Since 1999, FDA has conducted research in the DTCA area, held
public meetings to discuss its research as well as other research that
has been conducted in this area, and reviewed numerous comments
about DTCA to ensure that its policy on regulating DTCA is optimal.

Although there is much attention to and discussion about DTCA,
it is important to note that the overwhelming majority of money spent
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by industry for promotion of prescription drugs is still for promotion
directed to healthcare professionals. Of the $25.6 billion spent in 2003
on promotion of prescription drugs, $22.4 billion, or 87.5 percent, was
spent on promotion to healthcare professionals, whereas $3.2 billion,
or 12.5 percent, was spent on DTC promotion.5

Although the amount spent on DTC is still much less than the
amount spent on promotion directed to healthcare professionals, the
growth in spending on DTC promotion has been greater. DTC expen-
ditures have increased 246 percent from 1998 to 2003, while promotion
directed to healthcare professionals increased 196 percent during the
same period.6

On the healthcare professional side, visits to physicians by pharma-
ceutical sales representatives, such as the hypothetical woman with
the brown “book bag” described at the beginning of this chapter,
remain a major component of promotion. Companies have consis-
tently increased the number of sales representatives they employ dur-
ing recent years. These representatives discuss claims about their drugs
in an effort to persuade doctors to prescribe the drug, and they must
also discuss the risks associated with the use of their drugs. Sales repre-
sentatives usually make sales calls to the same healthcare professional
with regular frequency, generally falling within a four- to eight-week
cycle, but this differs from company to company and from product to
product.

The cartons that the hypothetical representative was taking out of
her briefcase were samples of prescription drugs. Sales representatives
commonly leave samples for healthcare practitioners to give to their
patients so that patients can try a prescription drug before filling a
prescription for the drug. Distribution of drug samples represents an
important part of promotion to industry, which spent $14.8 billion on
this in 2003.7

Companies also have increased the different types of promotional
vehicles they used to deliver their promotional messages to healthcare
professionals, particularly as advances in technology paved the way
for different promotional formats. In addition to sales brochures and
advertisements in medical journals, companies also promote through
computer programs, animated CD-ROMs, and the Internet. They
also use promotional booths in commercial exhibit halls at medical
meetings, dinner meetings for healthcare professionals, promotional
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conferences and audioconferences, and direct mailers. The large vol-
ume of promotion and promotional vehicles is reflected by the number
of promotional pieces submitted to the FDA at the time of their ini-
tial use. Companies submitted more than 38,000 promotional pieces to
FDA in 2003.

regulation of the promotion of prescription drugs

Once one realizes the extent to which prescription drugs are promoted,
one may ask how this promotion is regulated and by whom. Under the
Federal Food, Drug and Cosmetic Act (FDCA), Congress has given
the FDA the authority and responsibility for regulating the promo-
tion of prescription drugs. “Promotion” consists of advertisements and
other promotional material (called “promotional labeling”) dissemi-
nated by or on behalf of the promoted product’s manufacturer, packer,
or distributor. Mostly, this means materials that the product’s company
issues or directly influences. The materials that the FDA has authority
to regulate under the FDCA include promotional pieces

� Printed in magazines, journals or newspapers;
� Broadcast over the television, radio, or telephone;
� Presented on the Internet;
� Produced to promote to healthcare professionals, such as detail aids

used by sales representatives, convention displays, file cards, book-
lets, and videotapes; and

� Produced to promote to consumers and patients, such as brochures,
letters and flyers sent through the mail, videotapes, pharmacy
counter displays, billboards, and patient compliance program
materials.

All prescription drugs have risks associated with their use. The seri-
ousness and frequency of these risks will vary from product to product.
The American public, whether they are consumers or healthcare pro-
fessionals, is entitled to receive a fair and balanced picture of the drug
in promotion; thus, promotional pieces are required to present the
risks of a drug as well as its benefits. The FDA regulates prescription
drug promotion with the goal of protecting and promoting the public
health by ensuring that prescription drug information is truthful, bal-
anced, and accurately communicated. This is accomplished through
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a comprehensive surveillance, enforcement, and education program.
The FDA’s actions and efforts are based on the authority given to the
FDA by the FDCA and its implementing regulations. The regulations
relating to the promotion of prescription drugs can be found in Title 21
of the Code of Federal Regulations.

For prescription drug advertisements sponsored by a product’s man-
ufacturer, these regulations require that the advertisement

� Not be false or misleading;
� Not recommend or suggest any use that is not in the approved prod-

uct labeling;
� Present a fair balance between the risks and benefits of a drug

product;
� Reveal “facts material” in light of representations made by an ad,

or in light of the consequences of using the product as advertised;
and

� Disclose all the risks in an advertised product’s PI, or, for broad-
cast advertisements, either disclose all the risks or disclose infor-
mation relating to “major side effects and contraindications” and
make “adequate provision” for disseminating the PI to the adver-
tisement’s audience.

These regulations also require that advertisements not overstate
the effectiveness or minimize the risks of the prescription drug being
promoted. In addition, all claims made in an advertisement must be
supported by substantial evidence (that is, evidence from adequate
and well-controlled studies by experts qualified by scientific training
and experience to evaluate the safety and effectiveness of the drug
involved) or substantial clinical experience. For example, if a com-
pany wishes to make a claim that its product is more effective than
another product, it must have supporting data from adequate and well-
controlled, head-to-head clinical studies. The information presented in
promotion must also be consistent with the drug’s PI. For example, a
company could not claim that its product reduces total cholesterol by
40 percent if the information in the PI states that it has only been shown
to reduce it by 20 percent.

Promotional labeling for prescription drugs is subject to similar re-
quirements. However, such materials are required to be accompanied



P1: OYK
0521854962c09 CB953-Santoro 0 521 85496 2 September 26, 2005 19:38

The Regulation of Prescription Drug Promotion 161

by the promoted product’s full PI, rather than a “brief summary” of
risk information from the PI.

Under the FDCA, promotional materials that do not comply with
the requirements of the Act and regulations discussed above, whether
they are promotional labeling or advertising pieces, “misbrand” the
drug product. Misbranding a drug is a prohibited act under the FDCA,
and when this occurs, the FDA is empowered to address the violation
in a variety of ways, which are discussed in the section on “Regulatory
Tools.”

Monitoring and Enforcement

Title 21 of the Code of Federal Regulations8 requires that advertise-
ments and other promotional materials be submitted to FDA at the
time they are first disseminated publicly; this is commonly known as
the postmarketing submission requirement. The FDCA generally does
not permit the FDA to require that the content of advertisements be
approved prior to their use,9 except in certain narrow circumstances.
Thus, the FDA’s review of promotional materials is designed to occur
primarily after the materials have appeared in public, and any enforce-
ment action is taken after the materials in question have been used
publicly. Thus, the FDA’s enforcement actions are aimed at stopping
the violative promotion. In some cases, the agency asks companies to
run corrective advertisements or issue corrective letters to remedy mis-
impressions created by false, misleading, or unbalanced promotional
materials.

The FDA receives more than 38,000 promotional pieces annually
in fulfillment of companies’ obligations under the postmarketing sub-
mission requirement. With limited staffing, it is virtually impossible
to review every single piece thoroughly. However, the FDA does flag
certain materials for expedited review. These include the promotional
materials that introduce newly approved products or products with
new indications (“launch materials”), the materials for products with
significant risks, and TV or radio advertisements. Similarly, if these
materials are found to be in violation of the FDCA and its implement-
ing regulations, enforcement action is expedited.

In addition to the above materials, FDA also routinely reviews pro-
motional materials that are the subject of complaints received from
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competing companies, healthcare practitioners, or consumers. FDA
also monitors commercial exhibit halls at medical meetings as well as
promotional audioconferences, Internet Web sites, and other evolving
technology.

Regulatory Tools

When a promotional piece that has been used publicly is found to be
in violation of the FDCA and its implementing regulations, the FDA
has a variety of enforcement options it can use to address the violation,
including the following:

� Untitled letters – these are essentially notices of violations issued to
companies by the FDA in letter form that inform the company that
it has violated the FDCA and request that the company discontinue
the violative materials and all materials with the same or similar
violations.

� Warning letters – these are letters issued to companies for more
serious violations, such as those posing serious health risks to the
public or those that represent repeated violations by the company.
In addition to requesting that the violative materials be discontin-
ued, the FDA generally asks companies to disseminate corrective
messages to the audience that received the violative message.

� Injunctions and consent decrees.
� Referrals for criminal investigation.
� Seizure of the drug product.

Recent Actions by the FDA

The most common violations that the FDA observes in promotional
pieces include minimization or omission of risk information, overstate-
ment of effectiveness or safety, misleading comparative claims, and
promotion for uses that are not in the product labeling. Below are
examples of these commonly seen violations from three recent warn-
ing letters issued by the DDMAC.10

OxyContin (Oxycodone HCl Controlled Release) Tablets. This drug is
an extended release form of an opioid used for the treatment of mod-
erate to severe pain when a continuous around-the-clock analgesic is
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needed for an extended period of time. OxyContin is a Schedule II con-
trolled substance (heavily regulated by the Drug Enforcement Agency)
because it has an abuse liability similar to that of morphine and other
opioids, both legal and illicit. There are serious risks associated with
the use of OxyContin, including potentially fatal respiratory depres-
sion. Therefore, there are important limitations on its indicated uses.
In the warning letter, the FDA objected to advertisements in medi-
cal journals for the drug that minimized or omitted risks associated
with OxyContin and also suggested uses that were not in the PI. For
example, the body of the advertisements contained prominent claims
of effectiveness but omitted serious and potentially fatal risks asso-
ciated with the use of the drug. Following the issuance of the warn-
ing letter, the company discontinued the misleading promotion and,
as requested by the FDA, ran remedial ads to correct the mislead-
ing messages in subsequent issues of the same journals that ran the
violative ads.

MUSE (Alprostadil) Urethral Suppository. This drug is indicated for
the treatment of erectile dysfunction. MUSE is associated with risks
of low blood pressure and fainting. The product’s labeling also states
that MUSE should not be used in men for whom sexual activity is
inadvisable due to heart problems. In the warning letter, the FDA
objected to promotional information on the company’s Web site and
a DTC television advertisement that omitted or minimized these
important risks of the product and made unsupported effectiveness
claims. For example, the television ad did not disclose the fact that
MUSE is not to be used in men for whom sexual activity is inad-
visable due to heart problems, and failed to convey the warning
associated with the drug regarding low blood pressure and faint-
ing. The television ad also made unsupported claims that implied
that MUSE is superior to other products used to treat erectile dys-
function. For example, the spokesman in the ad claimed, “Just like
you, I’ve tried many products. Nothing worked for me until I tried
MUSE.” The warning letter resulted in the discontinuation of the
television ad and the promotional material on the Web site. The
company also ran a remedial advertisement on television and reme-
dial messages on its Web site to correct the misleading promotional
messages.
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Prograf (Tacrolimus Capsules and Injections). This drug is indicated
for the prophylaxis of organ rejection in patients receiving certain liver
and kidney transplants. Patients on Prograf have an increased suscepti-
bility to infection and use of the drug may result in the development of
lymphoma. These serious risk concepts are conveyed in a boxed warn-
ing in the drug’s PI. The product’s PI also contains warnings about
the risk of diabetes in patients given the drug. In the warning letter,
the FDA objected to a medical journal advertisement as lacking suffi-
cient information about the serious risks of the drug in the body of the
advertisement, such as the seriousness of the increased susceptibility to
infection, possible development of lymphoma, and risk of diabetes. The
warning letter resulted in the discontinuation of the misleading pro-
motion. The company ran remedial advertisements in medical journals
to correct the messages from this misleading promotion.

Comments on Proposed Promotional Materials

In addition to monitoring promotional materials that are in the pub-
lic domain, the FDA also provides comments on proposed materials
before the materials go into use, when requested to do so by companies
and in certain other circumstances.

Accelerated Approval Products. Promotional materials for drugs ap-
proved under subparts H and I of Part 314 of Title 21 of the Code
of Federal Regulations11 and subpart E of Part 601 of Title 21 of
the Federal Regulations12 have special submission requirements. For
these products, companies must submit to the FDA for consideration
during the preapproval review period copies of all the promotional
materials that they intend to disseminate or publish within the first
four months following marketing approval of the drug.13 After the first
four months, companies must submit all materials they intend to use
at least thirty days prior to the intended time of public use. The FDA
reviews all materials submitted pursuant to these regulatory require-
ments. The FDA’s review of these promotional materials is especially
important because drugs approved pursuant to subpart E and sub-
parts H and I have been approved on the basis of a different standard
of evidence than that typically applied to new drug applications, are for
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especially serious illnesses, or may pose significant risks to patients. It is
particularly important that their promotional materials communicate
the sensitive balance between the risks and benefits of these drugs.

Introductory Campaigns. Companies typically design extensive pro-
motional campaigns to introduce newly approved drugs into the mar-
ketplace. With the exception of drugs approved under subpart E and
subparts H and I (see above) and other limited circumstances, compa-
nies are not required to submit their promotional materials to the FDA
prior to using them. Nonetheless, many companies ask the FDA to
review their introductory materials before these materials are used to
introduce (launch) their newly approved drugs into the marketplace.
The FDA’s promotional regulations provide that any advertisement
may be submitted to the FDA prior to publication for comment.14 The
FDA carefully reviews these proposed materials to ensure that the first
impressions that healthcare practitioners and consumers get about the
new product are accurate and balanced.

Direct-to-Consumer Promotion. As discussed above, in recent years,
companies have substantially increased the amount of DTC promotion
of prescription drugs. The FDA is responsible for ensuring that the
regulations requiring accurate and balanced promotion are applied to
consumer-directed pieces as well as to those directed to healthcare
professionals.

As discussed earlier, DTC promotion encompasses a variety of
materials, including broadcast and print ads, direct-mail letters and
flyers, pharmacy counter displays, and other materials. The impact of
television and radio ads can be especially significant because of the
large number of people who can be exposed to such campaigns. At least
partly because of the potential cost to sponsors should they be asked
to “pull” television ads that are deemed violative, companies often
voluntarily seek comment from the FDA prior to running broadcast
ads for many of their planned broadcast campaigns. This reduces the
likelihood that they will be subject to an enforcement action. Because
of the potential impact of broadcast campaigns on public health, the
FDA reviews proposed broadcast ads promptly and ensures that they
are compliant with the FDCA and its implementing regulations.
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Guidance Development

In addition to providing comments on proposed promotional materi-
als and its monitoring and enforcement program, the FDA also acts
to fulfill its obligations under the FDCA by articulating its positions
on important issues in the area of prescription drug promotion in
guidance documents. Guidance documents do not create new rules
or obligations, but rather articulate the FDA’s current thinking on and
interpretations of compliance with existing rules, facilitating voluntar-
ily compliance by industry with the FDCA and regulations. When the
FDA initially issues guidances, it issues them in draft form to provide
an opportunity for industry and the public to comment on them. The
FDA then reviews the comments that are submitted about draft guid-
ances and carefully considers them when finalizing the guidance. This
process often results in revisions to the draft before the guidance is
finalized.

Recent FDA Guidances

Two draft guidances issued in 2004 are entitled Brief Summary: Dis-
closing Risk Information in Consumer-Directed Print Advertisements
(“brief summary” draft guidance)15 and “Help-Seeking” and Other
Disease Awareness Communications by or on Behalf of Drug and
Device Firms (“help-seeking” draft guidance).16

The brief summary draft guidance addresses the presentation of risk
information on the “brief summary” page that typically appears adja-
cent to the DTC ad. Data from research conducted by the FDA illus-
trates the importance of this information to consumers, indicating that
a large percentage of consumers read most or all of the brief summary
when they are interested in the drug. Unfortunately, the information is
usually presented in small type size, clustered in large paragraphs that
make it difficult to read, and is generally presented in medical termi-
nology that is difficult for readers without a medical background to
understand. There have been many comments about the difficulty
that consumers encounter when reading the brief summaries in print
DTC ads and suggestions that this information should be presented
in a manner that would make it more consumer-friendly. This draft
guidance offers alternative ways in which the FDA believes compa-
nies can more usefully present this information for consumers. The
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FDA is optimistic that this guidance will result in a shift toward more
useful presentations of the brief summary information.

There are many serious medical conditions that are underdiag-
nosed and undertreated in the United States. Medical conditions such
as hypertension, diabetes, hyperlipidemia, and osteoporosis can have
devastating health consequences if they go untreated, yet many individ-
uals do not get timely medical attention for these conditions. The help-
seeking draft guidance encourages efforts to educate consumers and
healthcare practitioners about medical conditions, particularly condi-
tions that are serious and undertreated. Help-seeking or disease aware-
ness communications do not discuss or identify specific drug products
but instead present information about a medical condition and either
encourage consumers to seek medical care if they have symptoms of
the condition or encourage healthcare professionals to be aware of and
treat the condition. These materials are not branded, in that they do
not name a drug or make representations or suggestions about a drug,
and therefore are not considered to be promotional materials for a
particular drug. Thus, the FDA typically does not regulate this form of
communication. In its draft guidance, the FDA describes the criteria
it applies in determining whether a communication is a help-seeking
or disease awareness communication and also describes the circum-
stances under which it would regulate company communications that
contain information about medical conditions as branded promotional
materials. The guidance also contains recommendations for the content
of these communications that are aimed at making them as informative
as possible.

conclusion

Prescription drug promotion comes in a wide range of forms and
reaches a wide range of audiences, as discussed throughout this chap-
ter. The importance of promotional communications to the prescrip-
tion drug industry is illustrated by the amount of and escalation in
expenditures on this form of communication and by the continuous
evolution of new promotional vehicles to reach broader audiences.

As part of its overall mission to protect the public health, the FDA
uses the powers allocated to it by Congress to regulate prescription
drug promotion. As this form of promotion has developed, the FDA
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has made use of the variety of tools available to it – including its
monitoring and surveillance programs, enforcement actions, advisory
comments, and guidance documents – to communicate with industry
and the public and to enforce the applicable statutory and regulatory
provisions. As this field continues to evolve, the FDA will work to fulfill
its public health mission by keeping abreast of new developments and
working to ensure that prescription drug promotion provides accurate
and balanced information to the American public.
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Direct-to-Consumer Advertising of Prescription Drugs

A Policy Dilemma

Meredith B. Rosenthal and Julie M. Donohue

introduction

In the United States, the rapid rise of prescription drug spending, cou-
pled with exorbitant prices for new drugs have generated concern over
the value and sustainability of the level of pharmaceutical spending. In
the midst of this period of rapid spending growth, in which prescrip-
tion drugs outpaced all other components of personal health spending,
another highly visible trend has emerged: prescription drug advertis-
ing (see Figure 10.1). Many believe that the simultaneous burgeoning
of prescription drug advertising and sales of high-priced drugs is more
than coincidence and is cause for alarm.1

Proponents of direct-to-consumer advertising (DTCA) claim that
it may increase awareness and/or reduce the stigma associated with
seeking care (in the case of mental health problems and sexually trans-
mitted diseases, in particular), both of which may yield substantial
gains in health.2 Further, advocates of DTCA argue that advertising
may improve adherence to medication therapy for chronic conditions.
Opponents of DTCA argue that the informational content of adver-
tisements and the types of drugs that are advertised make it highly
unlikely that public health has benefited, whereas spending has surely
increased.3 This perception is no doubt influenced by the high visibil-
ity of national broadcast advertising campaigns and the prevalence of
lifestyle drugs such as Viagra and Levitra among the advertised drugs.4

From a public health perspective, concerns about DTCA have
focused on three potential types of negative effects. First, DTCA may
lead to inappropriate treatment of patients. That is, patients will receive

169
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Figure 10.1. U.S. Pharmaceutical Industry Spending on DTCA 1994–2001 by
Media Type. Source: IMS Health.

prescription drugs that pose more adverse risks than expected health
benefits. Second, patients will receive therapies valued at less than the
total cost of the treatment. The third concern is that direct marketing
of prescription drugs will have a negative effect on physician–patient
relations, which in turn will have a negative effect on health. In this
chapter, we briefly discuss some of the important factors driving the
increase in spending on DTCA. We then review the evidence on the
effects of DTCA and draw inferences about the empirical realities as
they relate to the concerns outlined above. Based on our conclusions we
suggest several directions for policy in the era of consumer marketing
of prescription drugs. Our recommendations seek a balance between
efforts to inform consumers about health conditions and treatment on
the one hand with the need to reduce inappropriate use and spending
on the other.

factors behind the rise in dtca

A confluence of events in the 1990s, including the clarification of FDA
rules regarding broadcast advertising of prescription drugs, the intro-
duction of more consumer-oriented pharmaceutical products, and the
trend toward consumerism in healthcare led pharmaceutical manufac-
turers to invest in consumer-directed marketing strategies.

In 1997, the U.S. Food and Drug Administration (FDA) clarified its
policy regarding risk disclosure in broadcast advertisements for pre-
scription drugs. This policy change made advertising prescription drugs
on television more feasible and almost certainly contributed to the sig-
nificant increase in spending on DTCA. Unlike advertisements for
other products, prescription drug ads that provide the name of the
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product and its therapeutic indication are required to disclose infor-
mation on the major risks associated with use of the drug. The reg-
ulations promulgated in the 1960s for physician-directed advertising
and later applied to DTCA required “information in brief summary
relating to side effects, contraindications, and effectiveness” or “ade-
quate provision” of the full product label. These rules served as a de
facto barrier to broadcast advertisements that mentioned the name
of the drug and the condition it was meant to treat because it was
costly to air the entire brief summary on television. Moreover, the
meaning of “adequate provision” of the product label was unclear.5 In
August 1997, the FDA clarified that manufacturers could make ade-
quate provision for the dissemination of the approved product label,
and all of the information on a drug’s use, risks, and benefits contained
therein, by referring consumers to a toll-free number, a Web site, a print
advertisement, and their physician in the context of the broadcast ad
(21 C.F.R. 202.1 (2000)).

The increased use of DTCA was also related to changes in the types
of pharmaceutical products being introduced. Several pharmaceutical
products introduced in the 1990s were focused more on quality-of-life
issues than on reducing morbidity or mortality. For instance, DTCA
was used to create a market for Rogaine in the late 1980s. Male pat-
tern baldness was not considered a “disease” and it would have been
difficult for Rogaine’s manufacturer, Upjohn, to convince physicians
to initiate a discussion with their male patients about a cosmetic prod-
uct through traditional forms of promotion such as detailing (one-on-
one visits from a pharmaceutical sales representative to a physician).6

Consumer-directed advertising campaigns have been used to create
markets for new products and to expand existing markets as in the
case of treatments for undertreated illnesses such as hyperlipidemia
(high cholesterol) and depression.

In launching DTCA campaigns, pharmaceutical firms also capital-
ized on a significant cultural change in the healthcare system that
accumulated momentum in the 1990s, one that emphasized the con-
sumer’s role in medical decision-making. Consumer involvement in
healthcare – critical to the financial success of pharmaceutical advertis-
ing campaigns – was on the rise. The consumer movement in healthcare
has been characterized by efforts to expand the legal rights of patients7

and to make physician practice styles more “patient-centered.”8
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Dramatic advances in information technology, specifically the wide
availability of health information on the Internet, have contributed
to more consumer involvement in medical decision-making. DTCA
of prescription drugs is a highly visible symbol of the trend toward
consumer-oriented medicine. The very existence of pharmaceutical
products that are designed to improve the quality of life rather than
to treat disease, and that require patients to self-diagnose, signals the
consumer’s increasing importance in medical care.

effects of dtca

The forces that led to the rise of DTCA are complex and intertwined.
They include both underlying changes in consumer demand and efforts
by the industry to create new markets and increase profits. Not sur-
prisingly in this context, the pattern of effects generated by DTCA
is also difficult to disentangle. A range of research designs have been
employed to study the effects of DTCA, including surveys of con-
sumers and physicians and economic analyses of pharmaceutical adver-
tising and sales. Little experimental evidence exists on the effects of
DTCA. We rely instead on a review of the quasi-experimental and sur-
vey literature to get a handle on the economic and clinical effects of
DTCA. Consumer surveys have asked respondents to report on their
exposure to advertising as well as visits to physicians, requests for pre-
scription drugs, adherence to medication therapy, and other outcomes.
Other analytical approaches have sought to link spending on DTCA
with trends in aggregate pharmaceutical sales or treatment patterns
observed at the individual level in insurance claims or in large national
survey databases. In some areas of the literature, a consistent picture
emerges of the effects of DTCA, whereas in other areas the evidence
is either absent or mixed. Because of the difficulties in drawing causal
inferences from the available studies, many of the findings discussed
below are merely suggestive.

To shed light on the concerns about DTCA mentioned earlier –
that DTCA may lead to overuse of prescription drugs resulting either
in unnecessary harm or spending or both, and that DTCA nega-
tively impacts the physician–patient relationship – we review stud-
ies that seek to answer the following questions. First, does DTCA
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expand treatment for certain conditions? Second, does DTCA affect
appropriateness of treatment received? Third, does DTCA influence
treatment choice? And fourth, does DTCA have educational value for
consumers?

Does DTCA Expand Treatment?

DTCA and Prescription Drug Sales. Understanding the relationship
between DTCA and prescription drug sales is an important prelimi-
nary step in understanding the effects of advertising on public health.
For instance, studies showing that advertising resulted primarily in
“business stealing,” an increase in one brand’s market share over its
competitors, would challenge the argument that DTCA expands treat-
ment for underdiagnosed conditions. Several studies have examined
the relationship between DTCA and pharmaceutical sales. The weight
of evidence to date suggests that DTCA has a significant impact on total
class sales but little influence over individual product market share. A
recent study of the impact of DTCA on aggregate sales of prescription
drugs in five therapeutic classes with high DTCA expenditures found
that although DTCA was associated with an increase in sales to the
therapeutic class as a whole, it had no impact on market share.9 Stud-
ies of marketing in the H2-antagonist and nonsedating antihistamine
classes suggest that DTCA has a very small impact on market share
relative to the effect of physician-directed marketing efforts.10 These
studies used aggregate data on sales and marketing and thus did not
take into account the effects of individual characteristics on demand
for prescription drugs. These studies also relied on aggregate measures
of price and therefore did not account for the enormous variation in
prices of prescription drugs across different types of consumers or for
the presence of insurance.11

Consumer Surveys. Findings from consumer surveys are consistent
with those of the economic analyses. Surveys suggest that DTCA
motivates people to discuss previously untreated conditions with their
physicians. According to several national consumer surveys, awareness
of prescription drug ads is high and a substantial number of consumers
have talked with their physicians about a condition as a result of seeing
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Figure 10.2. DTCA and Consumer Choices. Source: Prevention Survey.

an ad. The percentage of consumers who reported seeing any ad for a
prescription drug increased from 63 percent in 1997 to 85 percent in
2002. And when consumers are provided a list of drugs that have been
advertised, 98 percent say they have seen an ad for at least one of the
products mentioned.12

In 2002, 32 percent of consumers who had seen an ad for a pre-
scription drug talked to their physician about the medicine (see Fig-
ure 10.2).13 Roughly half of consumers who talk to their physicians
about a drug they have seen advertised are seeking treatment for the
condition for the first time.14 The proportion of consumers who talk to
their doctors about a drug they have seen advertised has remained
remarkably stable since 1997 in spite of the fact that spending on
DTCA more than doubled over the same time period.15 Of con-
sumers who saw an ad and talked to their doctors, 27 percent (or
about 8 percent of the total) asked their doctors for a prescription.16

The proportion of consumers who have asked for a prescription has
also remained virtually unchanged since 1997 when the first national
consumer survey was conducted on DTCA. Of those consumers who
specifically asked their physicians for a prescription as a result of seeing
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an ad, 69 percent (or about 5 percent of the total) had their requests
honored.

DTCA and Visits to Physician. Another way to measure the impact
of DTCA is to examine whether there has been an increase in physi-
cian visits and diagnoses for conditions for which prescription drugs
are advertised. Zachry et al. found that DTCA was associated with an
increase in diagnoses of some conditions but not others.17 The time
period for this analysis ended in 1997, before the upsurge in spend-
ing on DTCA. Using data from 1994 through 2000 and controlling
for trends in the treatment of high cholesterol, Iizuka and Jin found
that DTCA for antilipemics increased the number of outpatient visits
for hyperlipidemia.18 Taken together, these studies suggest that DTCA
increases the proportion of individuals treated for some conditions. The
important question is whether the new treatment represents appropri-
ate use or overuse of these medications.

Does DTCA Affect Appropriateness of Medication Use?

The effect of advertising on appropriate use of medications is among
the most difficult to measure. One of the primary concerns about
DTCA is that it will lead to overuse of the advertised drugs relative to
less expensive therapies or lifestyle changes. A recent national survey
of physicians indicates that roughly four out of five physicians think
DTCA encourages patients to seek treatments they do not need.19

Three methodological challenges exist to understanding the relation-
ship between DTCA and the appropriate use of medicines. First, some
conditions for which drugs are advertised lack clear guidelines for
appropriate use versus overuse or misuse. Second, the extent to which
practice guidelines or other quality-of-care benchmarks are met cannot
always be measured with existing data. Third, it is often difficult to iso-
late the effect of advertising on quality of care among many competing
factors.

A few studies have sought to overcome these methodological
challenges. A 2002 study by Teleki examined the relationship be-
tween exposure to DTCA and inappropriate prescriptions for Cox-2
inhibitors.20 She found that those who had seen an ad and talked to
their doctors were eleven times more likely to meet her definition of
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inappropriate use than those who had seen an ad and not talked to
their doctors. Other studies have linked temporal variation in spend-
ing on DTCA with appropriate use of advertised medications. Dubois
examined whether the relative proportion of appropriate use and mis-
use of lipid-lowering therapies changed between 1997 and 1999, a
period with high spending on DTCA for these medications.21 The
authors found that despite the 60 percent increase in the number
of individuals treated with lipid-lowering medications, there was no
change in the rate of appropriate use over the time period. This study
was not, however, directly able to relate changes in advertising spend-
ing with the distribution of individuals treated for high cholesterol
across risks groups. Donohue et al. examined the effect of DTCA
spending for antidepressants on the likelihood that someone diag-
nosed with depression received medication therapy.22 The authors
found that individuals diagnosed following periods of high advertising
spending were more likely to fill a prescription for an antidepressant
than those diagnosed following periods of low advertising spending.
Further research is needed on the impact of DTCA on appropriate
use of medicines. Because of the methodological challenges outlined
above, these findings are merely suggestive.

Does DTCA Affect Treatment Choice?

One of the concerns about DTCA is its effect on the doctor–patient
relationship, specifically, that physicians feel pressured to prescribe
treatments they would not otherwise recommend to accommodate the
wishes of patients who have seen DTC advertisements. According to a
survey conducted by the FDA, 22 percent of general practitioners and
13 percent of specialists surveyed indicated that they felt “somewhat”
or “very” pressured to prescribe drugs to their patients who had seen
DTC advertisements.23 Consumer surveys indicate that over 70 percent
of consumers who request a specific brand of medication as a result
of seeing an ad have their requests honored.24 Due to the lack of a
control group, these surveys cannot, however, tell us what would have
happened in the absence of advertising.

Another way to shed light on the effect of advertising on the
doctor–patient relationship and on physician prescribing behavior is to
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examine the impact of DTCA on treatment choice. The available stud-
ies show that DTCA has a very small effect on treatment choice.
Wosinska found that advertising for cholesterol-lowering drugs had
a small positive impact on drug choice, but only for drugs with a pre-
ferred status in the health plan’s formulary.25 In addition, the 2002
study found that detailing has a much more significant effect on drug
choice than does DTCA. Similarly, using aggregate data on pharma-
ceutical promotional spending and individual-level insurance claims
data from Medstat’s MarketScan database, Donohue and Berndt found
that DTCA had little effect on choice of medication in the antidepres-
sant market.26 On the other hand, detailing for antidepressants had a
substantial impact on medication choice even several years after the
introduction of some of the drugs in the class. In addition, using data
from the National Ambulatory Medical Care Survey and Competitive
Media Reporting data on DTCA spending, Iizuka and Jin found that
DTCA had no effect on physician’s choice of medication.27

Does DTCA Improve Adherence to Medication Therapy?

Proponents of DTCA often claim that advertising has the potential to
improve adherence to medication therapy, which for chronic conditions
such as diabetes, depression, and hyperlipidemia is a significant public
health problem. Consumer surveys suggest that advertising makes peo-
ple more compliant with medication therapy.28 Similarly, many physi-
cians, when surveyed, agree that DTCA encourages patients to follow
the treatments recommended by their physicians.29

The few studies that examined the relationship between DTCA and
adherence directly pointed to a statistically significant but clinically
insignificant positive effect of advertising on adherence to medica-
tion therapy. Wosinska found that advertising for medications used
to treat hyperlipidemia reduced gaps between prescriptions by about
one day.30 Donohue et al. found that DTCA for antidepressants at
the class level slightly increased the probability that an individual with
depression received medication treatment for an appropriate duration
of time.31 DTCA could be related to improved adherence by way of
selecting a more adherent patient population or reminding patients
to take their medication and/or refill their prescriptions. Patients who
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initiate conversations with physicians about a medicine they have seen
advertised may also be more likely to adhere to the treatment regimen
if they are better informed about a drug’s use, benefits, and risks.

Does DTCA Improve Consumers’ Understanding
of Conditions and Treatments?

The educational value of DTC ads has been evaluated by a number
of studies. Expert review of the content of DTC ads has found that
related health information about risk factors, prevention, and alterna-
tive therapies is mostly lacking.32

Both physicians and consumers report that the informational con-
tent of advertising is insufficient and that the benefit/risk ratio of a
drug is not accurately portrayed in DTC ads. Weissman and colleagues
find that although 73.5 percent of physicians agree that DTCA helps
to educate and inform patients about treatments available to them,
an even greater proportion (82 percent) agree that prescription drug
advertising does not provide information on medications in a balanced
manner.33 Similarly, in a survey conducted by the FDA, 75 percent of
general practitioners reported that prescription drug ads exaggerate
the benefits of the medications advertised.34

Consumer surveys have also been used to gauge consumer under-
standing of the health conditions described in the ads, risks and benefits
of the advertised product, and perceptions about the nature and value
of advertising itself. Findings from these studies suggest that DTCA is
not an important source of detailed public health information. Experi-
mental evidence suggests that although prescription drug ads are good
at communicating the name of a drug and its indication, they do not
communicate risk information in a way that aids consumers.35 Infor-
mation about a drug’s benefits is seldom quantified in DTC ads, leaving
consumers to believe that the advertised drug is effective in all cases.
One experiment showed that when consumers are given more detailed
information about a drug’s benefits than is typically provided in DTC
ads, they are less likely to rate the drug as highly effective.36 In addition,
consumers appear to misunderstand the extent to which advertising is
regulated by the FDA. For example, one study reported that 22 per-
cent of consumers agreed that advertising of drugs with serious side
effects had been banned.37 Moreover, surveys indicate that the brief
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summary, the chief mechanism for communicating information about
a drug’s use and risks, is seldom read by consumers.38

lessons from the literature

Thus far, the scientific literature has yielded only indirect evidence on
the positive or negative effects of DTCA on public health and wel-
fare. Evidence suggests that DTCA increases demand for prescription
drugs, resulting in an increase in the total size of the market. To date,
no published analysis has established whether DTCA stimulates new
use that is primarily appropriate and cost-effective or the opposite. It is
important to shed light on whether advertising affects the appropriate
use of medicines given the evidence that DTC ads are not effective
at providing risk information to consumers. The methodological chal-
lenges to conducting a study on the impact of DTCA on appropriate-
ness are substantial. Thus, any policy or regulatory approach related
to DTCA must account for the uncertainty that exists about the extent
of both positive and negative effects.

could dtca improve public health under
any circumstances?

Given the lack of definitive data on the net effect of DTCA, it seems
important to ask whether we can rule out the possibility that DTCA, in
conjunction with some set of regulatory policies, might have a positive
effect on public health. Some groups have called for stricter limits or a
ban on DTC advertising. Yet a ban might either raise or lower consumer
welfare, depending upon the relative magnitudes of the public health
benefits and the costs generated by advertising.

The first point to make is that pharmaceutical companies are con-
cerned primarily with maximizing profits, and undertake advertising
as part of a strategy to do so. Thus, advertising is intended to increase
profits, not public health. The literature on the value of advertising con-
tent as public health education also confirms that advertising should
not be confused with complete and unbiased health information.

Nonetheless, in considering the potential impact of DTCA, it is
important to bear in mind that prescription drugs are different from
other goods. The key difference of course is that a doctor or other
licensed prescriber must participate in the purchasing decision. Thus,
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to conclude that because advertisements do not contain full or accu-
rate information, DTCA can only induce the inappropriate use of
drugs is to suggest that physician act as poor agents for their patients.
Whereas studies have indicated that physicians sometimes prescribe
unnecessary medications in response to patient requests, and in other
cases are themselves misinformed by pharmaceutical company pro-
motional activity,39 neither situation is likely to occur in the majority
of instances. Doctors thus stand at least a modest chance of helping
consumers to process the information or misinformation they receive
through advertising and ensuring that prescriptions are made appro-
priately. Moreover, surveys have shown that doctors view as construc-
tive the discussions that result from patients mentioning advertise-
ments they have seen.40 It does not seem unrealistic to believe then
that, however accidentally, DTCA could have a salutary effect even if
advertisements are misleading and factually incorrect, simply by cre-
ating an opportunity for discourse with a physician. Examples that
are often cited in this type of argument are advertisements for antide-
pressants and cholesterol-lowering drugs, which treat conditions that
are believed to be “undertreated” relative to the social optimum. It
would be naı̈ve to suggest that only appropriate treatment results from
DTCA; however, physicians can and likely do improve the outcome
that is implied by a model in which consumers use only the information
they receive from advertisements to make a decision about what drug
to take.

In addition to physicians, health plans influence the drugs that con-
sumers actually receive after asking doctors about an advertised drug.
In particular, the empirical literature suggests that the formulary status
of an advertised drug is an important determinant of the responsiveness
of demand to advertising.41 These findings suggest that gains from get-
ting consumers to talk to their doctors about the conditions described
in drug advertisements may be decoupled from the negative effects of
advertising in terms of low-value or inappropriate treatments.

policy alternatives

Given that DTCA may have positive effects through engaging con-
sumers in appropriate help-seeking behavior, it is worth considering
policies that are less blunt than an all-out ban. Policy alternatives
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should be targeted at retaining the benefits from DTCA that relate
to getting consumers to talk to their physicians about serious, under-
treated conditions, while better matching patients to the most cost-
effective interventions. Inappropriate or low-value prescription drug
treatments may result from DTCA for one or both of the following rea-
sons. First, physicians may acquiesce to the demands of misinformed
patients or be misinformed themselves about the true net benefits
of the drug, and second, consumers and/or their physicians may be
shielded from the social costs of drugs by financing arrangements. Thus,
three possible routes to limiting the negative impacts of DTCA are to
(1) make physicians better agents for their patients and the public
health, (2) improve the information that patients receive about both
advertised and unadvertised treatments and the related health condi-
tions, and (3) alter financing arrangements to reduce consumer and
physician moral hazard.

Regulating Physician Promotion and Academic Detailing

Pharmaceutical marketing to physicians is still the principal way that
the pharmaceutical industry promotes its products.42 Physician detail-
ing and the distribution of free samples, in particular, constitute a large
part of the marketing budget for pharmaceutical firms. Unfortunately,
physicians appear to rely too much on the information and advice
offered by representatives of individual firms in forming opinions about
the relative effectiveness of alternative drugs.43 This influence is of par-
ticular concern in light of recent court cases relating to inappropriate
financial inducements offered by particular companies to physicians
in return for market share. Tighter regulation of physician promotion
should thus be a high priority for FDA policy in this area. In addition,
private actors such as hospitals and physician group practice associa-
tions could take a more assertive role in controlling physicians’ contact
with pharmaceutical sales representatives.

Studies have shown that “academic detailing” of physicians can be
an effective means of improving evidence-based prescribing.44 Aca-
demic detailing uses the same face-to-face methods as the industry
to educate physicians about cost-effective treatment alternatives. The
Centers for Medicare and Medicaid Services are considering a substan-
tial investment in academic detailing to improve quality prescribing
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in conjunction with the implementation of the Medicare prescription
drug benefit. Similarly, some delivery systems have undertaken sam-
pling of generics with the goal of encouraging the use of low-cost alter-
natives.

Improving Available Information on Treatment Risks and Benefits

The first way to improve the information that patients receive about
prescription drug therapy would be to allow DTCA, but improve upon
the regulatory system currently in place to monitor prescription drug
promotion. This would require more extensive review of the content
of advertisements (ideally both those aimed at consumers and physi-
cians) and more serious consequences for noncompliance (i.e., substan-
tial fines or corrective letters to physicians). Such a regulatory system
would require substantial public monies and may not be politically
feasible in some countries.45

Alternatively, a public information campaign could be aimed at con-
sumers, physicians, or both. Such a campaign could provide consumers
and their providers with information on the comparative effective-
ness and costs of medications to facilitate better purchasing decisions.
One way in which such a policy might be economically feasible would
be to use DTCA to finance a parallel public health campaign using
the model of the Fairness Doctrine. The Fairness Doctrine, which was
in place in the United States from 1967 until 1971, mandated tobacco
counteradvertising in proportion to cigarette advertising on television,
thus essentially requiring that the industry support the public health
counteradvertising. Notably, some have claimed that the net impact of
the subsequent ban on television advertising of cigarettes was to raise
consumption, because it also eliminated the counteradvertising.46

Altering Financing Arrangements for Advertised Drugs

Another way to mitigate the potential for DTCA to lead to inappro-
priate medication use is to alter financing arrangements for consumers
and physicians. For example, advertised brands of low value could be
subject to additional cost-sharing (as in a tiered formulary or reference
pricing scheme) or not covered if indeed they provide little benefit rela-
tive to alternatives. In the United States, many private health plans have
taken this tack, with some evidence of success.47 Similarly, physician



P1: OYK
0521854962c10 CB953-Santoro 0 521 85496 2 September 26, 2005 13:58

Direct-to-Consumer Advertising of Prescription Drugs 183

reimbursement might be tied in part to cost-effective prescribing or
controlling spending on pharmaceuticals.

DTCA of prescription drugs has generated a great deal of contro-
versy, in part because of its contemporaneous rise with national spend-
ing trends. Some policy makers and consumer advocates are concerned
that wasteful and inappropriate utilization may occur if consumers
respond to the simplistic and incomplete health messages that these
advertisements deliver. The empirical evidence suggests, however, that
the demand response to DTCA can be moderated by consumer cost-
sharing and the formulary status of drugs as well as by physician prefer-
ences. In addition, there appears to be a potentially substantial benefit
from DTCA in encouraging consumers with undertreated conditions
to self-identify and play a more active role in decision making with their
doctors. Further research is needed to understand better the patterns of
both inappropriate and beneficial prescribing that result from DTCA,
as well as their relative magnitudes in different therapeutic classes.
Given the likelihood that research will find both substantial costs and
benefits to DTCA of prescription drugs, policy strategies should be suf-
ficiently nuanced to target wasteful demand creation while preserving
public health benefits.
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Off-Label Communications and
Prescription Drugs

Scott D. Danzis∗

The Federal Food, Drug, and Cosmetic Act (FDCA) prohibits phar-
maceutical manufacturers from promoting their products for uses that
have not been approved by the federal Food and Drug Administration
(FDA). Manufacturers must prove, by a rigorous evidentiary standard,
that drugs are safe and effective for each use for which a drug is pro-
moted. If a manufacturer promotes a product for a use that is not
approved by FDA, and thus inconsistent with a product’s approved
label, the promotion is referred to as “off-label” promotion.

Policing off-label promotion is one of the key facets of the FDA’s
regulation of prescription drug marketing. The agency requires, more-
over, that all promotional messages contain “fair balance,” including
safety information and relevant warnings about the drug product. In
this way, the FDA encourages the dissemination of accurate and com-
plete information about approved uses for prescription drugs.

But over the past several years, two developments have emerged
with respect to off-label communications about prescription drugs.
First, there has been a burgeoning recognition that the FDA’s authority
to regulate communications about prescription drugs is not just limited
by the authority granted by Congress in the FDCA, but restricted by
the free speech principles of the First Amendment. A series of judicial
decisions have held that the free speech protections afforded by the
First Amendment apply to communications about products regulated

∗ Mr. Danzis is an attorney at the law firm of Covington & Burling in Washington, D.C.
The views expressed in this chapter are the author’s alone and do not represent the
views of Covington & Burling or its clients.
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by the FDA. These decisions have signaled that manufacturers may
have greater opportunities to communicate limited off-label informa-
tion than the traditional FDA policies allow.

The second development – which is more recent and less defined –
cuts in the opposite direction. Over the past several years, courts have
endorsed the use of the False Claims Act to police promotional activ-
ities by manufacturers. Typically, these cases are brought by private
parties, often company insiders, and allege that promotional activity by
pharmaceutical manufacturers causes the submission of false or fraud-
ulent claims to federal healthcare programs. Recently, in a controver-
sial and closely watched case, a federal judge accepted an argument that
off-label communications, including truthful communications about
drugs, can cause the submission of false claims. The outcome of this case
and the language used by the judge suggest that off-label communica-
tions may subject manufacturers to new and potentially far-reaching
penalties.

This chapter proceeds in four parts. The first describes the statutory
background relating to off-label communications and the FDA’s inter-
pretations of these restrictions. The second discusses the commercial
speech doctrine of the First Amendment and how courts have applied
that doctrine to communications about prescription drugs and related
products. This is followed by an examination of the role of private law-
suits targeting off-label communications under the False Claims Act.
The final section offers observations about these competing develop-
ments, including the many unanswered questions that they raise.

the statutory framework of prescription drug promotion

New Drug and Misbranding Provisions

The FDCA provides the substantive requirements that govern pre-
scription drug advertising and promotion, including the primary
restrictions on off-label promotions. The FDCA, however, does not
directly proscribe off-label promotion. Instead, the FDCA prohibits
manufacturers from introducing a new drug into interstate commerce
unless that drug and its labeling have been approved by the FDA. In
addition, the FDCA prohibits the introduction into interstate com-
merce of a drug that is “misbranded.”
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Section 505 of the FDCA prohibits the introduction of a “new drug”
into interstate commerce.1 A “new drug” is a statutory term of art that
refers not just to a novel drug substance, but to any divergence from the
FDA approval for the drug.2 A common misperception is that the FDA
approves drug substances. In reality, the FDA approves drug products
in specific dosage forms, for specific populations, for specific medical
indications, under conditions set forth in FDA-approved labeling. If a
manufacturer introduces a drug into interstate commerce that is dif-
ferent from the product or its labeling as approved by the FDA, the
drug will be considered an unapproved “new drug.”

The FDCA also requires that all drugs bear adequate directions
for use. This requires that the accompanying label of a drug describe
how a drug may be safely administered, including all indications for
which the drug is approved and all the other elements of the FDA
approval. If a drug fails to bear adequate directions for use, the drug is
“misbranded.” Both the new drug and misbranding provisions of the
FDCA carry significant administrative and criminal penalties.

“Labeling” under the FDCA

The specific elements of the FDA’s approval for a drug, along with
the “adequate directions for use,” are incorporated into the FDA-
approved “labeling” for a drug product. Labeling is a term of art that
encompasses all written, printed, or graphic material “(1) upon any
[drug or device] or any of its containers or wrappers, or (2) accompa-
nying such [drug or device].”3 The most self-evident form of labeling
is the package insert that accompanies the drug, which is referred to
as the product’s “approved labeling.” The approved labeling sets forth
all of the elements of the FDA approval.4

But the term “labeling” has also been construed to encompass more
than just the approved package insert that physically accompanies the
drug product. In Kordel v. United States,5 the Supreme Court held
that circulars and pamphlets distributed to consumers were “labeling”
under the FDCA, despite the fact that these materials did not physically
accompany the product when it was shipped in commerce:

One article or thing is accompanied by another when it supplements or explains
it. . . . No physical attachment one to the other is necessary. It is the textual
relationship that is significant.6
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Under Kordel and its progeny, printed materials are “labeling” when
the product and the materials are distributed by a manufacturer to
promote the sale of a product as part of an integrated commercial
transaction. If there is a relationship between the text of the materials
and the product – primarily that the materials explain or discuss the use
of the drug – the material is labeling. Therefore, according to the FDA,
“labeling” includes nearly every form of drug company promotional
activity, including booklets, pamphlets, mailing pieces, bulletins, and all
literature that supplements, explains, or is otherwise textually related
to the product.7 Labeling other than the approved package insert is
referred to as “promotional labeling.”

Off-Label Promotion

The FDCA, in implementing the misbranding and new drug provi-
sions, restricts the permitted bounds of prescription drug promotion
to on-label indications. The FDCA and the FDA’s implementing reg-
ulations require that manufacturers have an FDA approval for every
“intended use” of a drug.8 The “intended use” for a drug is determined,
in part, by the claims made by the manufacturer for the drug. Certainly,
the approved indications set forth in a drug’s approved labeling are
intended uses for the drug. But if promotional labeling suggests a use
for a drug that is not consistent with its FDA approval, the promo-
tional labeling may create a new intended use.9 Shipment of the drug
for this intended use may introduce an unapproved new drug into
interstate commerce. Moreover, the drug may be misbranded because
the approved labeling will not bear adequate directions for use for the
unapproved indication.

Therefore, if a manufacturer wishes to promote a product for a use
that is not within its approved labeling, it must resubmit the drug for
another series of clinical trials similar to those for the initial approval.
Until this subsequent approval has been granted, the unapproved use is
considered to be off-label. Accordingly, manufacturer promotion may
not suggest any off-label use and must conform to the FDA-approved
prescribing information in all respects.10

Importantly, however, the FDCA’s restrictions on off-label promo-
tion do not restrict how physicians may use pharmaceuticals. The FDA
has repeatedly stated that it does not regulate the practice of medicine.
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Once a drug has been approved by the FDA for marketing for any use,
the actual prescription choices regarding those drugs are left to the
discretion of the physician.11 In fact, for many medical conditions, off-
label use of drugs has become the accepted standard of medical care.

the first amendment and off-label communications

Although the FDCA and FDA policy generally prohibit off-label com-
munications by drug manufacturers, in recent years several courts have
held that speech regarding products regulated by the FDA is protected
by the First Amendment. These decisions suggest that manufacturers
may have more flexibility to discuss off-label topics than traditional
FDA policy allowed.

The Commercial Speech Doctrine

The First Amendment to the United States Constitution guarantees
the right to free speech. This protection also applies when the speaker
is a corporation, rather than a real person.12 In Central Hudson Gas &
Electric Corp. v. Public Service Commission of New York, the Supreme
Court established a four-part test for evaluating restrictions on com-
mercial speech13 under the First Amendment.14 This test remains the
operative doctrine for commercial speech today.

Under the first prong of that test, a court reviewing a restriction
on commercial speech must initially consider whether the commercial
speech is entitled to First Amendment protection at all. Commercial
speech that proposes an unlawful transaction, and speech that is false or
misleading, is not entitled to First Amendment protection. If the speech
is deemed to be entitled to First Amendment protection, however,
the second prong of the test requires the court to consider whether
the government has advanced a “substantial interest” to justify the
restriction. If the court concludes that the government has identified
a substantial interest, the third prong of the test requires the court to
consider whether the restriction “directly advances” that interest. The
fourth and final prong of the test requires the court to consider whether
the restriction is “more extensive than is necessary” to advance that
interest. If the government’s interest may be satisfied by less restrictive
means, the government must use the less invasive method of regulation
(e.g., requiring a disclaimer rather than an outright ban on speech).15
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Washington Legal Foundation Litigation

The application of the modern commercial speech doctrine to speech
by pharmaceutical manufacturers was put to the test in litigation
brought by the Washington Legal Foundation (WLF).16 The WLF
initially challenged guidance documents issued by the FDA concern-
ing manufacturer distribution of reprints of medical textbooks and
peer-reviewed journal articles (“enduring materials”) and manufac-
turer involvement in continuing medical education seminars and sym-
posia (CME).17

With regard to enduring materials, the FDA’s Guidance Document
prohibited a manufacturer from proactively distributing publications
that addressed off-label uses for the company’s previously approved
products, except in very narrow circumstances. This policy included
articles written by independent researchers and published only after
the articles underwent an independent peer-review process. With
regard to industry support for CME programs, FDA policy prohib-
ited the industry from suggesting or directing the content of any CME
program that dealt with off-label topics, although manufacturers were
permitted to provide financial support for such programs. Only truly
independent CME providers could design and conduct such programs.

The district court applied the Central Hudson commercial speech
doctrine and concluded that the FDA’s policies were unduly restric-
tive of manufacturers’ speech rights. First, although noting that it was a
close question, the court characterized the speech at issue as commer-
cial speech, rather than core political speech. Second, the court con-
cluded that scientific information published in peer-reviewed journals
or textbooks or provided at CME programs was not unlawful, or inher-
ently false or misleading. The court concluded that the FDA’s interest
in encouraging manufacturers to seek supplemental approvals for new
indications was substantial, and that the Guidance Documents fur-
thered that interest. However, because the FDA could use less restric-
tive means to further its interests, the FDA’s policies unconstitutionally
restricted speech.

The court found that the FDA could require prominent dis-
claimers and other types of information disclosures, rather than ban-
ning manufacturers from engaging in these types of speech altogether.
Accordingly, the court issued an injunction prohibiting the FDA from
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enforcing the Guidance Documents at issue. However, the court held
that the FDA could constitutionally require manufacturers to include
disclaimers noting that information in the enduring materials or in a
CME program is not approved, as well as other disclosures.

Although a number of procedural complexities followed the court’s
decision,18 WLF is still regarded as a landmark decision establishing
that dissemination of scientific information by pharmaceutical manu-
facturers is protected speech under the First Amendment. In response
to a citizen’s petition submitted to the FDA by the WLF following the
litigation, the FDA stated that it was unlikely to initiate any enforce-
ment action based only on distribution of truthful and nonmisleading
enduring materials that contain off-label information.19 Accordingly,
some pharmaceutical companies have made a decision to follow the
injunction issued in WLF, by proactively distributing peer-reviewed
journal reprints that discuss off-label uses for their products, but
also including the disclaimers and other information proposed by the
district court in WLF.

First Amendment Case Law Surrounding WLF

The WLF court was not alone in reaching the conclusion that cer-
tain statutes and FDA policies were unduly restrictive of speech. For
example, in Pearson v. Shalala, which pre-dated WLF, the D.C. Court
of Appeals struck down an FDA policy that prohibited manufacturers
of dietary supplements from making health claims for their products.20

The court held that a complete ban on speech was inappropriate
because the FDA’s concerns “could be accommodated . . . by adding
a prominent disclaimer to the label.”21

In Thompson v. Western States Medical Center,22 the Supreme Court
reached a similar conclusion. In Western States, the Court struck down
provisions of the Food and Drug Administration Modernization Act
(“FDAMA”) that prohibited licensed pharmacists from advertising
drug compounding services. In Western States, the Court concluded that
“the Government has failed to demonstrate that the speech restrictions
are ‘not more extensive than is necessary to serve’” the stated interest
of preventing large-scale manufacturing of compounded drugs in cir-
cumvention of FDA’s drug approval process.23 The Court emphasized
that “we have made it clear that if the Government could achieve its
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interests in a manner that does not restrict speech, or that restricts less
speech, the Government must do so.”24 Accordingly, the Court held
that such advertising must be permitted.

In sum, WLF, as well as other recent commercial speech cases
involving the FDA, suggests that entities regulated by the FDA may
have more flexibility to communicate information about off-label top-
ics than traditional FDA policy allowed.

the false claims act and off-label communications

The False Claims Act

The Federal False Claims Act (“FCA”) prohibits any person from sub-
mitting, or causing to be submitted, any false or fraudulent claim for
payment to the federal government.25 The statute empowers private
parties to bring suit on behalf of the United States for false claims that
were submitted to the federal government.26 If, for example, a person
learns that a healthcare provider has submitted fraudulent claims for
payment to a federal healthcare program, such as Medicare or Medi-
caid, the person can sue the provider to recover the damages incurred
by the government. Although the suit is brought by a private party –
called a “relator” – the actual party to the suit is the United States. If
successful, the damages that are awarded are paid to the United States,
although the relator gets to keep a substantial portion.27 In addition,
the United States has the option to intervene in the suit and take over
the suit, or decline to intervene, which permits the relator to contin-
ue the suit.28 FCA cases that are brought by private parties are known
as “qui tam” suits.29 Most qui tams are brought by so-called “whistle-
blowers,” usually employees of the allegedly violating company.

Franklin v. Parke-Davis

Franklin v. Parke-Davis is one of the most important developments
involving the intersection of the FCA and off-label communications.
Franklin was brought by a relator who was employed by the phar-
maceutical company Parke-Davis. According to Franklin’s complaint,
Parke-Davis directed its sales force to promote their drug Neuron-
tin for a number of off-label uses.30 Not only were these uses not



P1: OYK/... P2: IWV
0521854962c11 CB953-Santoro 0 521 85496 2 September 26, 2005 14:3

192 Scott D. Danzis

FDA-approved, but, according to the relator, they were not covered
by federal healthcare programs such as Medicaid.31 Franklin alleged
that because these uses were not covered by Medicaid, Parke-Davis
“caused” the submission of uncovered, false claims to the federal gov-
ernment through off-label promotion.32

The theory employed by the relator in Franklin was a novel applica-
tion of the FCA. The court itself acknowledged this fact. “To be sure,
Relator’s theory of liability takes the parties into territory that is not
well charted by the existing decisional law.”33 Nevertheless, the court
accepted Franklin’s argument that the FCA could be used by private
litigants to police off-label communications.

The court rejected Parke-Davis’s argument that it was physicians
who prescribed the drug for off-label indications and thus “caused”
the submission of a claim, rather than the manufacturer. The court
held that the chain of causation was not broken by the intervening
actions of the physician. Because the submission of a claim to the
Medicaid program was a foreseeable result of the company’s actions,
the company was legally responsible for the claims submitted to federal
programs.34

In addition, Parke-Davis argued that it could be held liable under
the FCA only if it intentionally made material false statements that led
to the filing of false claims. Parke-Davis argued that the FCA contains a
“double falsehood” requirement – an FCA plaintiff must prove a false
statement that led to a false claim. The court disagreed, holding that the
“[r]elator is not required to present evidence that Parke-Davis lied to
physicians about Neurontin’s off-label efficacy or safety to induce them
to prescribe Neurontin for uses ineligible under Medicaid.” Instead, an
FCA case could be based on “truthful off-label marketing and financial
incentives like kickbacks.”35

The court held, therefore, that no false statements by the manufac-
turer were needed to sustain an FCA suit based on off-label commu-
nications. Perhaps more than any other, this holding has caused sig-
nificant concern in the pharmaceutical industry. If an FCA suit can be
based on truthful off-label communications, this holding could lead to
lawsuits based on the dissemination of scientific information. Further-
more, if a future court extends the Franklin holding, it is possible for
FCA suits to target the limited off-label communications traditionally
accepted by the FCA.
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Although Franklin is currently the only case to endorse such an
expansive interpretation of the FCA against pharmaceutical manu-
facturers, there are indications that the plaintiff’s bar is targeting the
pharmaceutical industry using just such theories. Indications from fed-
eral authorities are more ambiguous. Although several prosecutors
have stated that the United States is unlikely to bring or intervene
in an FCA suit based only on dissemination of scientific information,
other statements by federal authorities have been more ambiguous.36

Moreover, even without support from the government, private litigants
are unlikely to be deterred from suits targeting the dissemination of
off-label information.

the future of off-label communications

These two developments – one suggesting that manufacturers have
greater flexibility with respect to off-label communications, and one
suggesting that off-label communications could subject manufactur-
ers to harsh new penalties – have led to a considerable amount of
uncertainty. To date, courts have extended the protections of the
First Amendment only to the dissemination of peer-reviewed, scien-
tific material and industry support for CME programs. No court has
held that other types of communications – such as company-created
promotional labeling – are protected speech under the First Amend-
ment. On the other side of the coin, use of the FCA as a vehicle
to police off-label communications has, to date, only been applied
to allegations of extensive off-label promotion coupled with alleged
kickbacks. No court has held that the FCA can be violated when the
defendant does no more than disseminate truthful, accurate off-label
information.

This situation thus leaves the vast majority of possible communica-
tions by manufacturers in a gray area. Take, for example, company cre-
ated promotional materials that present scientific information about
an off-label use for an approved drug. There is at least a colorable
argument that this material would receive protection under the First
Amendment. If the material does no more than present truthful and
accurate scientific data, it would be difficult to argue that the material
is false or misleading. Moreover, although the FDA has substantial
interests in regulating such promotion, prominent disclaimers could
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suffice as the least invasive means of achieving those interests. At the
same time, if a court does not accept a First Amendment defense, there
is a chance that this same promotional piece could be subject not only
to enforcement under the FDCA, but also to lawsuit under the FCA.
The Franklin court refused to rule out the possibility of an FCA case
based on truthful communications about off-label uses for a drug. If
such promotional labeling leads to claims to federal programs for an
uncovered, off-label use, there is the danger of FCA suits and enor-
mous monetary damages.

Public policy arguments can be marshaled on both sides of this issue.
On one hand, there is no question that physicians prescribe drugs for
a wide variety of uses, including uses not approved by the FDA. When
doing so, the public health demands that physicians receive as much
information as possible about safety and effectiveness for these condi-
tions. And more often than not, manufacturers of prescription drugs
possess a great deal of scientific information about off-label uses of
their products. The proponents of allowing manufacturers to dissemi-
nate truthful and accurate information concerning these uses argue that
broader free speech rights further this important public policy goal. On
the other hand, the opponents of manufacturer off-label speech point
out that manufacturers have an inherent conflict of interest. Manu-
facturers have an interest in having their drugs used for the widest
possible uses, including off-label uses. This conflict of interest may
result in manufacturers disseminating only information that supports
the effectiveness of their drugs and discounting information that ques-
tions efficacy. Opponents argue, therefore, that the FDA is a necessary
gatekeeper and restricting manufacturer speech ensures that informa-
tion is accurate and balanced. Thus, it is argued, using the FCA to
police manufacturer speech is not only appropriate, but is a positive
development in ensuring that truthful and complete information is
disseminated.

How these developments evolve, therefore, is an important and
complex issue. Certainly, if courts interpret the First Amendment as
applying to additional categories of speech, FCA suits targeting such
speech will be mitigated. But if courts retreat from the WLF holding,
or extend Franklin to allegations involving only truthful communica-
tions that fall outside established areas of First Amendment protec-
tion, use of the FCA by private litigants will likely become even more
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widespread. One thing, however, is certain – the law surrounding off-
label communications is still evolving and in coming years the courts
and lawmakers will further shape and define these issues. Accord-
ingly, where these developments will lead, as well as the resulting
consequences for the public health, are still open and controversial
questions.



P1: OYK/... P2: IWV
0521854962c12 CB953-Santoro 0 521 85496 2 September 26, 2005 14:10

12

The Need for Better Health Information

Advancing the Informed Patient in Europe

Don E. Detmer, Peter Singleton, and Scott C. Ratzan∗

introduction

The relationship between patients and physicians or other health
professionals has steadily changed over time from an authoritarian,
paternal relationship to one in which the patient is more empow-
ered and involved in treatment choices. As the public has become
more “consumerist,” people are less accepting of a passive role in
their healthcare. This change allows healthcare decisions to reflect the
patient’s own values and priorities rather than those presumed by clin-
icians.

As the dynamics between doctors and patients change, the rela-
tionships among professionals are also shifting toward a “team-based”
model of healthcare delivery that draws upon the range of skills and
expertise needed to address health problems, particularly chronic ill-
ness. The team-based delivery model, although it brings certain bene-
fits, can also create tensions among different parties to a patient’s care
program, and poses the risk that important health information for the
patient may somehow get lost in the process.

The term “informed patient” presumes that people with illnesses
(and healthy people) both deserve and need appropriate health infor-
mation. An informed patient is enabled to become involved in his or her
own healthcare, to seek out the best care, to decide on the best courses

∗ The principal materials in this document are from a research effort of a Cambridge
University Health (the health policy and management research center at Cambridge
University) team led by Don Detmer and Peter Singleton. The study was supported
by Johnson & Johnson.
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of action, and to follow the agreed-upon course of treatment. The
informed patient concept, as used in this chapter, also includes non–
professionally trained caregivers (often family members), because they
may serve as proxies for an incapacitated patient and are often part of
the social unit making decisions for the future.

This chapter discusses the problem and implications of the current
patient information gap and the compelling reasons to address it, as
well as the role of direct-to-consumer advertising in patient informa-
tion. We describe findings from The Informed Patient project, a study
initiated by the authors at the Judge Institute of Management of the
University of Cambridge in 2002.1 This project was designed to guide
future policy on the provision of information to patients in Europe; the
conclusions of this study, however, have ramifications for all patients.

why inform patients?

One of the basic ethical requirements for medical research is informed
consent, as supported by the 1964 Helsinki Declaration. This forms
part of a continuum, from potentially risky interventions for medical
research, through accepted procedures (which still include some ele-
ment of risk), to organ and tissue retention and use of medical records
for epidemiological research with negligible risk.

At the latter end, it may be argued that aggregate anonymized
records pose little threat to patients or their privacy, so consent is
not required. This may be acceptable, but does not prevent the ethical
requirement for transparency to engender trust, as well as meeting the
strictures of data protection laws.

Economists would also argue that free availability of information
is necessary to create efficient markets and appropriate allocation of
resources. In Europe, with state-controlled healthcare systems, there
has often been little capacity for choice by patients, but things are
changing, both within and between member states. For example, the
United Kingdom has patient choice as a major plank of its current
health strategy. In Europe patient mobility, whereby patients can be
treated in other member states but paid for by their country of res-
idence, has been established in principle at the European Court of
Justice and is currently being developed and clarified by the European
Commission.
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The Informed Patient study brought together evidence showing
that, on balance, better-informed patients:

� are more involved and follow advice better;
� are less anxious – though some may be more so;
� select fewer or lower risk interventions;
� start treatment earlier;
� are more satisfied and less likely to litigate;
� have lower healthcare costs through more self-management and a

more efficient use of resources.2

is the public well-informed?

A study by Coulter et al. showed that information provision in the
United Kingdom was generally poor:

� many materials contain inaccurate and out-of-date information;
� few provide adequate information about treatment risks and side

effects;
� topics of relevance to patients are omitted;
� technical terms are not explained;
� coverage of treatment options is incomplete;
� uncertainties are ignored or glossed over;
� information about treatment effectiveness is often missing or

unreliable;
� few materials actively promote shared decision-making.3

Often the content of health literature is not targeted to patients’
real needs. Patients seeking information about living with a disease or
condition, for example, often find that most professionally produced
materials focus on clinical details rather than the impact on lifestyle
and family. Even materials compiled by patient advocacy groups can be
forbiddingly technical for newcomers unfamiliar with the terminology
of a disease.

The challenges, of course, are not limited to print media. With
increasing Internet usage, few patients may be able to grasp the range
of material available online or know which sites provide reliable, high-
quality information. However, there is some evidence that the public
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may be better at handling uncertainty and discerning quality than they
are generally given credit for.4

The accessibility, comprehensiveness, and clarity of health informa-
tion are as important as availability. Studies have shown that the read-
ability level of patient materials often exceeds the reading skills of
the general public. In a large U.S. study, one-third of English-speaking
patients were unable to read “basic” health materials.5 This reflects
both that the disadvantaged, often most in need of good infor-
mation, tend to have poor reading skills, and that clinicians, who
often write these materials, tend to write assuming a graduate-level
audience.

Drug information leaflets are often poorly presented, which can
lead to a patient taking medication improperly. Steps are being taken
in Europe to try to improve the relevance of drug information leaflets to
patients. The priority, however, seems to be on legal exactitude rather
than on protecting patients’ lives by helping them understand their
medicines and how to take them.

Many patients are unable to decipher the risk factors, either because
they lack the requisite numeracy skills or because the facts are poorly
and inconsistently presented. Often the risks are presented without
balancing materials on the benefits. Patients need the capacity to
assess risk among a proposed set of interventions, and require acces-
sible materials to help them weigh alternatives and make informed
decisions.

These factors have contributed to a patient information gap that
undermines the interests of both patients and healthcare providers in
the effective delivery of healthcare. In addition to medical considera-
tions, there are compelling ethical, economic, and health management
reasons to develop policies to help close this gap.

how well-informed should patients be?

The preamble of the WHO Constitution states that “Informed opinion
and active cooperation on the part of the public are of the utmost
importance in the improvement of health of the people.” Informing is
a necessary precursor to consent. Physicians and healthcare providers,
in properly informing patients about their treatment, show respect for
patient rights to autonomy and choice.



P1: OYK/... P2: IWV
0521854962c12 CB953-Santoro 0 521 85496 2 September 26, 2005 14:10

200 Don E. Detmer, Peter Singleton, and Scott C. Ratzan

Exactly how much information is sufficient for a patient to feel
fully informed is a complex calculus; depending on the nature of
the message, emotional reactions, for example, can interfere with and
limit a patient’s understanding of health and treatment information.
Evidence from research shows that up to 35 percent of patients do not
recall what clinicians tell them and patients are nervous about raising
concerns.6

Too often patients being “informed” prior to surgery are given a list
of possible adverse outcomes, often overwhelming the positive rea-
sons for undertaking the intervention – not to ensure that patients are
fully aware of their options and the consequences of their choice, but
primarily as a legal protection for doctors. Informing should be a pro-
cess driven by a patient’s needs and preferences, so that the patient
can properly give consent. Some patients may prefer the “ignorance
is bliss,” approach and it may be just as important for their wellbeing
not to be frightened by too much doom and gloom. Many are happy to
trust their clinicians’ judgment, though that trust should not be taken
for granted.

the economic impact of the informed patient

Although there is much to justify a greater emphasis on improv-
ing information to patients from an ethical standpoint of openness
and increased patient autonomy, there are payoffs to be considered
between the possible individual benefits and the wider effects on soci-
ety, particularly healthcare costs.

Better informed patients not only may have a improved chance of
achieving better health status, but also may make more efficient use of
healthcare resources, through more appropriate treatment decisions,
better adherence to the agreed-upon treatment, and better understand-
ing of the ramifications of clinical decisions.

Effective gains may require changes in working practices as well as
better information. For example, in the Netherlands, the provision of
aids for disabled patients (the adaptation of cars and installation of
handrails, for example) was replaced with a “personal budget” allow-
ing patients to choose the care that best suited their lifestyles. While the
direct cost was much the same, there were significant savings in admin-
istration and transactions costs as well as the provision of far better and
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faster service to the public. This is a classic example of “empowering”
patients to good effect.

Better health status, although a valuable social good in its own right,
may also lead to higher productivity and better economic performance
for individuals, employers, and countries. Constraints on funding in
most healthcare systems may limit the levels of information provision
below the ideal, since providing information takes time and, at some
level, impacts upon budgets.

There is concern that increasing information will increase pres-
sures on health resources without corresponding improvements in cost-
effectiveness. Withholding information is an effective way to constrain
demand and ration services – the basis for the current ban on the pro-
motion of prescription-only medicines in Europe.

There is insufficient evidence as of now to decide whether better
information would be good or bad for health budgets. Some studies
show that a better informed patient may choose less risky or less inva-
sive intervention.7 A better informed patient, who is more engaged in
the decision-making, may prefer a wait-and-see attitude rather than
adopting a more assertive regimen suggested by a clinician. This sug-
gests lower healthcare costs as a possible result of better informed
patients, though there could be correspondingly higher social care costs
from supporting the patient through the wait-and-see period.

managing demand for healthcare

Providing more information may reduce demand on the healthcare
system by encouraging self-care, a more appropriate use of resources,
and/or more prudent lifestyles. Controlled trials have found that
patient information leaflets caused no significant change in the use
of health services, though one leaflet did reduce consultation rates,
suggesting that some unnecessary consultations were avoided.8

Information campaigns can be effective, as we have seen in the
United States, where the provision of a healthcare manual to house-
holds has had compelling results.9 This experience might not carry
through to Europe because people in the United States must pay for
such consultations – a clear incentive on the part of the consumer to
restrict consultations. Only a few major public health campaigns in
Europe have sought to inform the public about how best to use the
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system and there may be difficulties in changing public behavior in
accessing the healthcare system. In the United Kingdom, NHS Direct
(a telephone triage system) is promoted to increase patient satisfac-
tion by giving more prompt information and diverting callers from
using more expensive primary-care or emergency resources. Reports
suggest that it has increased patient satisfaction, but also created a
greater demand for services (presumably from unmet needs), rather
than having reduced operational costs overall.10

direct-to-consumer information

In some developed economies, notably the United States, consumers
are increasingly exposed to detailed advertisements encouraging them
to become proactive and request specific medications and procedures.
Direct-to-consumer advertising (DTCA) remains permitted in the
United States and New Zealand, but is presently forbidden in the EU.
Debate continues over the interpretation of studies in the United States
on the effects of DTCA on consumer behavior and other outcomes,
and whether the overall outcome from DTCA is positive or negative.
(Drs. Meredith Rosenthal and Julie Donohue discuss the American
debate and research findings on DTCA in Chapter 10.)

There has been much debate recently in Europe on the provision
of information on prescription-only medicines by industry directly to
the public. This is currently tightly controlled and restricted to official
information (technical sheets and patient information leaflets).

There are concerns that promotional activities, including direct-to-
consumer advertising, may be used to promote new prescription drugs
at the expense of equally effective older drugs, especially generic alter-
natives, thereby increasing the overall healthcare budget.

In 2001 the European Commission offered some proposals to relax
regulation in three key areas: diabetes, AIDS, and asthma. This was
challenged successfully by consumer rights groups, who believed that
industry could not be trusted, but also by excluded patient groups who
wanted the same privilege of access to information.

There is little evidence of the effects of DTCA from the European
scene, as advertising is banned, and it is not clear to what degree U.S.
experience would translate to Europe, given the differences in the
healthcare systems.
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There is sufficient evidence, however, that direct-to-consumer
information can be effective, though interpretations vary as to whether
this is beneficial. Public campaigns are permitted as long as they do not
promote a specific product or its effects. Novartis ran a campaign in
the Netherlands promoting the issue of “nail fungus” and encourag-
ing patients to see their doctors. This led to a surge of enquiries and
a significant increase in sales of Lamisil®, Novartis’ product for this
condition (and presumably for other potential treatments). However,
Dutch physicians have pilloried Novartis for raising public concerns
unnecessarily through its campaign. To our knowledge the view of the
public is not known and such information would be useful.

should industry use dtca even if permitted?

Advertising costs will be passed on to the consumer through higher
prices, unless sales volumes are raised sufficiently to compensate –
either way, government drug budgets will increase. This may be off-
set by reductions in costs elsewhere (e.g., by reducing hospital stays
or improving the productivity of the workforce) if drug treatment is
actually more effective. Advertising may have ancillary effects such
as improving brand image, reputation, or trust, which may have bene-
fits for the company in other areas or products.

Although promotion will be targeted at newer or more profitable
drugs in order to gain or maintain market share, there are ultimately
limitations to this strategy, because drugs will normally only be adopted
into formularies if there is increased effectiveness or reduction in
adverse side effects.

Should the pharmaceutical industry use DTCA, or lobby to be
allowed to promote its products in Europe in the same way that any
other industry can (apart from arms, drugs, and tobacco)? Provided
promotions are legal, decent, honest, and truthful, there should be no
further ethical issues. It is important, however, that the industry real-
ize that people’s health and lives are at stake, and any exploitation
or even a serious perception of exploitation is likely to have signifi-
cant adverse long-term consequences in terms of lost trust and poor
reputation. Breaches of research codes have already tarnished the
image of the pharmaceutical industry, and could take many years to
repair.
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The most successful approach would be collaboration with gov-
ernments and professional bodies to promote campaigns whereby all
players are prepared and committed to a project to improve public
health. The Novartis promotion clearly benefited the public, as there
was unmet need through ignorance of the condition or of its curability –
the problem appears to be that the professionals were unprepared, and
reacted negatively because of how the campaign affected them. It is
possible that they considered the condition relatively benign and not
deserving of more aggressive treatment.

the informed patient and the future

In 2003, the Informed Patient project found enough evidence of the
benefits of enhanced health and healthcare-related education to rec-
ommend that a coherent plan be developed to improve the cur-
rent status of patient information to engage government, industry,
patient groups, the health professions, and the media. The informa-
tion and knowledge support must be available at the government
level and also at regional/local levels to assure sufficient education and
support.

The Informed Patient study concluded that an appropriate strategy
and implementation effort for health information for patients/citizens
and their caregivers will:

� deliver impartial, sound (evidence-based), and accessible informa-
tion and knowledge support;

� ensure that such support will mitigate some of the burden of the
growing numbers of elderly people with chronic illnesses on the
already constrained healthcare systems;

� help patients and healthcare professionals better evaluate treat-
ment choices as medical science and healthcare become increasingly
complex;

� increase transparency and accountability of the healthcare system
so that choice and cost-effectiveness are evident; and

� continually adopt new information and communications technolo-
gies so that healthcare operations will promote best practices, adopt
new effective treatments, and discard ineffective and/or unsafe old
treatments.



P1: OYK/... P2: IWV
0521854962c12 CB953-Santoro 0 521 85496 2 September 26, 2005 14:10

The Need for Better Health Information 205

In February 2004, a further conference was held in Dublin to pro-
duce a policy action plan, “An EU Framework for Action.” The frame-
work was published in August 2004 and launched at the European
Health Forum Gastein 2004 conference.11

Closing the patient information gap will require the commitment
of government to support the creation and distribution of sound
information in the near term, and more timely and rigorous research
on the effectiveness and costs of direct-to-consumer advertising and
other methods of patient information delivery. This is not a short-term
matter, particularly as consumers eventually interact directly with their
doctors and nurses over the Internet; entire models of care will emerge,
and long-held assumptions from the past may not hold sway. The future
just won’t be what it used to be.
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Who Should Get Access to Which Drugs? An Ethical
Template for Pharmacy Benefits

Norman Daniels, James E. Sabin, and J. Russell Teagarden∗

social learning about fair limits

Pharmacy benefits have become the problem child of healthcare cov-
erage. Rising demand, increased utilization, and surging costs terrified
large purchasers even when the economy was good. Limiting access
to some drugs, whether through restrictive coverage policies or tiered
co-pays, has often been met with patient and clinician resentment and
distrust. Placing this problem child in a properly equipped classroom,
with appropriate educational tools and processes, can school us all in
how to develop, understand, and accept fair limits.

Most public encounters with limit setting in healthcare, both in
the United States and abroad, have been episodic and involved big-
ticket items. Often, these have featured denials of “last chance” treat-
ments, creating life-and-death dramas. In 2002 in Boston, for example,
Belynda Dunn, an HIV-positive patient, was denied a liver transplant
by a managed care organization (MCO) on the grounds that it was
“experimental” for patients whose immune systems might be com-
promised. The MCO then contributed to a charity set up to “rescue”
Ms. Dunn and others like her from the consequences of reasonable
limit setting.

From episodes like this one, the public is likely to draw confused
lessons about the necessity and reasonableness of limits to care. From
the Dunn case, it would be easy to conclude that there is always a

∗ This chapter was first published as an article in the journal Health Affairs (2003, 22(1):
123–35). The authors and editors gratefully acknowledge Health Affairs for permission
to include it here.
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way around denials if one advocates vigorously enough, can point an
accusing finger at the “evildoer” who is denying care, and can attract
public sympathy. The public furor following denial of funding for Child
B in England, like similar cases in Norway, Australia, and New Zealand,
shows the great difficulty of accepting limits even when public officials
replace private insurers as the “evildoers” in question.1

In contrast, pharmacy benefit management lacks such high drama.
This mundane dullness may provide a distinct advantage in helping
society to move along a learning curve about setting limits fairly. We
are more prepared to learn about limits when we are not in extremis.

In addition, pharmaceuticals potentially touch everyone, especially
the chronically ill, for whom they are often the main treatments. What
is generally seen as the problem – growing patient demand for higher
cost drugs, fed by direct-to-consumer advertising – actually offers an
opportunity to teach large numbers of us about the need to find ways of
setting limits we can accept as reasonable and fair. Pharmacy benefits
may provide a last chance to come to grips with the broader issue of
health cost management. If this is not accomplished with proper public
learning, it is an area that could bog the health system down in incessant
conflict, escalating distrust, litigation, and ever-increasing costs.

a tool for learning, a process for using it

We take up this challenge by viewing the management and implemen-
tation of pharmacy benefits as a school in which patients, clinicians, and
the public as a whole can learn how to share valuable medical resources
fairly. We equip that classroom with a tool for learning, specifically an
ethical template for pharmacy benefits, and we describe a process for
using that template. The template delineates four levels of decisions
about pharmacy coverage and connects ethically acceptable types of
rationales for limits with decisions made at each level. The template is
useful for evaluating the basis for “tiered” co-pays and not just explicit
exclusions from coverage. In short, the template provides a framework
for organizing reasons for coverage or noncoverage that people can
accept as relevant to meeting healthcare needs fairly under resource
constraints.

The process for using the template should ensure the transparency
or publicity and the relevance of the rationales underlying limit-setting
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decisions. People affected by decisions will accept limits only if they see
the rationales for those limits as relevant to meeting drug needs fairly
under reasonable resource constraints. The ethical template makes it
easier to understand and evaluate rationales – in this sense it gives us a
graspable framework for delineating relevant reasons. (It goes without
saying that we presuppose an honest, nondeceptive representation of
rationales throughout.) The process also allows for the revisability of
decisions in light of new evidence and arguments, including the learning
that comes from a fair appeals process.

Together, these three elements of the process – publicity, relevance,
and revisability – assure what we elsewhere have termed “account-
ability for reasonableness.”2 Making pharmacy benefit management
accountable for reasonable limits helps to establish its moral legitimacy.
Nevertheless, acceptance of the reasonableness of limits also depends
on social learning about fair limit setting. A public that has no grasp
of the need for fair limits is unlikely to accept even reasonable limits.
In that spirit, the ethical template is an important tool for societal learn-
ing because it provides a framework for constructing relevant reasons
for pharmacy coverage decisions and clarifying policy alternatives.

The ethical template, appropriately used, offers a disciplined ap-
proach to the process of seeking ethical justification. It thus embodies
the type of approach to decision-making called for by some others writ-
ing on the ethics of pharmacy benefits.3 From a consumer and market
perspective, it carries out an informative and educative role regard-
ing the value and cost of pharmaceutical care.4 We also agree with
Uwe Reinhardt’s recent comment that “Whatever means employers
and government ultimately adopt to shift more of the rising cost of
prescription drugs onto patients, one can expect much rancor over the
practice – and possibly much litigation – unless the underlying formu-
laries or therapeutic grouping can be explained to physicians, patients
and juries with appeal to scientifically sound cost benefit analyses.”5

The ethical template provides a framework for understanding what
kinds of explanations are required and how they need to be structured.

the context of drug benefit allocation

Every system making resource allocation decisions about prescription
drug benefits must take into account a set of general considerations,
each one involving important values about which there is some
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disagreement. Is the system primarily concerned to treat significant
illnesses and conditions with a defined pathophysiological basis, or
will it also provide for drugs that enhance otherwise normal health,
function, and appearance?6 Is the system willing to pay for unproven,
experimental interventions, and, if so, under what conditions, or is it pri-
marily obliged to provide proven or medically accepted treatments?7

What requirements for effectiveness and/or cost effectiveness will it
impose? How will it make trade-offs when there are competing needs
among more or less seriously ill people?8 Even a universal coverage
system that aims to deliver what is judged to be fair from a societal
perspective would have to address these questions. The answers given
to them serve as priority-setting or resource allocation principles. An
important factor complicating the situation is that the details of answers
to some of them may have to be worked out and judged acceptable
only through practice and not a priori or ahead of time.9

A second set of considerations arise because of specific political,
market, or regulatory situations. Specific political constraints may
affect a particular public program, such as Medicare or Medicaid, that
does not serve the whole population at once. One large private pur-
chaser of prescription drug benefits may have to compete to attract
highly mobile workers; another may be primarily concerned about
keeping its relatively stable workforce productive. Some large pur-
chasers will be constrained by contractual obligations (for example, a
unionized workforce); others will not.

These more specific motivations and constraints can produce lim-
its on prescription drug benefits that are not ideal from the societal
perspective of a universal coverage system. They may push purchasers
to provide more or less than a societal perspective would require.10

Some criticisms of allocation decisions will arise because of these con-
flicts between a societal perspective and that of particular purchasers of
benefits in a mixed and nonintegrated system. Whether or not the limits
(or excesses) that result from these specific considerations ultimately
prove ethically defensible, we believe they should be made explicit so
that they can be evaluated.

the ethical template

The ethical template (see Table 13.1 for an overview of its elements)
maps decisions about drug coverage limitations onto generic rationales.
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Table 13.1. Elements of the Ethical Template

Allocation
Decision Coverage Central
Level Policy Question Ethical Issues Relevant Rationales

Level 1: Drug
categories
included

Which categories of
drugs to include?

Example: triptans

Giving priority to
important health
needs

1. Appeal to
acceptable general
priority principles

2. Facts about
effectiveness risks,
cost-worthiness

Level 2: Drug
selection
within
category

Which drugs from the
category to include?

Example: Imitrex but
not Zomig

Gaining cost
advantage
without undue
burden or risk to
patients

1. Facts about
interchangeability

2. Facts about costs
3. Fair exceptions

process

Level 3: Drug
indication

Which uses of the drug
are covered?

Example: for migraine
treatment, not
prevention

Giving priority to
important health
needs

1. Appeal to
acceptable, general
priority principles

2. Facts about
effectiveness, risks,
cost-worthiness

Level 4: Drug
use coverage
limitations

How many can be
covered? Where and
how can they be
purchased?

Example: dosage
sufficient for several
episodes per month

Gaining cost
advantage
without undue
burden or risk to
patients

1. Reasonableness of
coverage limitations

2. Facts about cost
savings

3. Fair exceptions
process

Source: Authors’ own analysis.

We call this mapping a “generic template” because it serves as a pattern
or guide for constructing and evaluating pharmacy benefits. Unlike true
templates, however, the benefits patterned on it are not replicas or
duplicates of the template. Rather, the pattern is a guide to the overall
structure but not its fine details. As the details of specific coverage
decisions and the rationales underlying them are worked out, the fine
structure of various reasonable benefit plans emerge from the same
basic pattern or template. When a plan is fully specified, the generic
template is converted into a detailed “blueprint” that shows the pattern
of values that governs the actual plan.
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A Hierarchy of Coverage Decisions

The template we describe reflects a hierarchy of four levels of deci-
sion making about drug coverage. Specifically, in designing a phar-
macy benefit, decisions must be made about (1) the categories and
subcategories of drugs to be covered, (2) the selection of drugs within
categories, (3) the indications or uses for which selected drugs may be
used, and (4) further “use” limitations on the amounts (for example, on
quantity/unit time or dosage form) or source (retail or mail order) of
drugs that may be covered.11 Many people encounter these decisions
not as strict limits on what drugs they can obtain within their pharmacy
benefit, but as different tiers of co-pay for different drugs or as limits
on prescription size or on the source (pharmacy or mail order) they
must use.

To illustrate these levels of coverage decisions, consider how a hypo-
thetical pharmacy benefit might view Imitrex (sumatriptan), a common
treatment for migraines. Because migraine headaches are a significant
form of pathology for many people, it would be important to include
in the benefit the category (or subcategory) of triptans, a large family
of drugs that significantly reduce the seriousness and consequences of
migraine attacks (Level 1). Ideally, the identification of needs and the
specification of drug categories at Level 1 would be based on evidence
about the disease profile of the covered population and evidence about
effective ways of managing these diseases.

Several of the triptans are generally interchangeable, having similar
effectiveness and similar side effects for most people. Because of dis-
counts and rebates, pharmacy benefit managers (or other administra-
tors and purchasers) can usually secure some of these interchangeable
drugs at lower costs than others. The lower cost is potentially an advan-
tage for all stakeholders in the plan, depending on how the savings are
distributed or used. Since, in our hypothetical example, Imitrex offers
such a cost advantage, it will be selected for coverage over others not
offering such an advantage. Alternatively, Imitrex may be available
with little or no co-pay, whereas the drugs with less cost advantage are
available, if at all, only with higher co-pays (Level 2).

Imitrex has proven efficacy, however, only for treatment, and not
for prevention, of migraines. Accordingly, at the drug indication
level (Level 3), Imitrex is covered for treating migraines but not for
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preventing them. Finally, because there is evidence that most people
with migraine problems do not experience more than a few episodes a
month,12 a benefit plan can avoid wasteful expenditures on drugs if it
limits drug coverage to a quantity sufficient to treat only a few episodes
of migraine (Level 4), provided, as we emphasize later, there is an easy
way for patients who need more treatments to get them.

A Pattern of Ethical Concerns and Rationales

At each level within the hierarchy, as the illustration and the table sug-
gest, there are management issues, central ethical concerns, and ratio-
nales for decisions that take those issues and concerns into account.
One important feature revealed by the template is that different types
of ethical issues are raised at different levels in the hierarchy. At the
Drug Category and Drug Indication levels (Levels 1 and 3), the ethical
issues focus on meeting important health needs. At the Drug Selection
and Drug Use levels (Levels 2 and 4) the central ethical issue is how to
gain a cost advantage without placing undue burden or risk on certain
patients – either the burden of noncoverage itself or the burden of too
much hassle obtaining an exception to the policy.

The generic rationales that emerge at the different levels reflect this
pattern. We shall focus on three such generic rationales, two that are
prominent at Levels 1 and 3 and one that is prominent at Levels 2
and 4. These rationales are not intended to be exhaustive, though they
are central. Each is widely accepted at a general or abstract level, but
all raise controversy in their application. This very controversy is an
opportunity for social learning.

Generic Rationales and Priority Principles: Treatment
versus Enhancement

Each of the generic rationales involves what may be thought of as
a rationing principle.13 More euphemistically, we can think of each
rationale as appealing to a priority that reflects a collective goal in
providing the benefit. One such priority, evident at Levels 1 and 3, is
to give weight or importance to providing drug treatments (including
some forms of prevention) for significant medical problems, that is,



P1: OYK
0521854962c13 CB953-Santoro 0 521 85496 2 September 26, 2005 14:16

Who Should Get Access to Which Drugs? 213

significant pathology, and to give little or no weight to interventions
that involve the enhancement or improved control of otherwise normal
conditions. This priority principle is widely invoked, both in the United
States and abroad, and has an important influence in shaping medical
insurance coverage.14 For example, consider a typical drug indication
(Level 3) coverage limit: the topical tretinoin Retin-A is to be covered
for treatment of acne but not for control of wrinkles that result from
aging. The relevant generic rationale for this restriction would then
appeal to the priority principle that values treatment of pathology more
than cosmetic enhancements.

This priority principle is not always as uncontroversial in its appli-
cation. Consider the Level 1 exclusion made by many health plans that
do not cover oral contraceptives (occasionally this will be a Level 3
exclusion, allowing their use for medical purposes but not for fam-
ily planning). Even if preventing normal pregnancy cannot count as
treatment of pathology, many would argue that support for repro-
ductive planning is itself an important social goal, and we ought to
share the burdens of financing it through drug coverage. Indeed vasec-
tomy and tubal ligation are generally covered as medical procedures,
even when they are also aimed at reproductive planning. Making ratio-
nales for limits explicit means that there is greater pressure to develop
consistent, justifiable patterns of coverage based on a coherent set of
priorities.

This point is given special relevance by the outcry about gender
bias that arose several years ago when Viagra (sildenafil) was covered
by many health plans that denied coverage for oral contraceptives.
If both were “lifestyle” drugs, and not simply treatments of illness,
then why one and not the other? Another controversial exclusion by
some plans concerns costly treatments for infertility. Although infer-
tility often involves clear pathology, so that treatment would ordinar-
ily be covered, the exclusion is justified in the minds of some by the
(unpersuasive) claim that treating infertility is just a “lifestyle” choice.
Similarly, confusion often surrounds the rationales underlying Level 1
decisions to exclude coverage for smoking deterrents and treatments
or weight loss agents. A real debate and deliberation about coverage
policy at Level 1 would be furthered by the practice of making ratio-
nales for limits explicit.
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Proven versus Unproven Effectiveness. A second priority principle that
is prominent in decisions at Levels 1 and 3 is to provide coverage for
interventions known to be effective and to exclude those that have
been shown to be ineffective or whose effectiveness is not yet proven.
The restriction of Imitrex to the treatment of migraines depends on this
principle, for it is effective for their treatment but unproven for their
prevention. This priority principle can sometimes be controversial in its
application, as when an unproven use of a drug may offer some patients
a last chance at treatment. Here too, making the rationale explicit –
including evidence for the argument of the rationale – promotes clearer
grounds for debate and deliberation.

Cost-Worthiness. A third rationing principle requires that we aim for
more, rather than less, cost-effective or cost-worthy modes of treat-
ment. The justification for this priority is that we meet more needs by
following this principle than not, given resource limits. Though this
principle could also be invoked at Level 1 or 3, we have found few
examples in the United States of that happening (but see the discus-
sion of Viagra in the next section).15 At the Drug Selection and Drug
Use levels (2 and 4), however, some version of the third rationing or
priority principle plays a dominant role, because cost advantage is a
crucial driver of these decisions.

Nevertheless, the appeal to cost advantage should not operate alone.
Further ethical considerations should qualify or constrain this priority
principle. Specifically, the cost advantage to the purchaser or collec-
tive in these cases should not impose significant risks or burdens on
individuals affected by the limitations.

Constraints on Seeking Cost Advantage. To illustrate this additional
ethical constraint, suppose that two drugs are considered to be gener-
ally interchangeable; that is, that they are expected to have the same
clinical effects for most people most of the time in the same situations.
Then using the less expensive one will generally not impose a signifi-
cant burden on patients. If there are reasons that particular patients will
not do well on the selected drug, there should be quick and easy ways
for those patients to secure a more appropriate drug. We therefore
have two important constraints on appeals to cost-advantage: not only
must the selected drug be generally interchangeable with those that are



P1: OYK
0521854962c13 CB953-Santoro 0 521 85496 2 September 26, 2005 14:16

Who Should Get Access to Which Drugs? 215

excluded (or require a larger co-pay), but there must be in place a quick
and efficient way to remedy the situation for patients for whom inter-
changeability does not hold. The generic rationale for limits at Level
2 (and 4) would refer not only to the principle requiring cost-worthy
treatment, but also to the evidence about general interchangeability.
There should also be publicly accessible evidence about the effective-
ness of the process that is implemented for obtaining exceptions for
patients who truly need the drugs that are not selected.

One further ethical constraint on cost advantage is also important to
note, because it has a bearing on complaints made by some purchasers
and consumers against pharmacy benefit managers. The complaint is
that the cost advantages obtained by benefit managers have not worked
to the collective advantage of purchasers or enrollees, and sometimes
have disadvantaged them. The further ethical constraint identified in
the template is the requirement that the benefits that derive from seek-
ing cost advantage be distributed in a way that serves shared interests
of the various stakeholders – employers, enrollees, benefit managers.
Minimally, this constraint means that there should be an accounting of
how the saving from limits at Levels 2 and 4 are used to sustain the ben-
efit, to stretch it further, or to reduce costs to various stakeholders. In
short, the cost advantage must be explained so that all can see whether
and how collective cost-lowering mechanisms, including discounts or
rebates, work to help meet healthcare needs fairly, that is, how they
meet the relevance requirement.

Because drug coverage limitations at Level 4 (for example, quan-
tity of drug per unit time, dose format, or drug distribution channel
for procurement) also depend on cost-advantage claims, a structure
for generic rationales applies at this level very similar to that at the
drug selection level (Level 2). For example, the evidentiary basis for
claiming that most patients only need so many migraine treatments
per month should be supplied in a rationale for such a limit. In addi-
tion, a clear process that is quick and efficient for patients who need
more treatments in a month should be specified. There must be a
reduction in the risk to them when the collective scheme takes advan-
tage of the cost advantage of paying for fewer treatments that may
go unused. Finally, the savings that result must be used in a way that
serves the varied but shared interests of different stakeholders in the
plan.
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Disagreement and Deliberation

Developing and using the template does not resolve all the disputes that
will arise in designing and implementing pharmacy benefits. Rather, it
focuses those disputes on the underlying rationales – the evidence and
argument and principles, the underlying reasoning – for decisions. The
template thus leaves room for the kind of variation among principles
and rationales that may arise in diverse health plans. Whatever the
rationales, however, accountability for reasonableness requires that
they be public, be viewed as relevant by those affected by them, and
be revisable in light of further evidence or argument. The template
facilitates but does not substitute for scrutiny by various stakeholders
of the adequacy or appropriateness of rationales.

using the template

We have developed the ethical template for two practical purposes –
as a tool for design and management of pharmacy benefit plans and
as an educational tool or heuristic device to foster public deliberation
and societal learning about setting limits fairly. Given these objec-
tives, the template must be judged by real world relevance, not simply
theoretical appeal. Is it useable and useful for questions about drug
coverage? Can it foster deliberation and learning? We are convinced
that it can, though it is not a panacea for the many forces – the
emotionality of many treatment settings, the vested interests push-
ing for business as usual, the time and resources needed for rational
deliberation, and the absence of institutional structures insisting on
deliberation – that create the gap between what we call for and standard
practice.

The best way to show that the template can be useful would be for us
to report on its actual use in practice and demonstrated results. We can-
not do that yet since the template is too new. An alternative would be
for us to argue hypothetically: to describe just how the template might
be used in a hypothetical case. Because that would leave the template
open to the objection that it is part of an unrealistic, even utopian
project, we adopt here a third approach. We suggest how the template
may prove useful by describing some examples of actual practice where
key elements of our approach are employed, and we then suggest how
the outcomes would be even better if the full approach were deployed.
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This extrapolation from real cases of coverage decisions provides an
antidote to the charge that what we propose is not realistic.

Specifically, in this section we use vignettes about Viagra coverage
at a not-for-profit insurer (Harvard Pilgrim Health Care) and selec-
tive serotonin reuptake inhibitor (SSRI) coverage at a prepaid group
practice (Kaiser Permanente) and an example from one of the authors’
clinical practice to show how the template could be used to improve
coverage decisions and education. In our view, these instances stand as
exemplary practices just because the organizations and clinicians acted
in ways that anticipate and are in accord with the template’s require-
ments. We also describe how actual use of the template in these cases
would have resulted in further improvements. To us, this suggests that
the template and the process for deploying it have practical value and
should be more widely used.

Viagra

In 1998, Harvard Pilgrim Health Care had to decide about cover-
age for Viagra, which had received FDA approval in February. The
team charged with recommending a policy decision elected to consult
with the Harvard Pilgrim Ethics Advisory Group (EAG). The EAG
includes consumers insured by HPHC, physicians who provide care
under the insurance, employers who purchase Harvard Pilgrim insur-
ance for their employees, and staff. It deliberates about cases brought
for consultation and offers nonbinding advice about the ethical dimen-
sions of the situation. We note that the EAG’s involvement of a broad
group of stakeholders facilitates accountability for reasonable deci-
sions by increasing the likelihood that rationales that are adopted will
be seen as relevant and acceptable to those who are affected by them.

At the meeting several participants applied terms such as “enhance-
ment” and “lifestyle drug” to Viagra and questioned whether it should
be covered. At this point a woman EAG member from a purchaser
group spoke with great force. “I can’t believe that at the end of the
twentieth century – after all that Freud taught us – that we are talking
as if sexuality were an optional matter of ‘lifestyle.’ Sex is an essential
aspect of our being. To reduce the ability to have intercourse to the
status of a ‘life-enhancing’ activity is to belittle a patient’s valid desire
to restore a basic function.”
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These comments led the EAG to see Viagra as an innovation offer-
ing important value. It should not be dismissed as “mere enhancement”
or a “lifestyle choice.” As a result, it answered the Level 1 question
about whether the drug should be eligible for coverage positively. But
it advised Harvard Pilgrim’s management that although Viagra should
be allowed to compete for coverage within the overall insurance pool,
its use should be compared to the value provided by alternative uses
of the funds. It advised that if the organization made a decision to limit
coverage (a Level 4 decision, according to the template), it should
explain the cost factor to members of the health plan and the public.
This recommendation is exactly what the template proposes.

The fact that the Ethics Advisory Group followed the steps sug-
gested by the template suggests that the kind of reasoning the template
asks for is not pie in the sky. Had the template actually been available,
however, it would have reassured participants in this EAG decision,
as well as within HPHC, that the kind of reasoning they were using
fits well with the overall requirements of Level 1 decisions. The tem-
plate leaves explicit room for airing disagreements about how to inter-
pret basic concepts, such as treatment and enhancement. The structure
it incorporates, however, assures that use of the template will foster
coherence among decisions over time. The one-time consultation in
this case would have been connected to a structure that embodies
broader experience over many similar decisions.

In the aftermath of the Ethics Advisory Group discussion, Harvard
Pilgrim decided to cover four Viagra tablets a month at the discretion
of the prescribing physician, thus imposing a Level 4 restriction. In
announcing the policy, the Medical Director tried to educate members
and the public about limits:

I don’t want to be in the position of saying how often people should have
intercourse. We are not telling physicians they can write prescriptions for only
four pills. They can write for 30 or 90 or whatever. What we are saying is that
we will pay for only four a month. . . . As to why Harvard Pilgrim settled on
four pills as opposed to, say, eight, Dorsey [the Medical Director] admits there
is no scientific logic to that number. It demonstrates a commitment to using the
resource pool to help make it possible for people to use the medication . . . but
it also reflects the fact that Viagra is too expensive for us to pay for unlimited
use.16
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Managed care and HMOs are typically vilified in the U.S. press, so
the response of Boston’s major newspaper was not at all typical. In
an editorial titled “A Sensible Compromise on Viagra,” the Boston
Globe wrote that “Massachusetts HMOs have devised a policy that
reasonably balances medical and cost considerations.”17

This narrative about Harvard Pilgrim Health Care and Viagra pol-
icy suggests that the clarity of the rationale for limits on drug coverage
and the lucid public explanation called for by the template promote
improved decision making about a pharmacy benefit and foster public
understanding of the need to make difficult Level 1 and Level 4 choices
and readiness to accept limits as disappointing but fair. Had the tem-
plate itself been available, it would have added assurance that the type
of decisions made in this case were not idiosyncratic or ad hoc, but fit
a pattern that had coherence and justification.

Selective Serotonin Reuptake Inhibitors

Our second example of how the template could be used effectively for
management and education is based on a recent article that describes
how Kaiser Permanente manages coverage for SSRIs.18 SSRIs are
more expensive than the tricyclic antidepressants that predominated
when Prozac first came onto the market. Because the SSRIs do not pro-
duce a higher cure rate than the older medications, many drug cover-
age programs initially tried to exclude them as a category, except when
tricyclics did not work (Level 1). Over time, however, from a combina-
tion of consumer demand, physician acceptance, favorable side effect
profiles, reduced risk of death in overdose situations, and studies that
suggested cost effectiveness,19 SSRIs have become the most widely
used antidepressants. Not surprisingly, the discussion of how Kaiser
Permanente handles SSRIs within its drug benefit simply assumes the
Level 1 decision to include them as a category of antidepressant.

As called for by the second level of the template, the physician-
governed Permanente practices used the research pharmacists in its
Drug Information Service to compare the four extant competing SSRIs
(Celexa, Paxil, Prozac, and Zoloft) for clinical effectiveness. Though
the details of this examination are not clear from the article, it is
likely that the comparison also examined side effects and other risks,
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providing a basis for what the template calls a judgment about general
therapeutic interchangeability. They concluded that none of the four
was a clear “winner.” Given comparable efficacy – or, more explic-
itly, general interchangeability – for treating depression, cost advan-
tage, as the template proposes, became the appropriate determinant
for choosing a drug of preference. At this point, Kaiser, which serves
eight million members, used its substantial bargaining power to seek
discounts from the manufacturers.

Although the article does not tell us which medication(s) were cho-
sen or what members are told about the rationale, it reports in detail on
how the organization interacts with physician prescribers. Drug edu-
cation coordinators (trained clinical pharmacists) present the clinical
and economic rationale behind the formulary choices. Had the tem-
plate been available, the specific case here could have been shown to
be consistent with a more general approach, and the template might
have allowed comparisons to further cases.

Because no general rule can apply reasonably to all members of
a large population, Kaiser builds in a simple, hassle-free approach to
the exception process. If a Kaiser member is expected to be unrespon-
sive to, intolerant of, or allergic to the formulary choice, the physician
prescribes a nonformulary drug and indicates the reason on a special
prescription form. This ease of application of the exceptions process is
the only way to undercut the most common quality-oriented criticism
of this kind of limit, namely that it exposes individual patients who do
not fit the general rule to medically burdensome outcomes.

Internationally, similar cost-conserving measures have been shown
to impose no undue medical burdens on patients, provided there are
an appropriate exemption policy and careful selection of interchange-
able drugs. A study of reference pricing for angiotensin-converting-
enzyme (ACE) inhibitors for older patients in British Columbia,
Canada, showed no significant health outcome differences for patients
who switched to fully covered ACE inhibitors as compared to those
who continued with their previous drugs despite co-pays.20 The British
Columbian practice was noteworthy because it also included the
two patient-protection provisions the template requires: evidence of
general interchangeability and a hassle-free exception policy. In the
Canadian case, physicians could simply declare some patients frail and
exempt them from the need to switch or bear co-pays.
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The Kaiser approach to choosing a preferred SSRI, explaining the
rationale to prescribing physicians, and making clinically based excep-
tions is precisely what the template calls for, again confirming that the
template does not make unrealistic demands. Had the template itself
actually been available to the physician prescribers, it could have been
used in their discussions with patients, a point we clarify in the next
vignette.

A Clinician Encounter about Drug Dosage

A clinically trivial example illustrates how clarity about the rationale
for limits can support communication and education in the doctor-
patient relationship. Some years back one of us (JES) spoke as follows
with an elderly street smart man who was benefiting from Paxil: “You
are taking 10 mg of Paxil each day. If I prescribe 20 mg and ask you to
break the pill in half, it will cost the pharmacy less than if I prescribe the
10 mg pill size. The pharmacy can use the savings for other medications.
Is it fair for me to ask you to break the pill in half?” After a few moments
of thought the patient emphatically agreed it was fair – “Doc, if anyone
fights you on that one, they’re just out to break your [expletive]!”

This exchange represents the essence of Level 4 coverage decisions,
but here it takes place as an isolated decision in a physician’s practice.
The physician proposed a way of prescribing that saved money for
the pharmacy budget in a prepaid program (Level 4). Savings would
benefit other patients. The rationale was made clear to the patient, who
endorsed it in his own vivid language.

Had the template been available, the clinician here not only would
have been able to show the good common sense of the dosage regi-
men, but also would have been able to demonstrate that it was part
of a broader plan to use resources wisely within the plan. The tem-
plate encourages stakeholders to exchange pertinent information, and
if the patient expressed concern about whether pill splitting was safe, a
well-prepared clinician would be able to cite pertinent literature.21

More to the point, the role the physician played here on his own could
become part of a more general educational strategy if proper tech-
nology made tools available to clinicians. We have in mind something
not beyond the reach of technological feasibility today – say handheld
devices with access to plan rules and rationales organized in the way
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the template suggests. Armed in this way, physicians could educate
themselves and could extend that schooling to their patients. The same
point can be made for pharmacists at the point of service, who could
similarly educate themselves and their patients in the pharmacy.

social learning about pharmaceutical value for money

Though not a panacea for the many forces in medicine that stand in
the way of the kind of deliberation we call for, the template can facili-
tate some positive steps already in practice. We conclude, however, by
pointing to some features of the American situation that make it harder
to learn about the true value, or true value for money, of pharmaceuti-
cals. In most countries, purchasers of drug benefits are the populations
covered by them – either through national health systems or social
insurance schemes. The interests of the societal agents who manage
the insurance are similar to the interests of the insured populations.22

In the United States, however, employers, the largest purchasers
of private insurance, have various motivations and interests that may
diverge from the health interests of their employees and their insured
dependents. Kleinke argues, for example, that the high turnover rates
in health plans – some 22 percent annually, he claims – means that
employers and health plans may not have an economic interest in
the long-term savings that many drug regimens offer.23 Further, he
cites Bryan Luce’s point that “the separation of pharmacy budgets
from other entities . . . dictates that simple acquisition costs often deter-
mine coverage decisions,”24 where these acquisition costs may have
no real relationship to the value of the drugs – or their value for
money spent – to the covered population. Neither incentives nor
regulation properly aligns the interests of purchasers with the inter-
ests of the populations for which they buy insurance. This misalign-
ment reflects how the United States structures insurance pools, not
the intrinsic ethical orientation of employers who purchase pharmacy
coverage.

In countries where the interests of purchasers and managers are
more closely aligned with those of the public they insure, social learning
about limits to coverage is facilitated. Were an ethical template to
be used in that context, there would likely be more agreement about
how to achieve societal value for money through drug coverage. What
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counts as a “relevant rationale” is less likely to be controversial than
in the United States.

We see the ethical template as a way to address the American mis-
match between purchaser and covered population interests. If it is used
as we have suggested, the template will facilitate discussion about the
relationship between acquisition costs and more scientifically based
calculations of cost-effectiveness (or cost-value)25 of certain drugs.
With transparency, with a focus on relevant reasons to which stake-
holders can agree, and with the opportunity to revise decisions, the
discussion will generate understanding about the proper basis for lim-
its to care. The social learning curve that results then not only will
inform drug coverage decisions, but also will contribute to broader
democratic understanding of how to improve the regulation and design
of the insurance system as a whole.

This role points us to another key context in which the template and
its use are important: in the education of regulators and legislators who
aim to improve the ways in which the insurance system, including phar-
macy benefits, meets public needs. Rather than encouraging piecemeal
mandating and regulatory intrusions in specific decisions, the template
and the lessons it teaches puts the focus on improving the transparency
and elements of fair process that surrounds such decisions. This result
would work to the advantage of all parties.

With the exception of Oregon a decade ago, America has resisted
any effort to discuss limit setting in a public way that could help the pop-
ulation learn about setting limits fairly. We have not had the national
commissions set up in a number of other countries with universal cover-
age to propose principles for setting limits or priorities. Whatever their
limitations,26 these commissions at least begin a public effort at edu-
cation about the need for limits and a fair way of establishing them.
Although “cost containment” is widely talked about in the United
States, the pretense is always that this effort concerns only the elimi-
nation of waste or unnecessary services and never anything more. This
pretense is maintained at the federal and state levels, as well as in the
language of private insurance plans. Far from reassuring the public, the
pretense builds suspicion and distrust.

Our policy proposal for public education is to encourage private and
public corporations and agencies in the United States and abroad that
make decisions about pharmacy benefits to use the ethical template in



P1: OYK
0521854962c13 CB953-Santoro 0 521 85496 2 September 26, 2005 14:16

224 Norman Daniels, James E. Sabin, and J. Russell Teagarden

the context of procedures that are accountable for reasonableness.27

Perhaps, as many observers claim, Americans are “different” and lack
the concern about solidarity or sharing that people in other countries
have. Without a serious effort at education, using proper tools, the
claim is untested and possibly self-fulfilling.
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The Application of Cost-Effectiveness and Cost–Benefit
Analysis to Pharmaceuticals

Joel W. Hay

why economic analysis of pharmaceuticals is important

Healthcare costs are continuing to escalate rapidly around the globe,
reflecting aging populations, greater access to medical services, and
improved medical technologies. In 2002 U.S. healthcare expenditures
reached $1.6 trillion, 15 percent of that year’s gross domestic prod-
uct, and $5,440 per capita.1 As shown in Figure 14.1, pharmaceuti-
cal expenditures have been escalating even more rapidly than overall
healthcare expenditures over the past decade, reaching 10 percent of
overall healthcare spending for the first time in forty years.

In 1970, early in Medicare and Medicaid implementation, prescrip-
tion drug spending was $43 per capita, and the lack of Medicare drug
coverage was not a major political concern.2 By 2002, as political
momentum for a Medicare prescription drug coverage program neared
its peak, prescription drug expenditures reached $569 per capita, with
the Medicare population spending nearly quadruple this amount.3

Drug spending and drug insurance coverage have become prominent
U.S. economic and political issues.

Similar concerns about drug spending are surfacing globally.
Per capita drug expenditures vary widely internationally, reflecting
differences in economic circumstances, pricing policies, government
programs, and population characteristics.4 Nevertheless, drug expen-
ditures are increasing rapidly in all industrialized countries (see Fig-
ure 14.2).

Health economists vigorously debate whether healthcare costs gen-
erally and pharmaceutical costs specifically are rising too rapidly.

225
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Figure 14.1. Prescription Drug Spending as a Share of U.S. Health Spending,
1960–2002. Source: Centers for Medicare and Medicaid Services, Office of the
Actuary, National Health Statistics Group.

Many say that healthcare is precisely the kind of superior good5 that
people consume more of as their income and wealth rise.6,7 After
all, “you can’t take it with you!” On the other hand, if healthcare
growth rates continue to outpace workforce productivity indefinitely,
per capita resources available for nonmedical spending will eventually
decline.8

Expenditures in U.S. dollars using purchasing power parity rates.
**Reinhart, et. Al., 2002.

Per capita drug spending varies significantly across countries.
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Healthcare is consumed primarily by patients who face heavily sub-
sidized prices, because of either government programs or third-party
insurance coverage. Access to healthcare is also tightly controlled by
physicians and other providers. Most healthcare providers operate in
financial environments that reward them for supplying more medical
care. Furthermore, healthcare markets are heavily regulated, licensed,
credentialed, and restricted. In every country, healthcare satisfies few
of the Economics 101 criteria for free market competition. Under
these circumstances, the “invisible hand” ensuring that scarce medi-
cal resources are being produced or consumed efficiently is severely
atrophied and arthritic.

The politics of drug spending is even more contentious than that of
any other healthcare component. Enormous profits are made by the
manufacturers of brand-name patented medications with legally pro-
tected monopolies over their product pricing and sales. Patents do such
an outstanding job of encouraging and rewarding R&D and investment
in intellectual property that the Founding Fathers established patent
protection in Article 1 of the U.S. Constitution. But despite the logic of
rewarding innovation through patents, it is difficult to make the case
that a life-saving medication should only be sold for many times its
marginal cost of production when economically less fortunate patients
who could pay that production cost die or suffer because they cannot
afford the monopoly price established by the manufacturer to recoup
its R&D investments and provide its shareholders with a competitive
earnings per share. Economic theory shows that everyone is better off if
manufacturers can provide drugs at lower prices for poorer patients or
in less developed countries, just as airlines and computer manufactur-
ers segment markets by income classes. But when drug manufacturers
attempt to charge higher prices in richer countries, the citizens of those
richer countries demand re-importation laws so that they can receive
the same drug price bargains found elsewhere in an increasingly global
marketplace.

The United States accounts for 63 percent of the global sales of
the top twenty-five pharmaceuticals,9 and substantially more than that
share of global drug industry profits. If the United States imposes
Canadian- or European-style drug price controls on a major portion
of its population, for example, through the Medicare program, the
incentives to invest in R&D for innovative medications will shrink and



P1: KsF/FQV P2: JTR
0521854962c14 CB953-Santoro 0 521 85496 2 September 26, 2005 14:46

228 Joel W. Hay

the future health of the United States and global populations will be
jeopardized.10 As discussed below, global investment in pharmaceuti-
cal R&D should be encouraged to improve global health and wealth,
not discouraged to reduce healthcare costs. A strong case can be made
that even the United States, much less other countries, is underinvest-
ing in new drugs. But balancing adequate incentives for investment in
risky pharmaceutical R&D against fair and equitable prices for current
medications is a crucial global concern.

healthcare cost-effectiveness and cost–benefit analyses

Cost-effectiveness and cost–benefit analysis are methodologies for
evaluating healthcare spending efficiency. In the severely distorted
healthcare marketplace, they are designed to simulate the invisible
hand of competitive markets with a “virtual reality glove” to guide
healthcare decision makers toward medical decisions that improve effi-
ciency and increase social welfare. They are used to address the ques-
tion, “Does each healthcare intervention achieve equivalent bang for
the buck?” If the answer to this question is negative, then society can
reallocate resources either to produce just as much health with less
spending, or to produce more health with existing spending. With
healthcare absorbing an increasingly larger share of GDP, ensuring
that every healthcare dollar is spent wisely becomes imperative.

Both cost-effectiveness and cost–benefit analysis compare the costs
of medical or drug interventions against the value of intervention
outcomes. The primary distinction is that cost-effectiveness measures
intervention outcomes in clinical units or in some index of health-
related quality of life, whereas cost–benefit analysis measures all inter-
vention outcomes, as well as intervention costs, in monetary terms.11

Cost-effectiveness predominates in economic evaluations of drug ther-
apy because many clinicians and policy makers resist assigning mone-
tary values to changes in patient survival, pain, suffering, or quality of
life resulting from drug interventions.12

The United States Public Health Service cost-effectiveness “refer-
ence case” evaluates drug or medical intervention outcomes in terms of
quality-adjusted life years (QALYs), with each additional year of life
gained through intervention weighted by the fraction of perfect health
achieved (0 percent – death, 100 percent – perfect health).13 Thus, if a
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patient’s migraine headaches are cured with drug therapy, and migraine
headaches reduce the typical patient’s quality of life by 50 percent, then
the therapeutic QALY gain would be 50 percent times the number of
days of migraine headaches avoided. On the other hand, for cardio-
vascular drugs, the QALYs gained from avoiding heart attacks would
reflect not only the improved quality of life for avoiding nonfatal heart
attacks, but the life expectancy gains from avoiding fatal heart attacks.
Cost-effectiveness analysis based on cost per QALY ratio predomi-
nates in healthcare resource allocation.

Weinstein showed that rather than having to plan the entire menu of
medical decisions simultaneously, healthcare decision makers merely
follow a simple rule of authorizing all medical interventions with
cost per QALY below the threshold value and denying all medical
interventions with cost per QALY above the threshold in order to
ensure that resources are used optimally.14 Thus, each medical deci-
sion maker will have a threshold cost per QALY revealed by the cost
per QALY of the most expensive drug or medical intervention that
it authorizes, under the important caveat that all medical interven-
tions are consistently subjected to cost-effectiveness analysis. If any
medical interventions are observed with costs per QALY above the
threshold value, this indicates that resources are not being efficiently
allocated.

In private markets people can pay as much per QALY as they want,
but when third party insurance plans or government programs foot the
bill, public consensus on the threshold value of a year of healthy life is
needed to implement cost-effectiveness analysis. In the U.S. context,
the health economics literature generally considers the societal cut-
off threshold for cost per QALY to be in the range from $50,000 to
$160,000. The lower bound values are motivated from a human capital
framework, assuming that people are worth at least as much as they can
earn, on average, in the labor market, and recognizing that the average
U.S. worker is employed for approximately 2,000 hours per year at
an average hourly compensation cost of U.S.$25.15 The higher range
estimates are motivated by attaching the average hourly compensation
rate to all available hours, rather than just those that are compensated
by employers, assuming that people value leisure time at the margin
at least as much as they value labor, or else they would readjust their
work hours (both in the short term and over the life cycle). They can
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also be motivated by empirical research on willingness to pay to avoid
fatal risks.16

Since cost-effectiveness analysis values all quality-adjusted life years
equally, irrespective of patient sociodemographic characteristics, social
status, or fortune, the cost per QALY metric has a built-in egalitarian
bias.17 This is consistent with the view that communal resources from an
insurance or government program should not be allocated to favor one
eligible beneficiary over another. It is also consistent with egalitarian
principles. As Gold et al. put it:

Imagine individual citizens in a state prior to their birth, uncertain of which of
many prospects, including possible health scenarios await them. Then rational
individuals seeking to make themselves as well-off as possible but blinded to
the specifics of their futures, would opt for societal decision rules based on
maximizing aggregate (or average) utility across the “population” of possible
lives; they would choose a pure utilitarian distribution. . . . If (1) deliberators
behind such a veil of ignorance would choose to maximize expected utility
across possible life scenarios, and (2) we assume that individual preferences
for health outcomes are expressed by quality-adjusted life years, then we are
led to a societal effectiveness measure equal to the sum of quality-adjusted life
years gained.18

Because only a fraction of all possible drug and medical interven-
tions have been subject to rigorous cost-effectiveness analysis, it is use-
ful to benchmark the cost-effectiveness of specific interventions under
consideration against others reported in the literature for the same dis-
ease or therapeutic category. Such rankings are referred to as “pharma-
coeconomic league tables” after the professional soccer league tables
followed avidly by European sports fans.19 Although imperfect, this
gives decision makers some perspective on the relative worth of any
specific intervention in the context of what is currently known.20

Cost–benefit analysis, or more precisely net benefit analysis (bene-
fits – costs), requires the analyst to convert all drug intervention impacts
into monetary values, determining how much patients or other parties
impacted by the intervention would be willing to pay, or need to be com-
pensated, to be indifferent between the pre- and post-implementation
states. For drugs and medical interventions, where markets are often
distorted, this is usually done by asking representative subjects to
reveal their preferences in a series of hypothetical experiments where
drug alternatives with different prices, efficacies, and side effects are
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compared.21,22 Cost–benefit analysis has long been preferred by
economists to cost-effectiveness analysis, because it is easier to ground
in traditional economic utility theory and social welfare analysis. There
are many limitations in using QALYs as a measure of individual well-
being or societal measure of welfare.23–26 It is plausible that different
people under different circumstances would prefer shorter periods of
greater expected pleasure to longer periods of greater health – or in
economics lingo, the marginal utility of a QALY is not constant and
invariant to consumption opportunities or budget constraints. How
else to explain sky diving, skiing, or eating Japanese blowfish?

Because willingness to pay is a function of ability to pay, cost–benefit
analysis is dependent on the prevailing income and wealth distribution.
It gives greater weight to the preferences of those with greater financial
means. QALYs or other outcome measures that are based on a person’s
underlying life expectancy don’t reflect wealth or income differences,
but they have a definite bias favoring patient groups with longer normal
life expectancies, including Asians, whites, younger patients, females,
and those without chronic disease.

Cost–benefit analysis has a stronger theoretical foundation, but
cost-effectiveness is more transparent and acceptable to clinicians and
medical decision makers, because the outcomes are measured in units
that are closer to health than money. For these reasons, and to has-
ten the practical application and dissemination of economic evalua-
tions in healthcare, it is better that a theoretically imperfect evaluation
methodology such as cost-effectiveness be used if it is more transpar-
ent, and can gain wider acceptance and real-world application, than a
theoretically superior methodology such as cost–benefit analysis.

are pharmaceuticals cost-effective?

Pharmaceuticals are highly cost-effective in some situations and not in
others. Childhood vaccines such as those to prevent smallpox, polio,
measles, mumps, rubella, diphtheria, pertussis, and tetanus are some
of the best bargains in healthcare, because vaccine doses costing a
few hundred dollars over a lifetime can prevent serious, permanent,
or fatal disease consequences.27 Vaccines save lives, quality-adjusted
life years, and overall medical expenditures. They are particularly eco-
nomically favorable because the benefits accrue not only to vaccinated
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individuals but to all of those nonvaccinated individuals who avoided
disease because transmission risks were reduced by the vaccine.

Some drug interventions are decidedly not cost-effective. For exam-
ple, use of Cox-2 inhibitors for pain relief, such as celecoxib and rofe-
coxib, has expanded rapidly in the past decade into a multibillion-dollar
global market. Yet for the majority of patients without elevated risk of
gastric bleeding or ulcer from use of nonsteroidal anti-inflammatory
drugs (NSAIDs), Cox-2 inhibitors are no better than cheap, over-
the-counter medications such as naproxen or ibuprofen, while being
many times more expensive per pill, and at least in the case of Vioxx
being much less safe.28 It has been estimated that the use of Cox-2
inhibitors as a substitute for NSAIDs costs more than $275,000 per
quality-adjusted life year, even without consideration of their poten-
tial cardiovascular risks.29 As mentioned earlier, pharmacoeconomic
league tables show wide variation in the cost-effectiveness of differ-
ent medications and for the same medications in different therapeutic
contexts.30

Before addressing whether pharmaceuticals are cost-effective in the
aggregate, it is useful to consider the broader role of costly medical
technology in improving population longevity, quality of life, and func-
tional abilities. There are two themes that emerge from the health-
care literature. The first theme, dating back to the pioneering stud-
ies of Wennberg and Gittelsohn, suggests that much of the variation
in medical practice and in the use of medical technology cannot be
explained by underlying differences in patient or disease character-
istics, and reflects ignorance, excessive cost, and inefficiencies in the
delivery of healthcare.31,32 Along these lines, the Rand Healthcare
Appropriateness Methodology Research Program has documented
substantial levels of inappropriate care being delivered in the United
States, despite or possibly related to the fact that the U.S. healthcare
system is the most technologically advanced and most expensive in
the world.33–35 This body of research suggests that advanced health-
care technology is often either overutilized or underutilized. Twenty
to thirty percent of U.S. healthcare may provide more harm than good,
and 50 percent of patients may not receive recommended preven-
tive care.36 It is frequently pointed out that the United States uses
expensive and advanced medical technologies such as MRI and CT
scans, organ transplants, invasive coronary procedures, and kidney
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Table 14.1. Summary of Research on the Value of Medical Technology Changes

Outcome
Change in
Treatment Net

Condition Years Costs Change Value Benefit

Heart 1984–98 $10,000 One-year increase in $70,000 $60,000
attack life expectancy

Low-birth- 1950–90 $40,000 Twelve-year increase $240,000 $200,000
weight infants in life expectancy

Depression 1991–96 $0 Higher remission
probability at some
cost for those
already treated

<$0 More people treated,
with benefits
exceeding costs

Cataracts 1969–98 $0 Substantial
improvements in
quality at no cost
increase for those
already treated

<$0 More people treated,
with benefits
exceeding costs

Breast 1985–96 $20,000 Four-month increase $20,000 $0
cancer in life expectancy

Source: Cutler DM, and McClellan M, “Is Technological Change in Medicine Worth It?” Health
Affairs, 2001, 20 (5):11–29.

dialysis at rates substantially greater than in Canada and Western
Europe, with no discernable relative improvements for aggregate
U.S. population life expectancy, disease survival, or overall quality of
life.37

The second healthcare literature theme suggests that improvements
in pharmaceutical and medical technology result in substantial posi-
tive health status gains in the United States and elsewhere. This view
has prevailed among health economists for many years.38,39 Cutler
and McClellan recently examined five major disease categories and
found that the returns on investment in medical technology substan-
tially outweigh the costs for four of these diseases (see Table 14.1).
They concluded that “. . . medical care as a whole is clearly worth
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the cost increase, although we cannot present a specific rate-of-return
evaluation.”40

Murphy and Topel estimate the returns on investment for medical
research at greater than 100:1.41 They show that the increase in U.S.
population longevity between just 1970 and 2000 was worth an addi-
tional $75 trillion to the U.S. economy, and that further reducing heart
disease mortality by just 10 percent would be worth an additional
$5 trillion to Americans. These estimates are based on multiplying the
average American increase in life expectancy during the time period
by economic estimates of the value of additional life years.

Most medical researchers believe that it is quite feasible to find
new drugs and technologies that can reduce mortality rates for cancer,
cardiovascular disease, and other major chronic diseases. Murphy and
Topel point out that even if it cost $30 billion to reduce cancer or
cardiovascular mortality rates by 1 percent through drug R&D, the
social return on investment would exceed 13:1. The entire NIH annual
research budget was $28 billion in 2004,42 and the U.S. pharmaceutical
industry spent $33 billion on R&D in 2003,43 suggesting that current
medical and pharmaceutical R&D may fall substantially below levels
that could be socially or privately justified in the United States All
other countries invest substantially less in biomedical R&D than the
United States, both absolutely and on a per capita basis, so there is a
global problem of underfunded biomedical research.

It is possible that both literature themes are correct. Higher levels
of healthcare technology adaptation may exhibit greater inefficiency
at the individual patient level, but also be highly cost-effective and
socially beneficial in the aggregate. Everyone would prefer to reduce
inefficiencies in healthcare delivery while protecting the rapid devel-
opment of new drugs and other medical technologies, but as Cutler and
McClellan point out in the context of managed care, efforts to reduce
healthcare costs per capita may simultaneously slow the adoption of
valuable healthcare technologies.44

International comparisons suggest that other countries have been
able to achieve improvements in life expectancy and disease reduction
similar to those in the United States, although spending much less per
capita on healthcare and without investing as much in medical and
pharmaceutical R&D, but this merely raises the question of whether
these other countries are “free-riding” on American technological
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Figure 14.3. Invention of New Pharmaceuticals. Source: The Economist 2004.

innovation. Being the first to adopt any new technology will always
be more expensive and inefficient than adoption after the technology
has matured. It has been observed that since 1992 the United States has
spent an additional $1 trillion on pharmaceuticals relative to Europe
because of newer drugs and higher drug prices.45

In a dramatic reversal from just a decade ago, Europe currently
spends less than 60 percent as much as the United States on phar-
maceutical R&D per capita and invents only about half as many new
drugs (see Figure 14.3). The Economist, citing a Bain Consultants study,
stated that:

In 2002, Germany saved $19 billion because it spent much less per head than
America on drugs. On the other hand, says Bain, in the same year, Germany lost
out on $4 billion from R&D, patents and related benefits that went elsewhere. It
lost $8 billion because high-value jobs went somewhere else – plus the benefits
of those jobs from the “multiplier effect.” German drug firms would have made
$3 billion more profit if they had kept pace with rivals elsewhere. A further
$2 billion was lost as the country shed corporate headquarters and the benefits
they bring. The cost of poorer-than-necessary health was $5 billion. . . . In sum,
it reckons that Germany’s $19 billion saving is in fact a $3 billion net loss. “When
you add up all of the costs, the free rider model is actually quite expensive,”
argues (co-author) Mr. Rosenburg.46

If anything, the Bain estimates of the losses to the German economy are
too low, because the job multiplier effect was estimated conservatively,
and the value of reduced health did not include the full cost of reduced
longevity and quality of life.

Frank Lichtenberg has carried out the most extensive research on
the aggregate cost-effectiveness of pharmaceuticals. Using the U.S.
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1996 Medical Expenditure Panel Survey data, he found that each addi-
tional dollar spent on new prescription medications was associated with
approximately a $4 reduction in total healthcare spending per capita.47

In a recent analysis of mortality and drug use using World Health Orga-
nization data for fifty-two countries, Lichtenberg estimates that new
drugs accounted for 0.8 years (40 percent) of the 1986–2000 global
increase in population longevity. The average annual increase in life
expectancy across these fifty-two countries resulting from new drug
launches was 0.056 years, or 2.93 weeks per person.48 He calculates that
the average cost per QALY gained for a new drug launch over this time
period is substantially below $4,500, affordable in all but the least devel-
oped countries of the world. Moreover, in North America and Europe,
where the societal threshold cost per QALY is many times greater than
this level, this implies that new drugs are highly cost-effective and that
pharmaceutical R&D should be substantially expanded.

applying cost-effectiveness and cost–benefit analysis in
the pharmaceutical marketplace

Drug and healthcare cost containment is an increasingly important
goal as costs continue to escalate globally. It is often argued that drug
utilization and cost containment programs have failed because they
have been too simplistic or too narrowly focused on reducing drug
expenditures without regard to their impact on total healthcare costs
or patient outcomes. Clearly many pharmaceutical benefits managers
have a “silo mentality.”49 They are rewarded for saving money in their
drug budgets, even if other healthcare costs increase and patient out-
comes worsen. These broader health consequences are more difficult
to measure and are usually ignored.

Restricting access to drugs through excessive co-payments or quan-
tity controls or through inflexible therapeutic substitution policies
without regard to specific circumstances cannot be expected to pro-
duce good results for patients or budgets, and is often “penny wise
and pound foolish.” Most studies find that traditional drug formulary
management and drug utilization policies designed to curb drug expen-
ditures boomerang.50 Inappropriate drug cost-sharing and utilization
reviews designed to control drug expenditures result in unintended
consequences, including suboptimal use of medication; health status
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declines; or increased use of more costly ambulatory or institutional
care.51–54

Standard drug and healthcare cost containment efforts are referred
to as “input management” tools, because they dwell exclusively with
the inputs side of the equation. A more comprehensive approach
to healthcare cost containment involves looking at healthcare “out-
comes” as well as healthcare inputs, but very little research has been
directed at the outcomes of healthcare until the past two decades.
The concepts of “patient-reported outcomes” and “evidence-based
medicine” are very recent innovations in healthcare research. During
the past decade, the evolving view that the focus of healthcare should
be to provide outcomes that are meaningful and valuable to patients,
and that patient-reported outcomes can and should be measured in a
scientifically valid and reliable fashion, has created a paradigm shift,
the “outcomes revolution” in healthcare management.55

Cost–benefit analysis and cost-effectiveness analysis fit perfectly
into the “outcomes management” paradigm, because they specifically
address the issues of how much patients, their families, their employers,
and society are willing to pay for drug or other healthcare “outcomes.”
They measure inputs and outcomes comprehensively, using scientifi-
cally rigorous methods. They provide a framework for balancing the
costs of drugs and other healthcare inputs against the value of the
resulting health outcomes.

Australia was the first country to establish formal cost-effectiveness
guidelines for new pharmaceuticals in 1992.56 Starting then, manufac-
turers were required to submit evidence that new medications were
cost-effective in order to obtain reimbursement under the Australian
national healthcare program. Australia is a relatively small pharma-
ceutical market, and drug manufacturers were not strongly motivated
to do rigorous studies to prove cost-effectiveness for the Australian
market.57,58 Nevertheless, this began a movement of “pharmacoeco-
nomic” assessment of medications that has spread rapidly and glob-
ally.59–62

The International Society for Pharmacoeconomics and Outcomes
Research now lists twenty-four countries with explicit pharmacoeco-
nomic guidelines in place.63 Many of these countries do not have
mandatory pharmacoeconomic requirements for reimbursement,
but all of them are actively expanding the importance of satisfying
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guidelines to enhance the efficiency of their healthcare delivery sys-
tems. In the United States, the Academy of Managed Care Pharmacy
(AMCP) has established a formulary submission format that is used
to help guide drug formulary decisions for more than 130 million
beneficiaries.64 The AMCP pharmacoeconomic dossier submission
process creates a dialogue between manufacturers and managed
care decision makers to improve the application of evidence-based
medicine and cost-effectiveness analysis in the drug formulary evalua-
tion process. Making the rationale for these decisions transparent and
rigorous gives managed care enrollees confidence that their healthcare
outcomes are being managed effectively and efficiently, along with the
healthcare inputs.65 Managed care is under great pressure to implement
these approaches, since there has been substantial consumer and physi-
cian backlash against perceived arbitrary restrictions in access to drugs
and medical procedures in order to save money or increase profits.66

In the United Kingdom, the National Institute for Clinical Excel-
lence (NICE) evaluates the cost-effectiveness of new drugs and other
medical technologies, in large part because the United Kingdom has
been relatively slow to adopt newer medications. It was felt that an
independent expert scientific advisory body rating new technologies
could help speed the adoption of truly valuable innovations while
weeding out the wasteful or ineffective approaches.67 NICE contracts
with academic experts to synthesize available literature and evalu-
ate technology issues that they consider to be of particular impor-
tance because of their clinical and economic implications. Although
NICE is only advisory to the British National Health Service, its rec-
ommendations carry much weight in determining how quickly newer
technologies are adopted and reimbursed. By providing favorable eval-
uations of many drugs and technologies, NICE has probably hastened
the adoption of several cost-effective but cost-increasing medical inter-
ventions relative to the pre-NICE era.68

Other country-specific pharmacoeconomic guidelines follow a vari-
ety of formats and levels of scientific rigor.69 Although there is substan-
tial expert consensus regarding the components of pharmacoeconomic
studies that ensure quality,70,71 pharmacoeconomic analysis still has a
long way to go before it can be used consistently and rigorously.72

Even Kaiser Permanente, the largest managed care organization in
the United States, does not currently use formal pharmacoeconomic
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decision criteria in its drug formulary management.73 Nevertheless,
the logic of applying these pharmacoeconomic tools to drug decision
making is quite compelling. The alternatives to using these transpar-
ent, scientifically rigorous methods for assessing drug value and for
recommending drug usage are less scientific, more unfair, inefficient,
hidden, and arbitrary.

future trends for drug decision making
and reimbursement

The U.S. Medicare Modernization Act (MMA) of 2003 provides a clear
example of why cost–benefit analysis and cost-effectiveness analysis
will become increasingly relevant to drug decision-making. By imple-
menting a comprehensive Part D drug benefit for Medicare recipients,
this law recognized the obvious: pharmaceuticals are increasingly vital
to healthcare treatments and patient outcomes. Failing to provide an
ambulatory drug benefit under the flagship healthcare program for
America’s elderly was creating substantial financial burdens for mid-
dle class retirees, causing many to forgo needed medicines, and often
leading Medicare providers to substitute expensive inpatient and recu-
perative care for inexpensive medications.

The Medicare Modernization Act barely squeaked through
Congress in 2003, pleased no one, and will devote less than half of its
projected $500 billion additional spending over the first decade to new
drug coverage. Most of the new MMA spending will actually replace
existing drug and healthcare coverage already provided to poor retirees
by states under Medicaid, and persuade corporations not to eliminate
their existing retiree drug coverage programs. Of greatest concern, the
MMA has no real cost containment or efficiency provisions.

A key controversial element of the MMA is that Medicare cannot
use its enormous bargaining power as a future purchaser of drugs for
all American retirees to negotiate below-market prices for drugs, as is
routinely done in other countries.74 This aspect of the legislation was an
essential compromise to placate the pharmaceutical industry’s fears
that European- or Canadian-level prices for patented pharmaceuticals
would drastically cut not only industry profits, but also industry R&D.
Using similar arguments, thus far the U.S. pharmaceutical industry has
successfully fought off several Congressional attempts to lower drug
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prices by loosening restrictions on the re-importation of cheaper drugs
from Canada and elsewhere.75

The MMA also provides some incentives to expand managed care
alternatives to the standard Medicare fee-for-service benefit, but few
beneficiaries are expected to take advantage of this option. Even if
such competition has potential beneficial effects, the numbers will be
too low to impact overall Medicare cost trends. Because the traditional
Medicare program lacks any meaningful cost containment incentives,
the MMA drug coverage expansion is projected by Medicare’s own
actuaries to add an additional $162 billion in annual costs within the
first five years of implementation, and an additional $8.1 trillion to
Medicare’s unfunded liabilities through 2078.76

These federal deficit projections do not even contemplate other
major healthcare program expansions, such as universal health insur-
ance or other new coverage benefits. Should some really important new
drugs be discovered over the next several years, such as cures for cancer,
heart disease, Alzheimer’s disease, or diabetes,77 these deficit projec-
tions are likely to be exceedingly optimistic. Moreover, this deficit drug
spending is just icing on top of the already-projected $40–$60 trillion
unfunded liabilities for federal Social Security and Medicare promises
to future American retirees.78 To paraphrase Senator Everett Dirksen,
“. . . a few tens of trillion dollars of debt here, and a few tens of trillion
dollars of debt there, and pretty soon you’re talking real money!”

Other than papering over deficits with smoke and mirrors, as
Democrat and Republican politicians continue to do, there are only
three ways to bring projected deficits for U.S. federal healthcare enti-
tlements into manageable proportions: increase taxes, reduce bene-
fits, or use healthcare resources more efficiently. It is likely that some
combination of all of these methods will be implemented. The least
painful approach is to use healthcare resources more efficiently, and
if the Rand Medical Care Appropriateness estimates are in the right
ballpark, this approach could reduce healthcare spending by roughly
30 percent without harming healthcare outcomes. Thirty percent of
$8.1 trillion is real money!

Determining how to use drugs more efficiently is precisely the phar-
macoeconomic agenda of cost–benefit and cost-effectiveness analysis.
It is inevitable that the Medicare program will substantially increase
its research and implementation of programs that encourage the
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Figure 14.4. G7 Public Spending on Pensions and Health Benefits as a Per-
cent of GDP by Country. Source: OECD (1996, 1997) and Census (1997) and
“Global Aging – The Challenge of the New Millenium,” Watson Wyatt/CSIS
Report.

cost-effective use of drugs and other medical interventions. Even if
only 5 percent of the Medicare drug budget were allocated toward this
goal, this would mean Medicare spending of $8 billion annually on
pharmacoeconomics and outcomes research by 2012. Medicare and
other federal programs currently spend only a few tens of million dol-
lars on these issues today.

Lest non-Americans think that the Medicare deficit projections and
unfunded U.S. federal liabilities are a uniquely American problem,
it is sobering to realize that the U.S. concern over unfunded govern-
ment entitlement programs pales in comparison to the projected par-
allel burdens in Japan, Europe, and Canada. As shown in Figures 14.4
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and 14.5, aging populations and generous levels of retiree entitlements
will cause all other G7 countries to experience similar government
funding problems, and in most cases the problems will be much larger
(on a per capita basis) and will occur sooner than in the United States.
The need to employ pharmacoeconomics and other methods to utilize
healthcare resources efficiently will be as crucial in the rest of the world
as here.

Another important potential application of pharmacoeconomics
relates to future trends in global reimbursement for pharmaceuticals.
As mentioned earlier, patent protection policies have done an excel-
lent job of ensuring new drug R&D. This has occurred even while
the FDA and foreign drug regulators have continuously strengthened
requirements for demonstrating drug safety and efficacy. Patents solve
the simultaneous problem of ensuring that innovators are rewarded
for developing intellectual property, while allowing the private mar-
ket to determine how large these innovation rewards should be, rather
than having government bureaucrats or politicians make what could
easily become biased and favored decisions regarding who deserves
what size prize for what innovation.
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Patents are antithetical to market competition. They reward innova-
tion by having the government patent office grant time-limited monop-
olies to the patent holders. It is well known to first-year economics stu-
dents that monopolies create inefficiencies, including the dead-weight
loss associated with monopolistic supply restrictions below levels that
unambiguously improve social welfare. As the music, software, and
motion picture industries can attest, protecting the rewards to inno-
vation and intellectual property is increasingly difficult in a globalized
electronic marketplace. But the problems associated with the patent
system are particularly acute in an area such as pharmaceuticals, where
lives are needlessly lost, and patients needlessly suffer not because
the patient or payer can’t afford the medication cost, but because the
patient (or his or her insurer, government program, or international
aid agency) cannot afford the marginal cost of the medication plus the
monopoly markup established to reward innovation.

Patients in Africa, Asia, and many less developed countries sim-
ply ignore patents by purchasing generic knock-offs of patented drugs,
whereas patients in countries that honor patents in Europe, Canada,
and even the U.S., federal and state governments (through purchases
for Medicaid and VA patients) use their financial clout to negotiate
substantial discounts below “market” prices for drugs. It is left to
the well-insured American consumer (and after the 2006 implemen-
tation of the Medicare drug benefit, the U.S. taxpayer) to carry most
of the global weight of rewarding innovation in the pharmaceutical
industry.

The problem is further compounded in the pharmaceutical case,
because some of the most important medical innovations are not easily
patentable, and some are not patentable at all, because the product has
already passed into generic or nonprescription status. Aspirin to treat
or prevent heart attacks and cheap antibiotics such as clarithromycin
to treat or prevent gastric ulcers are two of the most important drug
advances of the twentieth century. Had they been developed and mar-
keted as quickly as statins or H2 receptor antagonists, millions of lives
and billions of dollars could have been saved; but in both cases knowl-
edge and use of these therapies lagged for decades precisely because
there was no potential patent reward for pharmaceutical companies to
establish and market a new use of a product that any company in the
world could already sell generically.79,80
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A potential solution to the problem of rewarding drug innovation,
while eliminating the inefficiencies and price distortions created by the
monopoly patent system, would be to have the government establish
cash prizes, rewards, patent buy-outs, or guaranteed government drug
purchases payable to successful innovators in return for putting drug
patent rights into the public domain. The government could purchase
these patents immediately after the FDA approval process, or if prior
to approval, the government would undertake the necessary safety and
efficacy studies for FDA approval. Once the government acquired the
patent rights, it would allow any and all drug manufacturers to produce
the new drug competitively, subject to standard FDA requirements.

Financial rewards for placing patents in the public domain are not
a new idea, going back at least to the French government reward for
the invention of daguerreotype photography in 1839. Michael Kremer
and others have advocated the reward approach, particularly in the
context of pharmaceuticals for less developed countries, to stimulate
development of new medications and vaccines for malaria, dengue,
diarrhea, sleeping sickness, and other tropical diseases where patents
do not create adequate rewards for private sector innovation, even
though the global societal costs of these diseases would clearly justify
the R&D investments.81–83 For these cases, the per capita income of
patients is too low to recoup the R&D costs that a pharmaceutical
company would risk for a patentable medicine or vaccine, even though
the global disease costs are in the hundreds of billions of dollars and
would easily cover the risky R&D investments if, say, the World Health
Organization offered adequate multibillion-dollar financial rewards
for effective interventions that would then be placed in the public
domain.

The reward system would not replace the patent system, nor would it
necessarily focus only on patentable innovations. Patent holders would
not be forced to sell their patents to the government. They could take
their chances in the marketplace if they felt that the government offer
was too low. The reward system would be used to expand innovation in
areas that are currently not being adequately investigated and imple-
mented, such as the heart attack-aspirin and ulcer-antibiotic exam-
ples mentioned above, and to allocate innovative medicines quickly to
patients at marginal cost while rewarding innovators.
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Determining the size of the preannounced drug innovation rewards
would not be technically difficult, and would be based on cost-
effectiveness and cost–benefit analysis. There is a large domestic and
international base of pharmaceutical cost-effectiveness researchers
(e.g., www.ispor.org). For each therapy the government could con-
vene an independent panel of experts to establish patent reward val-
ues based on marginal cost drug pricing and a societal perspective on
drug costs and benefits. The government or international agency could
preannounce rewards in areas of particular need (e.g., HIV/AIDS,
cancer, heart disease) or establish rewards at the time of regulatory
approval for safety and efficacy. Presumably the reward would be in
line with what the monopoly producer reasonably anticipates in terms
of future monopoly profits. In some cases (e.g., new life-saving uses
of older generic drugs), the rewards would substantially exceed what
the innovator could expect in the market, to stimulate valuable but
unpatentable innovations.

An advantage of using this reward approach for pharmaceuticals is
that there is a clear decision point at which the reward can be earned
and paid. This is the point where the FDA determines that the drug is
safe and effective in meeting a specific clinical indication for marketing
approval. Should the drug later turn out not to have the precise safety
and efficacy characteristics established at the time of FDA approval, the
reward payments could be pro-rated based on new clinical evidence.
The simplest way to accomplish this is to make the rewards payable
over a multiyear period with out-year payments contingent on future
knowledge.

The application of cost-effectiveness and cost–benefit analysis in
establishing a reward system for new drug innovation could dramati-
cally expand the development and use of new therapies. When patients
and payers are paying the marginal cost of medications, rather than
the monopoly-protected price, the number and range of cost-effective
applications for these new therapies will increase dramatically. More-
over, with the Medicare program projected to spend hundreds of bil-
lions of dollars for medications annually, it will actually be less expen-
sive for the taxpayer to buy out patents or reward the drug innovators
with lump sum payments, rather than pay exorbitant monopoly prices
for these drugs year after year. Medicare drug payments alone will
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exceed total pharmaceutical industry profits within a few years, and
can thus be more efficiently allocated to generate both greater levels
of drug innovation through rewards and patent buy-outs and also much
lower and fully competitive drug costs for patients and payers. Alan
Garber has proposed a parallel application of cost-effectiveness analy-
sis to ensure that health plan coverage decisions and benefit structures
ensure efficient use of resources which would neatly complement a
drug patent buy-out system, ensuring that cost-effective innovations
spread quickly into medical treatment guidelines.84

conclusions

Cost-effectiveness analysis and cost–benefit analysis have migrated
from mere academic curiosities to wide-scale use in mainstream
medical decision making by clinicians, governments, and third-party
payers in dozens of countries including the United States and sev-
eral EU countries. These techniques ensure that limited healthcare
resources are being used efficiently to accomplish explicit clinical
outcomes reflecting the preferences of patients, payers, and medical
decision makers.

Because the cost-effectiveness and cost–benefit analytic models are
(or should be) fully transparent, it is possible for critics and users to
understand what assumptions, evidence, and preference measures are
utilized. The structure of medical decision making can thus be chal-
lenged and re-evaluated in a scientific and rigorous fashion. Issues that
are particularly controversial can be identified and targeted for addi-
tional research. Because healthcare allocation decision alternatives
to using these economic analytic approaches are more inequitable,
secretive, and inefficient, they are not feasible in open democratic
societies.

It is clear that these economic evaluation techniques provide some
hope for the future in the pharmaceutical marketplace as drug spending
continues to grow rapidly, and as governments struggle to deal with the
financial burdens of coping with aging populations and patients with
expectations of ever-expanding and improving medical technologies. It
is also likely that cost-effectiveness analysts and cost–benefit analysts
may provide new ways of fundamentally restructuring the payment
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systems for pharmaceuticals and healthcare benefits generally, where
rewards are directly tied to value. These new payment paradigms are
badly needed, because the existing health financing systems will be
increasingly politically unsustainable as cost and coverage pressures
escalate.
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Introduction to Part III

Michael A. Santoro

introduction: intellectual property rights
versus healthcare rights

The most controversial ethical and public policy issues involving the
pharmaceutical industry arguably derive from the dynamic tension
between healthcare’s dual status as an economic commodity and a
moral right. Fundamentally, this tension is an ongoing dialogue about
competing rights, i.e., property rights versus the right to affordable
healthcare. This section considers the conflicts arising from the phar-
maceutical industry’s assertion of strong intellectual property rights
and the attempts by some advocates to erode these rights in order to
honor the right to affordable access to drugs.

A recurring theme of this book has been the disjunction that some-
times exists between public health needs and the profit-maximizing
behavior of pharmaceutical companies. In the case of intellectual prop-
erty this disjunction is not only a function of free-market dynamics; it
is also a result of deliberate government intervention. The patent sys-
tem is a not-so-finely tuned government regulatory mechanism that
can, in effect, ratchet up the intensity of this gap. Patent laws grant
state-protected monopolies to inventors in order to spur innovation.
The exercise of those patent rights, however, also leads to higher prices
and limited access.

Some industry leaders well understand that the fates of their compa-
nies are inextricably bound with the healthcare needs of the communi-
ties in which they operate. In his chapter, William Weldon, the CEO of
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Johnson & Johnson, one of the world’s largest diversified healthcare
companies with significant interests in the pharmaceutical industry,
argues that the fundamental source of tension between industry and
society is a “basic conflict: between funding priorities for providing
access to current healthcare, and the need to provide incentives for
developing better treatments in the future.” Weldon believes that this
gulf can and must be bridged because the public and the pharmaceu-
tical industry ultimately share a common goal of ensuring continued
innovation and new products while broadening access to the fruits of
drug research. Weldon notes that patent protection is but one of a wide
array of government policy levers such as reimbursement policies, price
controls, and safety and efficacy review standards that impact public
health outcomes and costs. He goes on to describe in some detail a
number of specific areas in which government and industry can coop-
erate and play complementary roles in meeting current and future
healthcare challenges.

According to one study regularly cited by pharmaceutical execu-
tives, it costs $802 million to bring each new drug to market.1 This
figure includes, among other things, capital costs, the cost of basic
research, clinical testing, and obtaining regulatory approval, as well
as the costs associated with drug investigations and trials that fail to
come to fruition. Because the marginal costs of manufacturing a drug
are very small in proportion to the overall costs of research and devel-
opment, without patent protection a so-called “generic” manufacturer
could profitably bring a drug to market at a much lower price than the
innovating firm. In such a case, there would be insufficient financial
incentive for the drug company to make the investments necessary
to invent a new drug and bring it to market. With patent protection,
an innovative company essentially holds a state-protected exclusive
monopoly, enabling it to restrict output, set prices to maximize profits,
recoup the cost of developing the drug, and achieve an attractive rate
of return for the enormous sums that need to be invested in the risky
business of drug development.

Although for industry a strong patent system is unambiguously
essential, from a social perspective, the economic effects of patents are
more complex. Society as a whole shares with pharmaceutical compa-
nies the goal of creating financial incentives for innovation, and the
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existence of the patent system reflects that goal. High costs and limited
access to novel drugs, however, remain of paramount concern.

To be sure, the social benefits of innovation in the pharmaceutical
industry have been considerable. Even in the past quarter of a century,
a period that some critics say has been marked by “me too” drugs and
an excessive emphasis on the marketing of “lifestyle” drugs, the phar-
maceutical industry has developed numerous medically significant new
drugs.2 AZT, Saquinivir, and Fuzeon, for example, have prolonged life
for AIDS patients; Cyclosporine has allowed organ transplantation to
become a reality; and cancer treatments such as Rituximab are helping
more patients to achieve remission.

The development of drugs to treat HIV patients represents both the
triumph and tragedy of pharmaceutical patent protection. The drugs
sadly came too late for too many. Eventually, however, useful drugs
were invented to treat HIV and AIDS patients. Many factors con-
tributed to development of these drugs, including inventions developed
in government and university laboratories. Without a doubt, however,
one of the principal factors was the patent system and the profits that
pharmaceutical companies could earn by bringing these drugs to mar-
ket. At the same time that patent protection made such drugs possible,
however, it also meant that the drugs would be priced beyond the reach
of many patients.

As one of history’s foremost advocates for the rights of HIV/AIDS
patients, Martin Delaney is uniquely positioned to comment on the
human toll of high drug prices. As Delaney details in his chapter, the
pitched battles that AIDS activists fought with pharmaceutical compa-
nies over drug prices were literally a matter of life and death for count-
less patients. Delaney also recounts how AIDS activists contributed
to the development of HIV treatment regimens, and how ultimately
some activists decided to attempt to work cooperatively, albeit warily
and reluctantly, with pharmaceutical companies on drug development.
Noting that such cooperation is becoming increasingly common, and
worried that it has the potential to co-opt and undermine effective
patient advocacy, Delaney offers an important set of ethical princi-
ples that delineate the appropriate parameters of such cooperative
relationships. These principles represent one of the most important
contributions to a central theme of this book – the need for private,
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governmental, and nongovernmental actors in the healthcare system
to work together to achieve positive outcomes in addressing medical
needs and problems.

price controls and innovation: can they co-exist?

The basic tension between the need to encourage innovation through
intellectual property protection and the resulting high prices and
restricted access is at the core of many of the public policy debates
that have dominated the news in recent years. These debates have all,
either overtly or under the surface, been about price controls. One
of the most labyrinthine manifestations of this basic conflict is the
debate over Canadian drug reimportation. Unable and unwilling to
pay high drug prices, many Americans have turned to Canada as a
source for drugs. Stories about beleaguered senior citizens taking the
bus to Canada to make bulk purchases have become a news industry
staple. As many commentators have noted, however, the Canadian
route is a very roundabout way of dealing with the basic problem
of high drug prices. Hank McKinnell, Chairman and CEO of Pfizer,
recognized this when he boldly proclaimed that “re-importation is a
false promise. If we want to import price controls we should have that
discussion.”3

The tension between innovation and access has even spilled over
into international trade. Europe, Canada, Australia, and other devel-
oped countries have enacted strong price controls to provide greater
access for their citizens. The net effect of this has been that American
citizens have shouldered the burden of paying for innovative drugs.
As a result, then FDA Commissioner Mark McClellan, arguing that
the “average price of important medical breakthroughs ought to bear
some relation to a nation’s income,” has suggested developing some
kind of international trade provision that would effectively tie price
controls to a nation’s ability to pay.

The basic tension between spurring innovation and ensuring access
has also been manifest in the debate over the Medicare drug benefit
passed by Congress at the end of 2003. A controversial provision
of that bill prevented the Secretary of Health and Human Ser-
vices from “interfering” in negotiations over drug prices. In practice,
this means that the various drug benefit providers are required to
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negotiate individually for drug discounts. Preventing the federal gov-
ernment from leveraging the combined purchasing power of the entire
Medicare population inevitably means that the American taxpayer
will pay more for the Medicare drug program, especially for drugs
without adequate substitutes. In contrast, the Department of Veterans
Affairs has achieved over $200 million in savings in two years because
of its willingness to use its bulk purchasing power and competitive
bidding.4

How can saving the federal government money be a bad idea? After
all, no one is forcing the drug companies to sell drugs to the Medicare
system. Surely, they will not lose money by selling to the government.
One way to interpret the proscription against using the government’s
bulk purchasing power is as a triumph of lobbying by industry and as
a failure by the Congress to mind the public interest. If there is any
public policy argument to be made for this proscription, however, it
is possibly one that regards the government’s use of bulk purchasing
power as essentially tantamount to price controls.

This, in turn, raises a host of difficult economic questions. Can
we have the benefits of innovation while imposing price controls on
companies? Or do price controls frustrate the purpose of the patent
law by undoing the very economic incentives the patent system is set up
to create? In his chapter, Sidney Taurel, the Chairman and CEO of Eli
Lily & Co., tackles these issues head-on and argues that efforts to con-
trol drug prices, such as one finds in Europe and Japan, will inevitably
lead to reduced investment in research and ultimately diminished inno-
vation in the future. Accordingly, Taurel argues, any form of direct or
indirect or de facto price controls will have a devastating effect on
the discovery of new drugs to meet future medical needs. He makes a
vigorous argument that the ability of pharmaceutical companies to set
prices freely is essential to continued innovation in the industry and
ultimately, therefore, in the public interest.

Although the public shares with industry a strong interest in innova-
tion, broad access to the fruits of that innovation also weighs heavily in
the public interest. In the future, as the United States government takes
on a larger role in paying for prescription drugs, it seems inevitable
that fiscal and political pressures will make it more and more likely
that “de facto” price controls will emerge from the government’s pow-
erful bargaining position. For this reason, the pharmaceutical industry
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may come in the fullness of time to regard the Medicare drug benefit
as a double-edged sword. How can we achieve greater access through
lower prices and at the same time provide sufficient economic incen-
tives to encourage investment and innovation? Policymakers will be
dealing with this delicate social balancing act well into the twenty-first
century.

Lessons from the Flu Vaccine Scare of 2004:
The Impact of Price Controls

In the winter of 2004, the FDA suspended vaccine-maker Chiron’s
license to import vaccines into the United States because of produc-
tion quality issues at its Liverpool, England manufacturing facility.
This action triggered a flu vaccine shortage that commanded substan-
tial media attention and caused significant worries among vulnerable
groups such as the elderly, for whom the flu can be fatal.

The unpredictability of the vaccine market made it inevitable that
a shortage would occur in one flu season. During the 1999–2000 flu
season, supply and demand were nearly perfectly matched. In contrast,
between 2000 and 2004, manufacturers disposed of 35 million unused
doses, often at a significant financial loss, due to overestimation of
market demand.5

The unpredictable nature of a market in which demand is based not
only on the severity of the virus, but also on the varying amount of
media attention given to it each year, is only one of the problems that
has forced out several vaccine manufacturers, leaving the United States
with only two suppliers. Vaccines, as biological products, are much
more difficult to produce and are subject to much greater scrutiny than
other pharmaceutical products. For example, the production process
for the influenza vaccine can take eight to nine months, an expensive
cycle that must be repeated every year due to changes in the domi-
nant influenza strain. Vaccine manufacturers are not, however, oper-
ating in a free market, in which they can set higher prices to offset
costs. The government purchases most childhood vaccines sold in the
United States through the Childhood Immunization Initiative, which
sets price ceilings.6 Government is also a major purchaser of other vac-
cines through the military and other government healthcare services.
In its role as the primary purchaser of these vaccines, the government
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has extraordinary power to influence prices for the rest of the market.
As a result, manufacturers have pleaded that it is difficult for them to
make a profit from vaccine production.7

Few are as qualified to address the public health implications of
the 2004 influenza vaccine shortage as Dr. Gary Noble, a twenty-nine-
year veteran of the Centers for Disease Control and Prevention, during
which time, as a virologist, he was actively involved in trying to discover
the cause of AIDS. Dr. Noble, who went on to work for a large phar-
maceutical industry after retiring from the CDC, sounds a sobering
note in his chapter. He warns that a flu pandemic rivaling the 1918–19
swine flu which took between 40 and 100 million lives worldwide, is a
real possibility. In addition, Noble emphasizes the major public health
stakes in developing detection mechanisms and vaccines for a wide
array of infectious diseases from HIV to Ebola to SARS.

Noble argues that insufficient financial incentives are discouraging
private investment in a vaccine for HIV and other infectious diseases.
Sounding a recurring theme of this volume, Noble goes on to suggest
that public–private partnerships, working in collaboration with inter-
national agencies, foundations, and nonprofit organizations, are the
most effective means to develop vaccines to meet the public health
needs of the future. He analyzes a number of successful examples of
such cooperation and offers some pointed guidelines for how agencies
of government such as the CDC, NIH, and Department of Defense
can effectively collaborate with private industry to meet pubic health
needs. The threat of pandemic infectious diseases and bioterrorism is
too great and the consequences are too severe for the world to ignore
Dr. Noble’s advice. Such public–private collaboration and partnerships
may in the future be the key to our very survival.

intellectual property rights and the third world

The challenges to intellectual property rights are especially pro-
nounced in the third world. Many leaders of less economically devel-
oped countries do not regard strong patent protection for pharmaceu-
ticals as being in the best interests of their citizens. They reason that
their populations are too poor and their healthcare needs too press-
ing to suffer the high prices accompanying pharmaceutical patents.
Moreover, their weak scientific and industrial infrastructures make it
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extremely unlikely that any innovative gains will result from a strong
patent regime. Accordingly, from the perspective of many third world
countries the optimal policy is to eschew patent protection for pharma-
ceuticals developed by innovative firms in advanced economies and to
import cheap generic versions of drugs from countries such as India and
Brazil, where there are firms that have sufficient technical resources to
manufacture generic drugs.

In the 1980s, the weak patent protections in third world coun-
tries placed them on a collision course with big innovative pharma-
ceutical companies that were not happy about losing profits in what
they regarded as small but fast-growing markets. Mounting a vigorous
global public relations campaign, the pharmaceutical industry success-
fully pressured many third world nations to strengthen patent protec-
tion, most crucially by passing legislation that granted product patents
for drug compounds themselves. (Patents that protect only the pro-
cess by which a drug was manufactured are insufficient because most
drug compounds can be manufactured through a variety of processes.)
Although enormously successful in accomplishing its aims, the phar-
maceutical industry engendered deep resentment in the third world,
in large part because the intellectual property campaign was bolstered
by heavy-handed use of bilateral trade sanctions by the United States
government.8

With the formation of the World Trade Organization in 1995, the
dispute between the pharmaceutical industry and third world nations
achieved an uneasy compromise. The pharmaceutical industry suc-
ceeded in making strong patent protection laws a WTO requirement,
but third world countries won a reprieve through provisions that
allowed them until 2016 to phase in such protections fully. With the
advent of the global AIDS crisis, however, the issue of generic manu-
facturing and patent protection re-emerged as a source of bitter con-
troversy between the pharmaceutical industry and much of the third
world.

In August 2003 a WTO ministerial meeting held in Doha, Qatar
declared the right of third world countries to import generic drugs
when there are public health concerns. Many hailed the so-called Doha
Declaration as a broad victory for the third world because it did not
restrict generic imports to emergency situations or a short list of drugs,
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but some NGOs such as Oxfam and Médecins Sans Frontiéres have
criticized the agreement for imposing onerous bureaucratic obstacles.9

In his chapter, Professor James Gathii, a native of Kenya now teach-
ing in an American law school, provides a penetrating third world per-
spective on the issue of intellectual property. Gathii examines in detail
the role that patent law plays in the lack of access to antiretroviral
drugs in third world countries. He argues that strong patent regimes
remain the principal stumbling block to expanded access to drugs, and
that the poverty of many third world countries, although an obvious
factor, is not an insurmountable obstacle to treatment. Gathii goes on
to offer his thoughts on the lessons we can learn from the tragically
slow implementation of AIDS therapies in sub-Saharan Africa.

In their chapter, Professors Patricia Werhane and Michael Gorman
examine the moral underpinnings of intellectual property. They argue
that ideas are normally the result of “a long history of scientific or
technological development and numbers of networks of creativity, not
the act of a single person or a group of people at one moment in time.”
As such, it is a mistake to grant a proprietary and exclusive right to the
person or group of persons who brought an idea to fruition in the final
stage of its development in the same manner in which one would grant
such a right to the use of physical property. Werhane and Gorman con-
clude that, under these circumstances, relaxing the enforcement of the
intellectual property rights of pharmaceutical companies (for exam-
ple, by allowing parallel importing or compulsory licensing) would not
violate any strong moral claim on the part of the pharmaceutical com-
panies. They then go on to analyze the moral responsibilities of multi-
national pharmaceutical corporations in responding to the AIDS pan-
demic in sub-Saharan Africa. Echoing a theme that appears in many
chapters of this book, they propose a cooperative model for addressing
a global medical problem, in this case for action that “engages com-
panies, donor organizations, NGOs, local villages, and countries in a
systemic networking approach” to the problem of AIDS.
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Intellectual Property Rights,
Access to Life-Enhancing Drugs,

and Corporate Moral Responsibilities

Patricia H. Werhane and Michael E. Gorman

introduction

Since the publication of John Locke’s Second Treatise on Government,1

individual rights to property, and in particular private property, have
become one of the philosophical tenets of rights theory and one of
the foundations for the justification for Western-style free enterprise.
Out of a Lockean notion of property, Western thinking has developed
the idea of intellectual property rights, proprietary rights to what one
invents, writes, paints, composes, or creates.

Despite their origins in a strong rights tradition, intellectual property
(IP) rights are now being challenged across the globe in a number of
areas. These challenges include:

� copying music and other works of art without permission;
� “knock-off” copies of designer products;
� generic brands of well-known drugs and other products;
� copying products by reverse engineering;
� challenges to gene patenting and genetic engineering;
� conflicting ownership claims to products developed from tacit

knowledge of indigenous populations;
� copying patented drugs without permission or license – for national

security, in health emergencies, in life-threatening epidemics, to
reduce costs to end-users, or simply to make money.

Focusing on the last challenge, in this essay we shall develop
four points.2 We will analyze two arguments defending intellectual
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property: a standard rights-based defense and utilitarian justifications.
We will outline some of the challenges to these ideas that raise ques-
tions concerning ownership, competition, and sharing. In the first sec-
tion, we shall present another way to think about intellectual property
that both challenges and preserves that tradition. We shall then apply
our arguments to one particular issue: the protection of intellectual
property rights by pharmaceuticals, the extent of corporate responsi-
bilities, and access to HIV drugs in less developed countries.

rights talk and the status of intellectual
property rights

Rights talk is grounded on a set of assumptions that human beings have
intrinsic value; that is, they are of value because of their human status,
regardless of particular historical, religious, or cultural situations or
abilities. It follows that human beings have certain basic rights, ordi-
narily called human rights or moral rights. Traditionally, basic rights
include rights to life, to survival, and to liberty, and the right not to
be harmed. According to rights theorists, human rights are so funda-
mental and so inviolable that every person should be entitled to them,
regardless of his or her particular social, political, historical, or even
cultural situation, although in fact they are not recognized or honored
everywhere (thus the term “moral” rights).3

Locke included the right to work and to own property in his list of
natural rights. But early on, David Hume, Adam Smith, and Thomas
Jefferson, among others, claimed that property rights were conven-
tional, not natural rights, recognizing that the notion of property is a
social convention differing widely in societies and in different historical
periods.4 Still, according to Hume and Smith, property rights, however
socially defined by a particular society, create obligations on the part
of others and the state to protect property interests.

During the early advent of the industrial revolution it became appar-
ent that ideas as well as material property needed to be protected.5

Jefferson, in particular, recognized that patent protection encourages
invention and creativity by protecting ownership of new ideas, and
allows the inventor or creator to reap benefits from that idea, just
as the farmer benefits from good agricultural practices on her land.
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However, Jefferson distinguished farm land from ideas:

. . . ideas should freely spread from one to another over the globe, for the moral
and mutual instruction of man, and improvement of his condition, seems to
have been peculiarly and benevolently designed by nature. . . . Inventions, then,
cannot, in nature, be a subject of property.6

Unlike the farmer, the inventor is encouraged to make public her
or his innovation while protecting the right to copy or reproduce the
invention. Jefferson defended time-limited intellectual property pro-
tection on two rather different grounds. The first, from the rights per-
spective of Locke, is that inventors have rights to what they create. The
second argument links rights and utility; that is, without IP protection
inventors will be less likely to be creative since they will not necessarily
reap honor or the benefits of their inventions.

Thus there developed a set of patent and copyright laws that “protect
some (or most) products of the human mind for varying periods of time,
against use by others of those products in various ways”7 (our italics).
Many nations, including the United States, have developed complex
trademark, copyright, and patent laws to protect intellectual property.
Genetically engineered products, designs, trade secrets, plant breeder
rights, databases, and a variety of other forms of intellectual property
are also protected by various laws, as least in most Western developed
countries.8

Rights-Based Defenses of Intellectual Property

The view that intellectual property is a form of ownership in which
one has exclusive rights to use, copying, or distribution is often the
way intellectual property is conceived, particularly in countries and
companies that sponsor the development of new processes or products.
From this perspective, if a person or company creates a patentable
(i.e., new, usable, and not obvious) process or product, it is argued that
because of the creativity and work involved, the person or organization
has exclusive rights to that creativity.

Despite the treatment of intellectual property (IP) rights as time-
limited protected claims, IP rights, at least in some Western con-
texts, are sometimes taken to be perfect rights such that violations
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of copyrights, trademarks, or patents are always wrong without excep-
tion. Ayn Rand summarizes this view:

Patents and copyrights are the legal implementation of the base of all property
rights: man’s right to the product of his mind . . . patents are the heart and core
of property rights, and once they are destroyed, the destruction of all other
rights will follow automatically, as a brief postscript.9

Rand contends that IP rights are the most basic rights, such that
without them all other rights are threatened. If so, then property, or at
least intellectual property rights, might even preempt other important
rights, say, to life and liberty. But do I give up my liberty when I relin-
quish control or some control over products of my mind? What basic
liberty rights are we giving up when our intellectual property agree-
ments are violated? Here we should distinguish liberty and creativity,
allegedly acts of the mind, from the productivity or products of the
mind. I can sell, give away, or sacrifice my property or my creation,
but I cannot, without being enslaved, give up my entitlement to liberty
and free choice. Admittedly without IP rights we might lose recogni-
tion of our creativity and the “fruits” or our labor, but whether we are
giving up all our basic liberties is more questionable. Locke’s idea is
that because we have rights to our bodies and to liberty, we “own” our
own labor and its productivity, and are able to exercise and entitled to
property rights. But Locke also argues that life, labor, and liberty are
the bases for property rights and not the converse. Without rights to
liberty, I can be enslaved, and slavery erodes the justification for the
natural or human right to private ownership and thus for ownership of
“products of the mind.”

If one makes the case that intellectual property rights are the basis
for liberty, as Rand implies, then those without property are less free.
And could intellectual property rights, in some cases, override rights
to life? While it has been argued (whether or not all agree) that lib-
erty rights could override rights to life, it is more difficult to argue that
property rights, even the right to the “product of our minds,” override
rights to life or liberty. Thus it is more justifiable to argue that intellec-
tual property rights develop out of, but are not the basis for, rights to
life and liberty. The importance of this conclusion will be elaborated
upon in a later section.
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Utilitarian Defenses of Intellectual Property Rights

There are number of strong arguments for the protection of intellectual
property from a more utilitarian point of view. It is commonly argued
that protection of intellectual property is critical for the continued
discovery, creation, and development of new ideas. Many inventors and
companies argue that they have rights to patent protection to control
access to that process and product because without such protections
there will be few incentives for new product or idea development. Few
people will write new material, create new art, or invent new products
without such protections, because there is little in the way of honor,
recognition, or profit in such activities.

There are other facets of a utilitarian defense of intellectual prop-
erty. The importance of patent protection, for example, is contended
to be particularly important to pharmaceuticals, whose survival and
creativity depends on large amounts of money for research and devel-
opment. Patent protection allows companies to develop ideas, to profit
from that development, and thus to have funds for further research
and development. Whether or not such development would take place
without IP protection is an interesting question.

A third argument focuses on consumer benefits. In a paper titled
“‘Napsterizing’ Pharmaceuticals . . . ,” Hughes, Moore, and Snyder
argue that, in the short term, consumers would be much better off if we
eliminated present patents on drugs, thus increasing competition with
generic products. Costs of all drugs would be lower. However, as they
demonstrate, in the long run we would all be worse off. This is because
without revenues, pharmaceutical firms could not finance research and
development that are critical for the development of new products. So
gradually the development of new drugs would decline, and new life-
saving and life-enhancing possibilities would be unavailable to future
generations.10

There is a fourth set of utilitarian arguments defending IP protec-
tions. C. L. Clemente, a Senior Vice President at Pfizer Corporation,
contends that without intellectual property protection companies such
as Pfizer, which depend on patent protection for profits and prod-
uct development, will not go into countries such as India, since the
reverse engineering of the product development, not illegal under
Indian patent law (and thus giving Indian companies the ability to copy
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their products), decreases market share and prevents recouping com-
pany R&D investments.11 Indeed, according to Clemente, one early
1990s World Bank survey of international executives allegedly shows
that tax rates and intellectual property protection were the main factors
in determining global corporate investment decisions.12

The World Bank survey finding that companies such as Pfizer will
not invest in countries where there are no enforced patent protections
appears to lead to the conclusion that, if the World Bank data are cor-
rect, lack of IP protection hurts investment in less developed countries
(LDCs).13 Dr. Harvey Bale at Pfizer argues that

[w]ithout strong and effective global intellectual property rules, the gap
between developed and developing countries will only grow in the future.14

This is also the argument of the World Intellectual Property
Organization (WIPO). In a new book sponsored by the WIPO, Kamil
Idris argues that the transformation of natural resources and prod-
ucts produced by indigenous populations into intellectual property
and the protection of those ideas and others with a rule of law can
contribute substantially to the wealth of any nation.15 Still, as we shall
see, there are challenges to this view, particularly as it is used to argue
for the patenting of indigenous products; this makes it unclear, at best,
whether the Western notion of IP and IP rights should be applied
universally in all settings and for all ideas, processes, and products.

challenges to intellectual property rights

The preoccupation with individual and corporate protection of IP is
one way to frame our thinking, a mindset or mental model, a social
construction of experiences that predominates in developed countries.
But it is only one worldview.16 There are other worldviews that account
for property, products of the mind, and intellectual property differently.
Let us give some examples.

The neem tree is indigenous to India and other hot, arid, cli-
mates where it flourishes. Its extensive roots stabilize soil erosion, and
because it grows quickly it is also a renewable source of lumber. In India
it has played a central role in the Hindu culture for thousands of years.
Its leaves are supposed to preserve health and it is prescribed for a num-
ber of medicinal purposes. The twigs are often used as toothbrushes
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and the leaves are chewed for paste. The leaves, when spread on plants,
also serve as a pesticide. Because of these qualities, in the 1980s W. R.
Grace, with the permission of the Indian government, developed and
patented a commercial pesticide, Neemix, made from neem leaves. This
product is patented under Indian law and produced in India. However,
Neemix and other products developed from the tree are often consid-
ered public indigenous property, communally owned and shared, and
thus not subject to patents or patent rights. A number of villages in
India have protested this patenting, claiming that the neem tree and
its products are communally owned, and its pesticidal and medicinal
qualities have been well known for centuries; thus Neemix cannot be
owned by a specific company nor protected by patents, since no new
innovation was required to create the product. According to opponents
of W. R. Grace’s patent, Indian villages have rights to all proceeds from
Neemix sales, because the product is theirs.17

Neemix is one of hundreds of products developed from indigenous
plants.18 This thinking about property and intellectual property rights
is iterated in a story closer to the United States. The yellow Mayacoba
bean has been grown in Mexico since the Aztecs developed the plant.
Until recently yellow beans were a common export to the United
States. In 1990, Larry Proctor, a farmer from Colorado, imported and
planted some Mayacoba beans and began a complicated process of
selecting out the most yellow for replantation. Proctor also renamed his
beans Enola beans, and in 1999 the U.S. Patent Office awarded Proctor
a patent for his very yellow bean. As a result, because of Proctor’s
patent control, Mexican Mayacoba beans can no longer be imported,
despite their popularity among the Hispanic populations in this coun-
try. The case was settled out of court in 2002. An undisclosed sum was
paid to Pod-Ners, a company representing Mexican bean growers.19

These cases, and there are many others, raise the question: whose
property is the neem tree? The yellow bean? Do patents infringe on
communal property rights of indigenous people? Should communal
property rights take precedence or, from a more utilitarian point of
view, would patent protection contribute to economic development,
often needed in remote areas of the world or in India? Underlying
these debates is a difference in mindsets. Western industrial nations
have adopted a Lockean individualistic mindset about property and
property rights. From that sort of thinking, improving neem products
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or the color of beans should give property rights to those who improve
these natural products in innovative and creative ways.

But the mindsets of those who defend communal property rights
may be different. Their worldview is one in which certain properties,
including ideas, and their characteristics are shared commodities, a
commons, to be used by everyone. In 1968 Garrett Hardin made famous
the expression, “tragedy of the commons.” In an article in Science,
Hardin argued that shared resources, the unowned commons such as
air, land, forests, and water, suffer from overuse. This is because, since
the commons belong to no one, none of us takes responsibility for its
conservation. Hardin defended the idea that sharing common property
usually leads to overgrazing and misuse, since no one owns and thus is
responsible for it.20

Belying Hardin’s predictions, the neem tree still flourishes in India
despite population increases and its common “over” uses. And beans
are a major crop in Mexico, despite soil erosion and little horticultural
innovation. This is because in these cultures the commons are thought
of as communally owned property, and thus everyone in the community
is responsible for its use and preservation – a mindset different from
that to which Hardin was referring.

A similar mindset may exist in parts of China. According to Philip
Altbach,

Chinese culture, which has dramatically influenced the culture of most Asian
nations, has traditionally emphasized that individual developers or creators
are obliged to share their development with society. . . . 21

Although this may simply be an excuse, the Chinese habit of copying
CDs, clothing, and other consumer products without paying royalties
or acknowledging that these are copies may have its roots in that idea
of sharing.

One last example, from the United States: Until recently patent
rights to pharmaceuticals were protected under U.S. patent laws and
under similar legislation in other developed countries. These rights are
thought to be inviolable, and are included as one of the reasons phar-
maceutical companies have resisted giving drugs away, for example, to
the impoverished HIV-infected.

However, after the anthrax scares in 2001 and 2002, the allegedly
inviolable nature of IP rights was brought into question by the U.S.
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government. The antidote for anthrax is a highly powerful antibi-
otic called Cipro, patented and manufactured exclusively by Bayer.
Because there was little demand for this drug, Bayer did not stock-
pile Cipro. During the anthrax scare it appeared that Bayer would
be unable to manufacture enough Cipro to satisfy U.S. government
demands. So on the grounds of a national emergency, the U.S. govern-
ment threatened to override Bayer’s patent of Cipro and license its
manufacture elsewhere. As a result of that threat, Bayer responded
with increased manufacturing capacity and produced enough Cipro.22

Still, a precedent was set – that patents can be overridden in cases of
national emergency when lives may be at stake. Thus the inviolability
of patent protections was questioned, and patent rights were treated
as prima facie rights, which can be justifiably overridden in certain cir-
cumstances. When lives or liberty are at stake, these most basic rights
override property rights, or should do so. Intellectual property has no
special claim to this exemption.23

It is on similar grounds that Brazil and India are manufacturing
generic versions of a number of HIV drugs to respond to the HIV
epidemics in their countries, and the impossibility of these and other
countries to pay full price for those drugs. This is done despite protests
of pharmaceutical firms concerning their patent protections, although
recently most companies producing antiretroviral HIV drugs have now
licensed this Brazilian manufacture.

To conclude this section, there is much to be learned from a mindset
that places the commons as a priority over individual property claims.
Although this thinking appears to be alien to the protection of individ-
ual intellectual property rights, inroads to that sort of protection are
being made, albeit on an ad hoc basis, globally through a movement
to protect rights of indigenous populations to their traditional uses of
natural products, with Chinese and other cultural sharing customs, and
in the United States with the anthrax scare.

the tragedy of the anticommons, and a network
approach to intellectual property

The pharmaceutical company Pfizer, in a recent publication, links its
intellectual property rights (its ownership of patents) to control of
the processes that produce these products as well as to any products
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produced from those processes.24 But in another article, recalling
Garrett Hardin’s earlier worries about the tragedy of the commons,
Michael A. Heller and Rebecca S. Eisenberg argue that some intellec-
tual property protections, in particular, patent protections of biomedi-
cal and software innovations, have created what they call the “tragedy
of the anticommons.”

Patent laws protect ownership and control while making the patent
itself public knowledge. It is the control of the use of knowledge that
Heller and Eisenberg challenge. Heller and Eisenberg argue that in
some cases (although not in every case) overprotection of IP rights
creates a “resource . . . prone to underuse . . . a ‘tragedy of the anticom-
mons’ when multiple owners each have a right to exclude others from
a critical resource [or essential element of a process or technology]
and no one has an effective privilege of use.”25 Focusing on biomedical
research, Heller and Eisenberg contend that privatization and patent-
ing of IP in biomedicine can create fragmented, overlapping patents
for discoveries and restricted access to these fragments, access that is
necessary for and linked to other research. For example, patent pro-
tection of DNA sequences and gene fragments can block their use in
other applications or research, except via expensive licensing agree-
ments or through bundling multiple patents and licenses. The lack of
immediate availability of such research and/or the expenses of licens-
ing agreements can produce barriers that often discourage research
development.

Part of this “tragedy” of the anticommons is a result of how we ordi-
narily protect intellectual property. IP protection is allegedly granted
to the source of the innovative idea. But what is that source? Is it the
person who created or discovered the idea? The innovator of an idea
or the person or company who developed it? Some companies, univer-
sities, and other institutions, through employee agreements, receive
patents for products and processes their researchers develop on the
grounds that they funded the project and will market it.

Ownership of IP, depicted as “mine” or as belonging to a company,
is a picture of homesteading that presents a distorted mindset about IP
and IP rights. Intellectual property is different from ordinary material
property. The development of IP – a so-called new idea or creation –
is a result of a network of interrelationships, discoveries, research and
development, and exchanges of ideas, some passed down over time.
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IP phenomena are not single or even corporate creations; they are
results of a buildup of research and exchange of ideas. This is as true
of genome research as it is of Neemix and yellow beans. Centuries of
research made the discovery of DNA possible; the idea did not drop
from the sky into the minds of Watson and Crick. Out of that came
years of research and networking relationships underlying the human
genome projects. This is the case for every “new” scientific discovery
or technological innovation. Ownership of these IP rights is not the
same as owning and developing land, for example, even if it can be
shown that the inventors or discoverers have found or created new
intellectual property. This is because land development can be done
by an individual independently of others. IP claims, at least in science,
are derived from a series of other intellectual property developments
and a complex chain of human creativity. Even if only two people
discovered DNA (and that in itself is a questionable conclusion), the
discovery could not have been possible without the contributions of
thousands of researchers, foundations, dollars, and companies and a
long history of research.

Although credit for the final “aha” might be given to the person or
group of persons who brought the idea to fruition, simple patent pro-
tection may not be the proper vehicle for protecting this discovery or
creation, since the property in question has many ancestral “owners.”
IP is a result of numbers of inputs, not all of which can ever be acknowl-
edged or traced. AZT, for example, was first synthesized as a cancer
drug in 1964 by Dr. Jerome Horwitz at the Detroit Institute. Later
the National Institutes of Health tested the efficacy of the product on
HIV before it was developed and patented as a marketable drug by
Burroughs Wellcome (now GlaxoSmithKline).

Recognizing the communal qualities of IP might help us in recrafting
protections of that kind of property. Part of this recrafting is parsing
out the distinction between ownership, control, and sharing. Kenneth
Goodman challenges this idea more dramatically. He argues that the
conclusion that patenting creates incentives for inventors, researchers,
and companies, is subject to reexamination. According to Goodman
“the history of research shows that [at least] university research for
centuries yielded major results without the incentive of patents and
still does.”26 Moreover, he contends, the sharing of information may
yield more ideas than its control.



P1: OYK
0521854962c15 CB953-Santoro 0 521 85496 2 September 26, 2005 14:54

Intellectual Property Rights, Access to Life-Enhancing Drugs 271

Notice that the restrictions on sharing, not patenting per se, are what
is at issue. A better way to think about this that takes into account the
costs and incentives for expensive research is to distinguish patent own-
ership from sharing. In scientific circles worldwide there is a tradition
of sharing new information, new discoveries, and new inventions. This
sharing of knowledge ordinarily has one proviso: ownership of the idea,
recognition for the final “aha,” is given proper credit.

What we suggest is the following. The approach to IP as an indi-
vidual or corporate exclusive proprietary right to products of the mind
leads to oversimplified thinking about IP. IP is almost always a result of
a long history of scientific or technological development and numbers
of networks of creativity, not the act of a single person or a group of
people at one moment in time. So-called ownership of an idea is differ-
ent from ownership of a piece of property, because the development
of intellectual property is part of a historical, cultural, and scientific
network, a system of the interchange of ideas. Thus thinking about
and evaluating IP requires at least recognizing that IP rights are prima
facie not natural rights, and that it may be necessary to evolve new
forms of shared rights. Although credit can be given to the discoverer
or discoverers, absolute control of processes and products is at issue.

This approach is crucial in thinking about IP, both in its devel-
opment and in multicultural settings, because of the network of
interlocking relationships out of which ideas develop and because
from a multicultural point of view, each social perspective usually
“reveals insights . . . that are not obtainable in principle from others.”27

Although there are family resemblances, that is, intellectual property
has some of the characteristics of other forms of property, intellectual
property is not identical to material property, and thus its ownership
and control should be distinctive as well. A network approach to IP
challenges a traditionally Western view of IP.

To conclude, there are many good reasons for protections for intel-
lectual property. But we need to disengage ourselves from mindsets
that contend that intellectual property is identical to material prop-
erty, that property rights of any form “trump” other basic rights, or
that rights to intellectual property are perfect rights that can never be
overridden with justification. Discovery or creativity is a result of multi-
ple sets of events, networking, interactions, and other discoveries. That
historical and networking trail needs to be acknowledged even while
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giving credit to Watson and Crick for discovering the double-helix
structure of DNA. Because of the interdependence of ideas, patent
and copyright laws should themselves not be so restrictive as to create
a tragedy of the anticommons.

ip rights, corporate responsibilities, and access to
hiv drugs in less developed countries

The Dilemmas

We have argued that IP rights are time-limited conventional rights
that can be overridden in times of life-threatening emergencies of
worldwide epidemics. IP develops out of networks of relationships,
thus distinguishing it from ordinary property rights. It would appear,
then, that we should arrive at the following conclusions. In times of life-
threatening epidemics such as the worldwide HIV epidemic,28 IP rights
can be overridden with justification. Either pharmaceutical companies
with antiretroviral HIV drugs should give them away, or countries with
high HIV infections should be able to produce or buy generic drugs
with impunity.

As satisfying as these conclusions appear to be, the issues are more
complex. Underlying this discussion is the looming question of protect-
ing IP rights, rights that some pharmaceutical firms are attempting to
protect as they worry about giving away these drugs to poor countries
with high HIV infection rates. They are worried too, about recouping
costs of research and development, a legitimate worry but one that is
sometimes couched in terms of rights language rather than in the utility
of patent protections. And no company, on its own, could tackle the
HIV epidemic without depleting all of its own resources.

It turns out, however, that patents are not protected in at least two-
thirds of those less developed countries with high HIV infections.29

These countries then, could, in theory, make generic versions of
antiretroviral drugs without violating their own laws.30 So either the
IP issue is a red herring in this debate, or much more is at stake.

What is at stake is the fact that most countries with high infection
rates have no money to buy anything, and what is at stake for companies
is the loss of patent protections if generic drugs become widely used.
What is also at stake is the long-term, never-ending demand for new
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drugs and the costs of developing those new drugs. In the long term,
patent protection is important to encourage the development of new
drugs, and thus for the well-being of our and future generations.

Another complication arises out of the mission of pharmaceuti-
cal companies. These companies are in the business of reducing pain
and/or curing disease. This is what they do and if they do it well,
focusing on customers as their primary stakeholders, they are gen-
erally profitable.31 These companies are always faced with a series
of dilemmas. Which research should they fund? On which diseases
should they concentrate? And if they have a drug or a set of drugs
that are effective, how do they serve infected communities that have
no money to pay for these drugs? The dilemma is acute in the case of
HIV. Although HIV/AIDS is fatal, we have effective life-prolonging
and life-enhancing drugs to address this disease. Isn’t it the responsi-
bility of companies that have these drugs to give them away to their
poor customers? Isn’t that part of their mission?

In most sub-Saharan African countries with HIV infections, coun-
tries that account for two-thirds of worldwide infections, the question
of whether or not they have laws protecting intellectual property is
moot. There is little in the way of financial resources, except in South
Africa, to underwrite the manufacture of drugs, even generic drugs.
There is also no money to finance the purchase of HIV drugs from
anywhere. Worse, in most of these countries, with the possible excep-
tions of Botswana and South Africa, there is little in the way of med-
ical infrastructure in place to distribute and monitor the use of these
drugs.

Even if pharmaceutical firms forego profits and quit worrying about
patent copying, companies dealing in LDCs cannot simply give away
HIV drugs; there is no place to send them, no central authority, no
distribution channels, few medics to administer and monitor the drug
use, and no adequate delivery and follow-up systems in place in most
of these countries. Even if the drugs reached the ill, without medical
assistance they would be misused. Giving away the drugs even in coun-
tries with a semblance of a medical system is dangerous because often
these drugs get into the black market. They are then diluted and/or sold
back to developed countries at discount prices. For instance, according
to one report, as much as two-thirds of the AZT now virtually given
away in many African countries by GlaxoSmithKline finds its way back
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to Europe through black markets.32 Moreover, just giving away these
drugs without controls opens the way for unbridled development of
generic drugs, thus threatening patent protections and profits in indus-
trialized countries that can afford to buy these drugs.

So what should companies with antiretroviral drugs do? These com-
panies did not start or perpetuate the HIV epidemic, and surely the
countries in which this disease flourishes have responsibilities to their
citizens to address this problem. Faced with what appear to be over-
whelming challenges, these companies could follow the easy path of
doing nothing, which in fact is what was happening until recently. But
given the mission of pharmaceutical firms, the overwhelming extent
of this epidemic, the pressure of their researchers and public opinion
to address the HIV epidemic, the hopelessly poor countries in which
the epidemic is prevalent, and the efficacy of HIV drugs, this option is
morally irresponsible.

There are other alternatives. Countries could be encouraged to focus
on prevention: the use of condoms and/or abstinence. This sort of pro-
gram has been somewhat successful in Uganda in reducing infection
rates, but men in most of these areas of the world are loath to use
condoms. The growing use of female condoms in many countries has
helped stem the spread of HIV but this, too, is a small step. Companies
could focus on drugs for pregnant women and newborns, a project that
GlaxoSmithKline and other companies have done. However, even if
those drugs get to infected mothers (and not to the black markets)
and newborns are not infected, an infected mother’s lifespan is short,
and orphans proliferate. Companies could license the production of
their products or develop joint ventures, but again, to and with whom?
Companies could develop a vaccine, and there are a number of such ini-
tiatives in process. However, an effective vaccine is probably ten years
away. In the meantime, under the present circumstances, if nothing is
done by 2020, it is projected that approximately 100 million people will
have died of HIV/AIDS.33

HIV/AIDS is not simply a problem for countries with high infection
rates. It is a disease that is spreading worldwide. It is a global issue
that requires a more global or systems approach. Drug distribution
is not merely the responsibility of companies who have these drugs;
yet because HIV is controllable with drugs, it is a responsibility they
cannot avoid either. This is not an epidemic; it is a pandemic.
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An Alliance Model

The previous discussion of issues surrounding the HIV pandemic in
sub-Saharan Africa is too simplistic. We have presented the problems
as either-or dilemmas, but the issues are much more interrelated and
intractable. This pandemic presents unique challenges. It presents chal-
lenges to pharmaceutical firms, not to their expertise or to the quality
of their products, but to their way of thinking through these issues.
The pandemic presents similar challenges to those governments, donor
organizations, and NGOs that deal with these issues on a daily basis
and to other individuals, governments, and international organizations
that at least pay lip service to the problem.

To wrestle with this issue requires companies, governments, donor
organizations, and NGOs to reconceive their traditional approaches to
problems in LDCs and revise their “standard operating procedures”
or traditional mindsets that have worked well in other situations. What
is needed is a new way of thinking about intellectual property, IP pro-
tection, drug distribution, and disease control, an approach that could
create a template for future corporate, government and donor activ-
ities. That is, all of these organizations need to employ a great deal
of moral imagination and conceive of this and future projects using a
systemic networking approach.

The first challenge for pharmaceuticals is to disengage themselves
from past practices of drug distribution with a more morally imagina-
tive approach. What do we mean by moral imagination? Elsewhere
Werhane has defined moral imagination as

the ability in particular circumstances to discover and evaluate possibilities not
merely determined by that circumstance, or limited by its operative mental
models, or merely framed by a set of rules or rule-governed concerns.34

Moral imagination is by and large a facilitating reasoning process
that helps us out of a particular framing box, leading us to refocus our
attention, to critique, revise, and reconstruct other operative mental
models, and to develop more creative normative perspectives. Moral
imagination requires the ability to disengage – to step back from a par-
ticular situation and take on another perspective, or at least to begin a
critical evaluation of the situation and its operative mindsets. Thus part
of being morally imaginative is perceiving the ethical dimensions of a
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managerial or corporate situation. Of course, no one and no company
can ever disengage completely. Our revisions, critiques, and evaluations
are still context-driven by historical circumstances, culture, surround-
ing political and social pressures, and values perspectives.

Moral imagination, however, is not merely “second guessing.”
It also should entail work at developing fresh solutions based on
revised or even different mindsets. Finally, being morally imaginative
involves evaluating these new possibilities or solutions from a norma-
tive perspective, judging not only the possibilities but also the way in
which they are framed and the kinds of outcomes they are likely to
produce.35

The HIV/AIDS pandemic involves another dimension. This pan-
demic is embedded in a complex network of relationships themselves
embedded in a complex set of systems and subsystems, including the
diverse cultures and practices of indigenous people in every infected
country, distribution issues, financing and funding, pressures from
shareholders and NGOs, and the ever-present worry about protec-
tion of patents. For pharmaceutical firms with antiretroviral drugs to
protect their patents and address this crisis requires more of companies
that we ordinarily expect. It requires developing and implementing a
truly systemic approach to this problem.

The model we propose engages companies, donor organizations,
NGOs, local villages, and countries in a systemic networking approach
to this problem. A multiple-perspective systems approach should
include the following:

� a multiperspective analysis, spelling out the networks of relation-
ships and viewing them from the perspective of each kind of rela-
tionship. This would include an attempt to understand these issues
from the point of view of pharmaceutical companies with antiretro-
viral drugs, country and cultural perspectives, traditions, funding
agencies, NGOs and delivery mechanisms, and the global perspec-
tive of the pandemic;

� an evaluative perspective, prioritizing the value priorities of each
stakeholder and of the pandemic;

� a multistakeholder model for structural change that will attack and
work to alleviate the pandemic by distributing (but not avoiding)
the risks and responsibilities.
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The model is an alliance model developed by Mary Ann Leeper,
COO of the Female Health Company, a for-profit company that dis-
tributes female condoms to protect women against HIV infection
in over 100 less developed countries. The model was developed in
response to a huge demand by women first in Zimbabwe and now in
many countries for protection against infection in cultures where men
are averse to condom use themselves. The dilemma for this small com-
pany was obvious. They had a fine product, a large customer demand for
the female condom, and adequate supplies. But the customer base was
penniless, and as we have mentioned, governments in countries with
high infection rates, at least in Africa and India, have few or no funds
for this or any other product. So Dr. Leeper begin finding donor orga-
nizations to support supplying this product. She solicited monies from
UNAID, USAID, Difid, social marketing organizations that deeply
discount products such as condoms, and other international organi-
zations. But even with money for the product the company was faced
with a second challenge: getting governments in these countries to sup-
port the distribution of the product. And there was a third difficulty:
training villagers and local health personnel on how to use the product
and how to instruct others. By working with NGOs they are gradually
overcoming this problem through training and education, village by
village, in the 100 countries where the FHC distributes its product.36

Figure 15.1 represents this alliance graphically.
A similar model has been adapted by Merck & Co. and the Gates

Foundation in attacking HIV in Botswana. Merck has partnered with
the Botswanan government and the Gates Foundation in its HIV
project in Botswana. It could not merely give its HIV drug, Crixivan,
away, even if it had the financial resources and will to do so. Although
Botswana has better medical facilities and government than most of the
rest of sub-Saharan Africa, its complex culture is such that education,
medical infrastructures, and monitoring are not adequate, nor are tribal
traditions aligned with modern medical treatment. Without a systems
approach Merck’s and the Gates Foundation’s attempts to work on the
HIV crisis in this country and other less developed countries will fail,
whether or not IP is preserved.37 In Tanzania, Abbott Laboratories
Fund has partnered with the Tanzanian government and the Axios
Foundation (a U.S. NGO) in a multiyear multimillion-dollar project to
upgrade and improve the medical care infrastructure, to train health
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Figure 15.1. Alliance Model for Pharmas: Marketing a Program, Not a Product.
Source: Model courtesy of Mary Ann Leeper, COO, Female Health Company.

care professionals, and to expand access to treatment for HIV-infected
citizens.38

This model requires thinking of this enterprise as a program, not
merely as delivering a product. Employing this model requires proac-
tive corporate initiatives, because these initiatives have not been forth-
coming from those countries with widespread epidemics. One has
to find international donor organizations for funding, elicit govern-
ment cooperation in the countries most afflicted with HIV, and work
with NGOs to set up delivery, medical, and monitoring systems. This
requires developing alliances with local and state governments, NGOs,
and donor organizations, and it requires hands-on interaction in the
infected communities. It requires training local villagers to deliver and
monitor drug intake. This is currently being done in Haiti, where hun-
dreds of local people are being trained in the rudiments of drug delivery
and sent out to villages daily to deliver and monitor drug use for the
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HIV-infected.39 This model is also being tried by the World Health
Organization in a number of other countries.40 And of course, compa-
nies have to provide the drugs and monitor the process of delivery and
use themselves.

A hands-on alliance approach to drug distribution in LDCs protects
company patents and ensures that products are to be used properly
and by those for whom the program is aimed, because companies are
in control of distribution and use. But is it unfair to those of us who pay
full price for drugs or who pay for this giveaway through buying other
expensive drugs? We would argue that it would be unfair if we lived in
a global egalitarian society where everything was distributed equally
and if we adapted that model as the fairest for distributive justice. But
we neither live nor will live in such a society, nor, as Ronald Dworkin
argued some years ago, is equal distribution the fairest method for
distribution. Dworkin argues, in brief, that the fairest means of soci-
etal distribution is not based on equality but rather on the principle
of treating every individual as an equal. So for example, if I have a
small supply of medicine and three children, I give the medicine to the
sickest. Only if they were all equally sick would I distribute it equally.
It would be unfair to distribute the medicine equally if only one child
was sick. This is because that sick child is disadvantaged and needs to
be brought up to the healthy status of the others.41 Similarly, provid-
ing transportation to people who otherwise cannot get to the voting
booths is not unfair to those of us who can, for the same reasons. So
those indigent people dying of HIV/AIDS are owed more than the rest
of us just to bring them up to the same level, that is, the level of the
living. This would be unfair only if they could provide for themselves;
but they cannot.

Still, we must ask, why would any company engage in this program?
These programs take a great deal of time, effort, and ingenuity, and
positive outcomes are slow to be realized. In Botswana, for example,
so far Merck and the Gates Foundation are providing treatment for
only about 40,000 HIV-infected. In Tanzania, Abbott has only begun
to make a difference for the two million HIV-infected in that country.
Other companies that are engaging in these processes are also finding
that this enterprise is enormously difficult.

Still, there are a number of good reasons why engaging in this enter-
prise is worthwhile. First, and most obviously, from the point of view of
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rights and justice, it is the right thing to do. One does not have the right
to die needlessly, and those who can help have obligations to come to
the aid of the dying. Unless one imagines that IP rights override the
right to life, it is difficult to justify ignoring this pandemic. Second, this
is a worldwide pandemic that endangers all of us. So even from a self-
interested perspective, companies and countries that can engage in this
process need to do so for their own long-term interest. Third, as we
have said repeatedly, only a systemic approach with an alliance model
protects patents for the engaged companies. Without that involvement,
drugs will be copied and distributed anyway by companies that disre-
gard patent law, products will be misused, and black market drug sales
will thrive. Fourth, HIV/AIDS is a heterosexual disease destroying the
young middle-class population in sub-Saharan Africa. This is a tragic
loss to these economies, a loss to companies marketing to these peo-
ple, and a long-term loss to global economic development, so impor-
tant for free enterprise. Finally, if pharmaceutical companies are in the
business of healthcare, they ignore that mission with peril. It is what
they do.

conclusion

Jefferson’s goal, in setting up the U.S. Patent Office, was to provide lim-
ited protection for the innovator in exchange for publication of the idea
in a forum in which others could improve on it. Following his lead, we
conclude that intellectual property is a form of community-developed
property with naming opportunities and limited rights for the final dis-
coverer/creator, but not absolute rights to further development and
use. Proprietary control of knowledge ignores the distinctive features
of intellectual property as forms of innovation with many historical,
social, and cultural ancestors and thousands of parents, cousins, sisters,
and aunts. Moreover, from a rights perspective, when millions of lives
are at stake, not to share benefits is morally unthinkable.

Such a conclusion assumes that intellectual property protection is a
prima facie right that is important, but not primary, particularly when
lives are at stake. It is advisable for societies to grant certain IP rights,
in order to stimulate creativity, but therefore these societies have the
obligation to withdraw or amend those rights when the consequences
to the overall system are negative. Furthermore, in an increasingly
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global economy, negotiation of IP rights will have to involve multiple
societies. For example, an innovator who publishes core knowledge
about the neem tree or the yellow Mayacoba bean deserves credit for
organizing the knowledge and making it available beyond the original
cultures. But this credit should not compromise the cultures that have
developed and used this knowledge for hundreds or even thousands
of years.

The HIV/AIDS pandemic represents an international emergency
analogous to, but much larger than, the anthrax scare, where individ-
ual rights may have to be overruled – but where it is reasonable for the
individual firm to expect to be involved in a partnership and to formu-
late some protection for its patents. A systems approach can achieve
these ends. The challenge today is to operationalize such an approach
globally before the projection of 100 million HIV deaths becomes a
reality.

Note: A different version of this paper is published under the title
“Intellectual Property Rights, Moral Imagination, and Access to Life-
Enhancing Drugs,” Business Ethics Quarterly, 15 (2005), pp. 595–613.
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A Future Agenda for Government–Industry Relations

William C. Weldon∗

introduction

Running a research-driven health company in the twenty-first century
is both exciting and challenging. We’ve discovered and developed clin-
ically valuable modern medicines, devices, and diagnostics to improve
the lives of millions of patients and their families; these advances
also provide economic value by decreasing hospital stays, reducing the
use of other expensive healthcare services, and increasing individuals’
productivity.1−4 Yet, the media and politicians routinely identify the
industry as a major societal problem. This image is reinforced because
insurers and others are shifting costs, so patients are paying more for
medicines than for hospital stays or doctor visits. Consequently, the
public’s appreciation of our contributions is at an all-time low.

As individuals and governments face real economic challenges
in paying for healthcare, the clinical and economic benefits of new
medicines often fail to make a favorable impression on the public.
Growing premiums, co-payments, and administrative burdens are what
the public and many healthcare providers generally focus on, because
these are the challenges confronting them daily. And the overall value
of new treatments is often obscured by segmental budgeting and cost
shifting within our healthcare system. For example, a clinically impor-
tant new treatment may allow a patient to leave the hospital sooner.
Clearly, this is a good thing for patients, as well as their employers, if

∗ The author gratefully acknowledges the contributions to this chapter of Patricia
Molino and Michael Miller.
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it allows them to return to work earlier. But financially, this break-
through can have multiple effects. Insurance companies may save
money because outpatient care is less expensive than hospital care.
Conversely, the patients may end up spending more if they are required
to pay more co-payments for doctor visits, prescription drugs, and other
services and supplies. Finally, the breakthrough treatment may under-
mine the hospital’s financial health by cutting its revenue stream. These
types of innovations, with multiple big and small economic effects, are
common in our modern healthcare system. These advances bring clini-
cal benefits to patients, but can cause financial gains or losses to health-
care providers and payers because few of them are responsible for the
total healthcare costs of an individual’s illness or disability.

In discussing the future of government and industry relations, I will
first briefly examine the general roles of the pharmaceutical industry
and governments within our entire healthcare system, and then look at
specific areas where the industry and governments at the state, national,
and global levels can work together to improve the value of healthcare
for patients and society.

roles of industry and governments in healthcare

Healthcare companies discover and develop new medicines, devices,
and diagnostics that are then used by the patients, healthcare profes-
sionals, and institutions, such as hospitals, that make up our health-
care delivery system. Paying for the majority of this healthcare are the
governments, employers, and individuals that comprise our healthcare
financing system. These healthcare delivery and financing “systems”
interact to meet society’s twin goals of providing healthcare to those
who need it and creating incentives for improving the quality of that
healthcare.

Besides paying for healthcare, governments regulate the sale and
marketing of new treatments and diagnostics, fund basic research,
conduct disease monitoring, epidemiology, and public health activ-
ities, and decide ownership of intellectual property. In the United
States, these functions occur primarily through agencies of the Depart-
ment of Health and Human Services (such as the Food and Drug
Administration, the National Institutes of Health, and the Centers
for Disease Control and Prevention), state and local public health
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agencies, and the Patent and Trademark Office. Other countries
have similar government entities, but they also have more unified
government-centric healthcare financing or delivery systems than the
United States. Although most of my discussion will focus on the
United States, I will address these international differences where
appropriate.

Industry is often squeezed between society’s two priorities of deliv-
ering care and creating incentives for improving the quality of care.
This pressure is caused by several factors: first, the 40-plus million with-
out health insurance are paying directly for most of their healthcare,
whereas people with insurance are shielded from most costs. And
whereas insurance companies negotiate discounts from healthcare
providers and pharmaceutical companies on behalf of insured indi-
viduals, the uninsured are not represented and consequently pay the
highest prices. Second, the prices paid for brand-name medicines reflect
the resources needed to develop the next generation of new medicines
much more than their direct production costs. Last, unlike doctors
and hospitals, the industry is faceless in the healthcare delivery system
because it has very little direct patient contact.

Even though pharmaceuticals comprise only about 11 percent of all
healthcare costs, it is easy for the industry to be vilified or marginal-
ized in discussions about how to improve our entire healthcare system
because the pharmaceutical industry represents a large share of per-
sonal healthcare spending and is one step removed from patient care.
But precisely because modern treatments are so effective and impor-
tant to quality healthcare, I believe there need to be more open discus-
sions and debates about how we can manage our limited resources and
improve both our healthcare delivery and financing systems. Indus-
try executives need to become more engaged in these debates, and to
work actively with governments at all levels toward achieving a better
societal consensus about how to balance resource allocation between
the two competing priorities of increasing access and promoting future
innovation and quality.

future actions

As I stated above, the industry (along with other providers and payers)
must work in partnership with governments at all levels in candid
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discussions about improving our system so that it better serves the
public’s needs. And all participants in these discussions need to be pre-
pared to contribute both intellectually and economically toward mak-
ing these improvements. In addition, industry and governments can
and should work together on issues related to basic research, trans-
lating this research into advanced medical treatments, and ensuring
that the public benefits from these new developments. Below are some
higher priority issues where common ground and joint or synergistic
actions can and should take place. This list is certainly not exhaustive
and could change as new discoveries or challenges confront our society
in the future.

Managing Uncertainty

The clinical or economic value of a new treatment may not be rec-
ognizable during its development. Managing this uncertainty is one
of the greatest ongoing challenges for industry and government deci-
sion makers, who must constantly balance risk–reward and risk–benefit
information and uncertainties.

Early in clinical development, uncertainties exist because the trials
may not have the size to demonstrate significant value, or because clin-
ical trials test the efficacy of potential new treatments under controlled
conditions rather than their real world effectiveness. Uncertainties also
exist after FDA approval because new or expanded uses may be dis-
covered years after a medicine is introduced, dramatically broadening
its benefits. For example, Bactrim’sTM use in prophylaxis for AIDS-
related pneumonia was discovered after it had been used for years
as a mainstream antibiotic for urinary tract and other common infec-
tions. Similarly, the HIV/AIDS pandemic brought new uses for antifun-
gal medicines, while immunosuppressive chemotherapies have found
valuable broader uses in cancer treatment and organ transplantation.
The downside of uncertainty occurs when unforeseen side effects or
toxicities appear. Such unexpected side effects cause the withdrawal
of about 1 to 2 percent of all medicines approved by the FDA. Overall,
for company executives and government leaders, the need to balance
what is known about the value of a potential new treatment against
what may still be unknown about its risks and benefits strongly directs
how they manage resource allocation among R&D areas and projects,
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and at what point they determine it is appropriate for an experimental
compound to be approved for widespread use.

Balancing uncertainty versus known benefits is a business challenge
for companies, a regulatory challenge for governments, and a clini-
cal challenge for physicians and patients. Several steps could be taken
to better manage and reduce this uncertainty without delaying the
approval of new treatments. First, the current MedWatch system for
collecting reports about adverse events related to drugs and devices
could be improved and expanded. For example, more staffing and
other resources for the FDA’s office responsible for the MedWatch
program would help more quickly separate adverse events caused by
a drug or a device from those that are unrelated to the treatment.
Reforming our medical tort system would also support better analy-
sis of adverse events. The current legal environment creates negative
incentives for healthcare providers to report potential errors because it
seeks to penalize every poor outcome as a preventable mistake rather
than recognizing it as a real-world occurrence. I recognize that there
are great controversies surrounding legal system reforms, but these
are certainly important issues that governments and industry should
be discussing to help improve our healthcare system to benefit patients
and society.

Second, new science in the area of bioinformatics is likewise pro-
viding us with ways to anticipate areas of clinical risk even before
products are used in humans. This is another area where government
and industry should collaborate.

Third, more Phase IV post-approval trials should be conducted to
look at longer-term side effects that may occur in real-world use, with
Phase IV trials being required in some situations. We have already
moved forward to promote more research on the use of medicines
in children with incentives for Phase IV trials.5 A similar dialogue
and consensus could be reached about Phase IV trials in other areas
because information from such trials would aid physicians and benefit
patients. When to require and how to create incentives for conduct-
ing such Phase IV trials are issues industry and governments should
seriously discuss.

Similarly, industry and governments should address the challenge
of how and when to conduct more head-to-head clinical trials com-
paring existing medicines. Such trials should be structured so that they
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evaluate the real-world effectiveness of treatments rather than their
clinical trial efficacy. This is an important distinction, because some
innovations that reduce side effects or otherwise increase patient
compliance result in medicines that produce better clinical outcomes,
though their efficacy in clinical trials may be similar to that of older
medicines. This was the case with the modern SSRI antidepressants
compared with the older TCA class of antidepressants. Medicines in
both classes generally result in improvement of depression in 60 to 70
percent of patients in clinical trials, but the TCAs have more frequent
serious side effects that cause many patients to stop taking them.6−8

Thus, the SSRIs are more effective than the TCAs for real-life patients,
consistent with the clinical rule, “a medicine that a patient doesn’t take
is unlikely to do them any good.”

Some people have advocated for longer-term and head-to-head
trials before a new medicine is approved. In some cases, depending
upon the disease and the existing treatment options, such trials are
appropriate and the regulatory process already requires them. How-
ever, routinely calling for longer or more complex trials will delay
wider access to new treatments and unnecessarily tie up finite clin-
ical trial resources and researchers. In contrast, because Phase IV
trials are simpler in design and intended to look at different ques-
tions than pre-approval Phase III trials, they can be conducted using
fewer resources while collecting information from many more patients.
Determining the appropriate scope and extent of these testing require-
ments are among the challenges industry and governments face in
assessing how much risk and benefit information is enough, because
delaying approval to conduct more testing effectively means delaying
patients’ access to new treatments.

Striving to Recognize Innovation

As discussed above, it can be difficult to recognize the magnitude of
an innovation while a new treatment is being developed. However,
despite uncertainties during development, once a new healthcare prod-
uct comes to market, government reimbursement policies and other
decisions that reflect the perceived overall value of a treatment signifi-
cantly affect companies’ revenues. In some countries where the govern-
ment acts essentially as a sole purchaser, direct price or profit limits are
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imposed. In the United States, where the situation is much more varied,
the government’s reimbursement policies still have a significant impact.
In some instances, the U.S. government has eliminated market forces
from the process and taken direct control over pharmaceutical pricing.
For example, in 1990, with Medicare expecting to pay for 95 percent
of the U.S. consumption of erythropoietin (a biotechnology medicine
for anemia developed by Amgen and co-marketed by the Ortho
Biotech unit of Johnson & Johnson), Congress passed a law setting the
price Medicare would pay for this drug.9 Congress later reduced pay-
ment amounts even further, while Medicare itself instituted a variety
of administrative actions to limit reimbursements for this medicine.10

Another example of U.S. governmental action to control prices is the
pharmaceutical system created by the Veterans’ Health Care Act of
1992, which requires companies, if they want to participate in the
Medicaid program, to sell medicines at a maximum of 76 percent of the
average price paid by private sector purchasers in the United States to
the Veterans Healthcare Administration and three other agencies of
the federal government.11

To create incentives to spur on future innovation, governments (and
other payers) should work with industry quickly to create adequate
reimbursement amounts and simple procedures that facilitate the use
of new treatment. If companies perceive that future reimbursements
might fail to justify the development of innovative treatments, their
internal investments may well become more conservative, concentrat-
ing on less innovative and less financially risky areas of research, such
as nutritional supplements that are nonpharmaceutical treatments that
can be purchased outside of the insurance system. Similarly, if small
biotech and other biomedical research companies cannot project ade-
quate reimbursement for their products, they may find it difficult or
impossible to obtain the outside funding on which they rely. The result
would be fewer new breakthrough treatments – particularly for dis-
eases that currently lack good therapies.

Medicare has traditionally been slow to create new reimbursement
codes and payment amounts for innovative treatments. And because
many private U.S. payers follow Medicare’s lead, such delays can
impede both the development and use of new treatments for everyone.
In recent years, however, Medicare has begun to act faster. For exam-
ple, Medicare quickly responded to the FDA’s approval of Johnson &
Johnson’s innovative coated stent system for opening narrowed
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coronary arteries. Medicare’s speed in establishing the new code and
payment amount also signaled the government’s recognition that,
despite their higher cost, these new stents provide superior clinical
and economic value, keeping patients out of the hospital and the oper-
ating room. This action also provided incentives for physicians to use
these new stents, and for other companies to push forward rapidly with
their own versions of these device-drug combination treatments. Avail-
ability of these other systems spurs on both competition and further
innovation – both of which benefit patients.

The opposite is also true. When governments fail to support an
area of treatment, the effect can be seen in clinical care and the less-
than-robust development of new treatments. For example, Medicare’s
50 percent co-payment requirement for outpatient mental health ser-
vices not only has served as an access barrier to obtaining mental health
services, but also limits incentives for developing new diagnostics and
treatments for mental illnesses.

Governments create other types of incentives for specific areas of
research and development. For example, the 1983 U.S. Orphan Drug
Act provides tax and market-exclusivity incentives to companies that
develop medicines for conditions affecting fewer than 200,000 individ-
uals in the United States. This law has proven to be a huge success,
leading to a dramatic increase in the number of available treatments
for rare diseases: more than 200 of these medicines have been approved
in the past two decades, compared with less than 10 in the decade prior
to 1983.12

Industry needs to match the commitment shown by Medicare and
other payers to support innovation by acknowledging the difference
between truly innovative treatment advances and those that pro-
vide more focused clinical benefits. This acknowledgment should be
both in our rhetoric and in our expectations for reimbursement. For
example, even though considerable effort and resources may have
been expended in developing a new medicine, the fact that it is a
novel chemical compound, with unique clinical characteristics, does
not make it a major piece of innovation. In fact, the market reflects
this reality because only about three of every ten medicines that
are new chemical compounds ever return the average development
cost.13

It would be great if I could create a definition of what major inno-
vation is, and what it is not, but pharmaceutical science and clinical
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medicine are too complex and rapidly changing for a static definition.
The nature of innovation is that this year’s innovation may very well
be tomorrow’s run-of-the-mill treatment. However, there are certain
characteristics of innovative treatments that can be described, includ-
ing a new way to attack a disease, a significant difference in side effects
(or drug–drug or drug–food interactions), a new way to administer or
dose a medicine so that it can be used by a different patient population,
or other features that improve patient compliance and hence the clin-
ical value of the medicine. Another type of innovation is discovering
that an older medicine can be used to treat a different disease than
that for which it was originally developed. These innovations may be
broad in scope and involve relabeling of the medicine to include the
new use, or small and involve so-called “off-label” uses that are clini-
cally important to individual patients. One dramatic example of this is
the off-label use of Viagra® for a small number of women with fertility
problems arising from a thin uterine lining.14

Last, in thinking about ways to make improvements in how industry
and governments respond to and create incentives for future innova-
tion, it is important to remember that government initiatives, market
forces, and company actions are seldom perfect, and there are gener-
ally significant time delays before societal priorities can be translated
into real actions. An all-too-apt example can be seen in recent efforts to
develop treatments for possible bioterrorism agents – a clear national
priority since the 2001 anthrax attacks. Some smaller companies have
applied significant resources toward this goal. Nonetheless, long-term
government funding and other components of the “Bioshield” pro-
gram remain uncertain. Considering the length of the R&D process,
which can take up to decades, it requires a leap of faith to assume
that a government-guaranteed market will exist when the treatments
are eventually approved, particularly since one of the Federal govern-
ment’s responses after the anthrax attacks was to propose taking away
patent rights for the leading treatment for anthrax exposure.15

Focusing on Unmet Needs

To fulfill society’s priorities, industry and governments focus on dis-
eases that cause significant morbidity and mortality.16 I believe our
attention should also include diseases important to populations in
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developing countries. Wealthier nations have an ethical imperative to
support healthcare for poor populations. In addition, governments and
industry need to expand their global perspectives because the increas-
ingly global nature of diseases will affect international public health
and economic development. The risk of Asian bird flus, for example,
is so real that the World Health Organization convened a global sum-
mit of governments and industry in November 2004 to discuss how
to prepare for this potential pandemic. As was reported in The New
York Times, the role of scientists in addressing this challenge will be
expansive and include diplomatic as well as scientific skills: “[I]n a
globalized world where peripatetic germs hitch rides in the lungs or
luggage of unwitting airline passengers, where sick chickens in Asia
can threaten to topple third-world governments, where the role of
politics and money can obscure the free flow of medical information,
[epidemiologists at the Centers for Disease Control and Prevention]
cannot do their job – preventing the spread of deadly flu viruses – by
being scientists only.”17

In the past, governments and industry faced many challenges con-
cerning healthcare’s impact on economic development and vice versa.
Both industry and government should expect similar opportunities in
the future: in the 1300s, plague epidemics devastated local workforces
in Europe, leading first to abundance for the survivors, and then to eco-
nomic disruptions due to manpower shortages.18 The robust economies
of developed countries in the early 1900s following the industrial revo-
lution allowed for vastly improved public health and sanitation systems.
And a recent review of 30 years of data from more than 100 countries
found that a 1 percent improvement in a population’s life expectancy
translates into a 4 percent rise in the country’s economic output.19

Like the avian flu threat, twenty-first century globalization will
undoubtedly have a huge impact on health. Global transmission of
other infectious diseases, such as SARS and West Nile Virus, will
only become more frequent. As globalization raises the economic
standards of developing countries, their middle-class populations and
life expectancies will increase, resulting in significantly more people
with cancer, arthritis, cardiovascular illnesses, and other chronic dis-
eases. Delivering healthcare to the world’s population will increas-
ingly test the economic resources, political leadership, and capabilities
of healthcare industries in both developed and developing countries.
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Still, if developing countries institute market-oriented healthcare sys-
tems with adequate reimbursement opportunities, globalization may
well provide companies with the opportunity and incentives to tackle
the diseases more common in these emerging economies.

In addressing challenges in this area, governments should also rec-
ognize that the support of global economic development and health-
care capabilities worldwide will affect industry’s research activities.
Industry needs to factor in globalization when setting its priorities,
allocating research resources, and choosing locations for its clinical
trials and business centers. Both groups also need to consider how
healthcare delivery will be affected by local social and cultural prac-
tices, as well as genetic differences in disease susceptibility and drug
metabolism.

Addressing Needs of Uninsured Individuals

I firmly believe that healthcare companies have a responsibility to
help the poorest members of society with access to appropriate health-
care products and services. Companies and governments have to work
together in this regard. In the short term, health products companies
must continue to operate their Patient Assistance Programs (PAPs),
which provide free medicines for low-income individuals without ade-
quate insurance. Recently, the industry took steps to extend these
access programs to many more Americans through the several state-
based programs and the Partnership for Prescription Assistance, a col-
laborative effort with doctors, nurses, and community groups across
the United States, to enroll eligible individuals in these programs.
The industry must also continue to develop programs that offer dis-
counts to uninsured individuals who may not qualify for PAPs. One
such program, Together Rx AccessTM, was introduced this year in
the United States. Similarly, governments must maintain the viabil-
ity of safety net programs such as Medicaid and the State Children’s
Health Insurance Programs in the United States. Johnson & Johnson
has long offered Patient Assistance Programs to provide medicines
at no charge to low-income individuals. We were among the founders
of the original Together RxTM discount card, which allows Medicare
enrollees to obtain discount medicines from multiple pharmaceutical
companies; we worked with other companies to create the Together Rx
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AccessTM program for the uninsured, and we supported the creation of
a Medicare prescription drug benefit that provides assistance to seniors
and the disabled. Globally, healthcare companies, such as Johnson &
Johnson, collaborate with governments and nongovernmental organi-
zations in delivering free medicines and building healthcare delivery
capacity to address endemic diseases such as AIDS and malaria, as
well as responding to natural disasters such as floods, hurricanes, and
earthquakes.

As we transition into the new Medicare prescription drug benefit,
governments and industry will need to step up our efforts to work with
individuals and advocacy groups to facilitate the use of the new benefit
and to help patients obtain the maximum value from the benefit. In
part, this will involve coordinating patients’ new Medicare benefit with
other prescription drug coverage options, including companies’ Patient
Assistance Programs.

For these efforts to be fully effective, governments and industry need
to be consistent partners, supporting both short- and long-term solu-
tions with sound operational practices and financing. In the long term,
industry needs to work in tandem with governments to expand private-
sector insurance options to give more individuals reliable, affordable,
and comprehensive access to integrated healthcare services. As part
of this long-term improvement, patient education must be integrated
with our efforts to help individuals make informed choices.

Another area of concern for underinsured patients, governments,
and the industry is the recent trend of purchasing lower-priced
medicines over the Internet or from other countries where govern-
ments control retail prices. Aside from real concerns about fraud
and counterfeit medicines, these purchases have hidden costs because
importation removes local health professionals from the patient’s
healthcare team. A pharmacist in Canada or Australia, for example, is
unlikely to contact a physician in Kansas to discuss a patient’s multiple
medicine regimen, nor is the patient likely to call the foreign phar-
macy with concerns about how to use the medication. Safety concerns
are of vital importance to the pharmaceutical industry, since we do
not want our medications used in ways that make them less effective
or potentially harmful.20 At a time when safety issues in healthcare
are of increasing concern, promoting importation is a step backward.
Discussions of importation have also generally ignored the disturbing
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reality that importing medicines undercuts incentives for developing
new medicines because it is also importing de facto price controls. The
bottom line is that patients in the United States would be much bet-
ter served by having good insurance coverage that would dramatically
reduce their costs while supporting innovation, rather than facing the
uncertainty of imported medicines that would offer few savings, stifle
innovation, and promote the export of U.S. manufacturing jobs. These
are all areas that need to be openly discussed as we consider all options
for improving access to care for the uninsured and underinsured.

Improving Outpatient Care

The trend toward more outpatient care will help us use our healthcare
resources more efficiently. Opportunities for increasing the delivery
of higher-quality, more patient-focused care need to be supported by
both governments and industry. Governments and industry can fos-
ter this trend with better data collection to measure more accurately
and rapidly the quality of care. This information will then allow more
resources to be directed toward healthcare interventions and public
health strategies that produce the best clinical and economic outcomes.
Increased use of information technologies such as electronic medical
records and e-prescribing will aid in this data collection and resource
management, while also helping to reduce medical errors that arise
from communications problems.

Industry should support these efforts by participating in the devel-
opment of appropriate technologies and disease-management pro-
grams with governments and other payers. Governments and other
payers can help promote the development and use of disease-
management programs by doing more system-wide management of
healthcare spending. By taking more integrated approaches to health-
care budgeting, governments will be able to make more informed deci-
sions about allocating resources toward more valuable outpatient care.

Industry should also continue to support the development of less
toxic, less invasive treatment options, such as the recent introduction
of essentially nontoxic cancer treatments and minimally invasive sur-
gical instruments. Tools such as these can reduce patients’ need for
lengthy hospital stays and allow more resources to be applied toward
therapeutic care.21
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Prevention is another area where both industry and governments
should increase their efforts, because it is a much more efficient
use of our healthcare resources than disease treatment. Although
the public tends to focus more on treatment-related R&D than on
prevention, governments and industry should increase their support
for educational activities aimed at prevention, including efforts to
understand what forms of educational outreach are most effective in
changing individual behaviors for vaccinations, diet, smoking, and exer-
cise. As Rudyard Kipling said, “Words are the most powerful drug used
by man.” Industry needs to be a part of these efforts and to continue
working with patient advocacy organizations and governments to edu-
cate the public about chronic diseases such as arthritis, diabetes, and
high blood pressure. These public education campaigns need to include
initiatives emphasizing that treatment is a means of delaying or pre-
venting serious consequences such as heart attacks, strokes, kidney
failure, and blindness.22

Increasing Use of Genomic Knowledge

Genomics research and other advances in biomedical science will con-
tinue to provide new information about serious diseases and present
new opportunities for developing better and more cost-effective
treatments.23 Because this area of science has broad and potentially
far-reaching consequences for society, industry and governments need
to continue discussing how generic discoveries should be approached
and managed. For example, pharmacogenomics and surrogate mark-
ers of disease progression may increase the specificity and speed of
developing new treatments. Also, information about the genetic com-
ponents of diseases is slowly enabling physicians better to guide patient
care so that the most appropriate treatments are used. The industry and
the U.S. Food and Drug Administration are currently collecting and
analyzing data to understand the best ways to utilize these advances
for improving healthcare delivery and drug development. Both sides
need to continue these efforts.

One stumbling block to using genetic information for individual
patient care is the scarcity of trained genetic counselors and other
clinicians who can educate patients about the implications of spe-
cific genetic tests. Governments and others need to increase their
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educational activities for healthcare professions so that as new
genomics-based diagnostics and treatments become available, clini-
cians will be able to use them to their patients’ greatest advantage.

Increased genomic knowledge might also potentially be used to dis-
criminate against individuals – particularly for health insurance or
employment. Governments need to take the lead in ensuring that
individual genetic information will be used to benefit patients, not to
penalize them. If individuals are wary of obtaining genetic tests that
could improve their healthcare, then the value of these scientific and
clinical advancements will be undermined, and the incentives for fur-
ther development will be reduced.

However, from a financing perspective, knowledge of underlying
genetic causes of diseases may segment treatment recommendations
for common conditions. This segmentation of patient populations may
increase costs for treating individual patients and decrease a com-
pany’s potential revenues from the new treatment. Improved diag-
nostics and treatments developed with greater genomic information
may also result in shifting resources from one part of the healthcare
system to another, for example, from inpatient care to outpatient treat-
ment. In addition, if these new treatments lead to overall increases in
longevity, they may increase the burden on public retirement systems
such as Social Security. Again, these are reasons why I believe the
leadership of research-based healthcare companies must be involved
with the broader debate about how to improve our national and global
healthcare delivery and financing systems.

Reducing Development and Approval Times

Industry–government interactions start early in the research process
and extend past the approval of new treatments and diagnostics.
Historically, getting a new treatment approved has been a bottleneck
in bringing a new medicine to waiting patients. But a 1992 United
States law hastened the process considerably by creating a mecha-
nism whereby the FDA receives a “user fee” from companies with
each new drug application in exchange for a commitment to conduct
the review process within certain defined time targets.24−26 The rev-
enue from these fees has enabled the FDA to hire more personnel
and meet its review targets. The original initiative has already been
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augmented several times, most recently in a 2002 measure for new
medical device applications.27 Other countries also have been looking
toward the U.S. model in hopes of improving their own pharmaceutical
approval processes.28

The success of the U.S. prescription drug user fee law teaches
us a valuable lesson about government–industry cooperation: short-
ening the time for moving a treatment from the lab bench to the
patient – without compromising on safety standards – helps improve
patient care and reduce future costs for research and healthcare. Faster
development and approval times also enable industry to investigate
more treatments for a greater range of diseases over the same time. We
need to apply these lessons both toward further collaborative improve-
ments in the drug approval process, and toward helping other countries
to improve their own systems.

One way to shorten the R&D timeline is through the use of val-
idated markers of disease progression. Progress in the development
and validation of surrogate markers relies on the sort of government–
industry collaboration that produced the prescription drug user fee
law, and that is currently happening with genetic information being
collected and analyzed by the FDA. Markers are needed that accu-
rately reflect the progression of many chronic illnesses, such as high
blood pressure, and provide a reliable prognosis for the development
of devastating outcomes, such as a stroke. Such markers would allow
companies to better focus research efforts. They also would allow gov-
ernment agencies, such as the FDA, to evaluate clinical research data
sooner. But because these research programs can take many years for
any single disease, and to be truly useful these markers must be val-
idated and agreed upon by all parties, developing them will require
broad alliances.

The government also can act as an effective and enthusiastic
research partner in areas ranging from basic biochemistry to epidemiol-
ogy, whereby scientists from industry, government, and academia col-
laborate on projects that none of them could accomplish alone.29−31

Although most of this research is performed without restrictions on
publication or other use, a small percentage is done on an exclusive
basis or license.32 Despite the success of these collaborations, there is
one potential downside for drug companies. When a joint project does
lead to a successful new medicine, the public may protest the drug’s
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price, thinking that a private company is profiting from government
research. This perceptual problem persists in the face of the actual
circumstances: research has shown that when a new medicine arises
from these collaborations, the private company is the one that has over-
whelmingly spent the majority of money and time in the development
and approval processes.33 To secure more public support for continu-
ing these joint activities, there should be greater openness about the
extent of these collaborations and their value, so that credit can be
given where credit is due.

A final broad avenue for increasing the value patients and soci-
ety receive from biomedical research and the industry is intraindustry
collaboration. Although specific business partnerships for approved
and late-stage medicines are common, and broad industry collabora-
tions such as the Forum for Collaborative HIV Research34 have been
undertaken with government approval, real and perceived concerns
about antitrust laws present barriers to other opportunities where the
industry could collectively improve patient care. This has been the case
with patient assistance and discount medicine programs where broader
collaboration has been stymied by antitrust concerns. These same con-
cerns may be presenting similar challenges in developing treatments
for tropical diseases and the diagnostic-drug combinations needed for
genetically linked diseases. I do not see a single answer to how to
improve this situation, but since it was possible to create the Forum for
Collaborative HIV Research, it should be possible for industry, gov-
ernments, and others to discuss how to facilitate similarly productive
activities when not faced with public health emergencies such as the
HIV pandemic.

conclusions

The future holds great promise for improving the quality and effi-
ciency of healthcare – in both developed and developing countries.
The challenge will be in effectively allocating public and private
resources to support healthcare delivery and financing systems that
will both provide access while also promoting industry to aggres-
sively turn the scientific discoveries coming out of industry, academic,
and government laboratories into real-life diagnostics, devices, and
drugs.
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Over the next several years, governments and health products
companies can take steps, individually and in tandem, to improve
the process of delivering new medicines to the public. We need to
work together to improve how we develop new medicines, get them
approved, and make them more readily available to patients, while also
investing in the future.

For us to accomplish our common goal of providing better, more
efficient healthcare, I believe all participants need to work together
as collaborators, rather than antagonists. This is essential if we are
to achieve a convergence of minds, hearts, and spirits that will lead to
healthier, happier, and more productive societies and greater economic
and social advancement for communities around the world.
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AIDS Activism and the Pharmaceutical Industry

Martin Delaney

The AIDS epidemic is widely recognized as a turning point in the
relations between the people directly affected by a disease and the
many groups, agencies, and institutions that respond to the disease.
People with AIDS and their advocates are credited with spearheading
several fundamental changes in how society and its institutions behave
when confronting a new, life-threatening illness. Some of these changes
include:

� Reforms in the way new drugs are approved by the U.S. Food and
Drug Administration;

� Greatly enhanced communication between patients and their
physicians;

� A new emphasis on patient empowerment in all aspects of the
healthcare system;

� New inclusion of patients and advocates in scientific decision-
making and the conduct of clinical research;

� Greater involvement of the public at every level in the management
of research at the National Institutes of Health;

� More political oversight of how research is funded by taxpayers and
how research dollars are divided between disease interest groups;

� An unprecedented degree of interaction between patients, their
advocates, and the pharmaceutical industry in the development,
testing, pricing, and marketing of new therapies.

Given today’s increasing concerns about the cost of healthcare, and
the public’s demand for ever better solutions to medical problems, this
chapter will focus on the last item on the list, the dramatic changes

300
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that have occurred in how a patient community interacts with the
pharmaceutical industry. Although the pharmaceutical industry has
long maintained significant relations with the public and with various
disease-interest, nonprofit foundations, there is little precedent for the
ways in which companies now interact routinely with AIDS groups.
This chapter will explain how and why this new relationship evolved,
and examine the benefits and potential pitfalls it presents. Finally, it
offers guidelines for developing policies and practices that will protect
and maintain ethical standards. Upholding these standards will sustain
a mutually supportive, respectful, and productive relationship between
the advocacy/patient community and the pharmaceutical and biotech
industry. In order to comprehend how and just how far this relation-
ship has evolved, it is necessary first to take a quick course in AIDS
history.

a short history of aids, activism, and industry

When AIDS first appeared in the early 1980s, the part initially visible
was the most dramatic and virulent form of the disease, or “full-blown
AIDS.” What scientists, patients, government, and the public saw was
a relatively swift and horribly aggressive disease that seemed likely to
kill everyone infected. One common presentation of the disease was
sudden weight loss, followed by a life-threatening bout of pneumocystis
carini pneumonia, or PCP; another was the rapid spread of red lesions,
or Kaposi’s Sarcoma, often called the “gay cancer.” Both most often
afflicted young gay men in their twenties through forties, and led to
almost universal death in a relatively short time.

Given this picture, and the fact that thousands of gay men had suc-
cumbed to the disease by the middle 1980s, the fight to find treatment
for AIDS was a desperate challenge. We soon saw how people were
also infected through blood transfusions and how hemophiliacs had
become unwitting victims through the use of inadequately tested Fac-
tor VIII. All too swiftly the rates among women, hemophiliacs, African
Americans, Latinos, the homeless, IV drug users, and others began to
add to the numbers. Sometimes spurred on by overly pessimistic pre-
dictions, the general public was lead to fear that the disease would soon
break out everywhere. After all, what other infectious disease had ever
remained confined to specific groups?
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This naturally set the stage for demands to speed up the drug devel-
opment and approval process. But even before the first drugs were
approved, patient groups sought access to some – any – form of treat-
ment. By 1986, four drugs were being tested as possible treatments
for HIV disease. Two of these, products of American companies, were
already marketed in many countries that had less strict drug approval
requirements. One was approved for limited use in the United States
against respiratory syncytial virus, a childhood disease. As these drugs
were hurried into clinical trials against AIDS, it was inevitable that
people with HIV would soon come calling on the pharmaceutical com-
panies. Patients primarily from California and Texas began a weekend
ritual of trips to Mexican border towns where both American medi-
cations could be purchased. Although there was no proof that either
drug worked, even the hope of some benefit was more than doctors
could offer at the time.

Ironically, the issue that first brought the AIDS/HIV community
into direct contact with the pharmaceutical industry was the very one
that still causes the greatest conflict today: drug pricing. Due to a loga-
rithmic collapse in the value of the Mexican peso in 1986, the price of
one of the drugs tripled almost overnight. AIDS advocates, many with
backgrounds in the business community as well as the various protest
movements of the Vietnam era, almost instinctively marched on the
headquarters of ICN Pharmaceuticals in Irving, California, demand-
ing that the price increase be rolled back. It was a moral issue and an
emotional issue, and it established a model of what was to come. It
was a warning to the pharmaceutical industry that “business as usual”
would be challenged on every front. Rather than face the prospect of
a public confrontation, the company worked with activists to create a
bulk-purchasing process that effectively eliminated the price increase.
Activism had its first small victory in its relations with the pharmaceu-
tical industry.

Little more than a year later, another drug (zidovudine or AZT),
a product of the British firm Burroughs Wellcome, became the first
drug approved by the FDA as a treatment for AIDS. Instead of being
overjoyed at the approval, as the company expected, AIDS advocates
instead quickly organized to fight the drug’s unexpectedly high price of
$10,000 per year. This was considered particularly outrageous in light of



P1: OYK
0521854962c17 CB953-Santoro 0 521 85496 2 September 26, 2005 15:2

AIDS Activism and the Pharmaceutical Industry 303

the fact that the government had paid a great deal of the cost of studies
that supported the drug’s approval and use. Others almost immediately
questioned the design and conclusions of the clinical trials that lead to
approval. Because the drug was associated with chemotherapy-like
side effects (it had initially been developed as a potential cancer treat-
ment twenty years earlier), activists wanted assurance that the claimed
benefits were real and worth the risk of the side effects. Within weeks,
angry activists confronted company officials at conferences and scien-
tific meetings, challenging both the price and the company’s data. Later,
a few activists met with the company at its headquarters, just as others
had done at ICN the previous year. When their efforts were rebuffed by
company officials, the “other side” of activism took over and activists
eventually marched on the headquarters, temporarily shutting the com-
pany down. The drug’s price was scaled back a step at a time, with some
reductions occurring as a result of reduced dosage recommendations
and later an actual reduction in the retail price of the drug. Activists
had a second victory and had laid the groundwork for challenging com-
panies on their science as well as their prices.

Early meetings between the HIV/AIDS patient community and the
pharmaceutical industry were typically either “ad hoc” and angry (to
protest a perceived grievance) or informal and concerned with the
future. From the beginning, though, it was evident that anger and
protest alone would not take us far enough. We also needed to talk
to and influence the industry. A balance was struck that holds to this
day, a balance that recognizes that industry and patient groups are at
once both partners facing great challenges together, and opponents
with often conflicting interests.

The relationship between activist groups and the industry matured
substantially around the approval of the second drug for HIV, didano-
sine from Bristol Myers. While clinical studies of the drug were occur-
ring, activists were making efforts to speed the drug development
process and to make such experimental drugs available for people
who couldn’t take part in clinical trials.

In this era, the interests of the HIV community and the pharma-
ceutical industry greatly overlapped. Both wanted to see the drugs
approved more quickly. Both saw a need to make drugs available out-
side clinical trials. Both sought a more efficient, responsive process at



P1: OYK
0521854962c17 CB953-Santoro 0 521 85496 2 September 26, 2005 15:2

304 Martin Delaney

the FDA. Both believed that drugs should be approved on the basis of
surrogate markers (lab tests) as predictors of eventual clinical benefit,
without waiting for proof of that benefit.

A new type of triangulation evolved to address these needs:

� A small group of activists began to meet formally and informally
with scientists and managers from the company to iron out differ-
ences and find common ground where possible;

� Company officials and activists met with FDA and NIH officials, in
formal meetings at the agency and informally at conferences and
public meetings;

� Larger groups of activists brought media attention to the issues
through public protests and staged events.

The companies, scientists, and government officials faced, on every
front, a well-informed, highly motivated activist and patient commu-
nity prepared to collaborate, debate, or confront.

These forces came together over a period of a few years, leading
up to a critical FDA Advisory Committee meeting called to decide
whether surrogate markers, in this case T-cell numbers, could be used
as a basis for approval. The debate had become critical because the
limitations of the first drug, zidovudine (AZT), had quickly become
evident, while the development of the second drug, didanosine, had
dragged on far longer that expected. AIDS activists carried the day at
the Advisory Committee meeting, successfully arguing that the urgency
of the situation warranted taking reasonable chances and not waiting
for the traditional proof of clinical benefit. A similar public committee
meeting a few months later focused on the presentation of data aimed
at getting didanosine approved by the FDA.

The situation had become urgent even for the sponsor, Bristol
Myers. Details had been worked out between activists, the FDA and
the company for emergency but wide-scale access to didanosine for the
neediest patients under a system then called the “parallel track” (in
addition to traditional drug approval studies, another “track” would
provide the drug to people who could not participate in the clinical
trials). Because there were no other drugs available except for AZT,
the number of people in need was dramatic. Bristol Myers ended up
supplying didanosine to some 16,000 people outside of clinical trials, at
the company’s expense. The company was as anxious as the activists to



P1: OYK
0521854962c17 CB953-Santoro 0 521 85496 2 September 26, 2005 15:2

AIDS Activism and the Pharmaceutical Industry 305

get the drug approved so they could finally start charging for it. For the
moment, the interests of the company and the interests of the activist
and patient community were almost entirely aligned.

The FDA drug approval process was also changed forever in this
drama. It became routine to see the patient community represented on
FDA and industry advisory panels and to see community spokespeople
consulted on every step in the drug development and approval process.
The procedures that were developed in and around the approval of
didanosine became the framework for what was eventually codified as
the Accelerated Approval process at the FDA. This process has been
used for every subsequent drug developed for treatment of HIV and
has quickly been applied to other life-threatening illnesses.

The relationship between industry and the activist/patient commu-
nity was most productive during the development and subsequent
approval of the new class of drugs called protease inhibitors. These
drugs reached the pharmacies in mid-1996, after news of their dra-
matic benefits was announced at the International AIDS Conference
in Vancouver Canada that year. The fact that the drugs, used in combi-
nation with two of the older generation AIDS therapies, were highly
successful had leaked out of early research studies beginning in 1993
and 1994. Without the input of the activist/patient community, how-
ever, the drugs might never have made it to market. When they were
first developed, the sponsors really believed they were approaching
a cure for the disease and were thinking only in terms of a dramatic
“home-run” success by the individual drugs. Combining them with the
older drugs was not part of the plan, at least initially.

The early dramatic success of protease inhibitors in small studies,
however, collapsed quickly when the virus began to develop resistance
to the drugs, just as it had to the earlier generations of drugs. Although
the protease inhibitors were indeed more potent, it made little differ-
ence in the long run. This sobering observation led at least a few of the
companies to consider abandoning the drugs’ development altogether.
A number of prominent scientists echoed their disappointment.

The activist/patient community, however, focused on the fact that
the drugs still offered greater potency for a while than anything previ-
ously seen. The answer was obvious to many activists and physicians:
add the drugs in combination. The continued enthusiasm for the
protease inhibitors by activists and patients was a decisive factor in
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continuing, rather than abandoning, their development. Once the
drugs were studied in three-drug combinations, they produced one
of the most dramatic advances ever seen against a fatal illness, cutting
the death rate in half in their first year on the market. By the end of
their second year of use, the reduction in mortality approached 80 per-
cent. Throughout the middle 1990s, the value of the input provided
by the activist/patient community in scientific, clinical, and regulatory
matters was proven time and again.

models of interaction

Over the twenty-year history of AIDS drug development, a variety
of models of industry–community communications has evolved. In
some cases, companies created “community advisory boards” made
up of activists known to specialize in drug development. In others,
interested community activists formed their own groups and initiated
meetings with the companies whenever an issue warranted it. In
the early to middle 1990s, the burgeoning activist–company relation-
ship was seen as a business opportunity. Several small public rela-
tions companies were created, often by members of the HIV com-
munity. These companies worked to manage the interface between
the pharmaceutical companies and the community, arranging meet-
ings, managing communications, advising, and identifying people for
inclusion. These were particularly useful for pharmaceutical compa-
nies new to the HIV/AIDS field or whose internal cultures were ill-
prepared to deal with a public that was well-informed, often angry, and
almost entirely unimpressed by corporate titles and positions. The PR
firms, rooted as they were in the patient community, offered a unique
conduit.

In the first fifteen years of treatment activism in the United States,
the groups representing “community activists” were entirely self-
identified and self-selected. In the first five years, the entire spectrum
of “treatment activists” was made up of a few people on the East Coast
who were a subset of ACT-UP New York and a parallel group on the
West Coast mostly housed at Project Inform, a nonprofit education and
advocacy organization. Although there were many “AIDS activists”
working on a variety of issues in public policy matters, only this small
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squad focused on treatment issues, research, and the pharmaceutical
industry.

By the late 1980s and into the early 1990s the size of this group
swelled rapidly on both coasts, many joining under the banner of ACT-
UP (which wasn’t really an organization as such, but rather a point of
affiliation), and many others simply creating their own new groups.
There were no rules, no formal procedures for meeting with the phar-
maceutical industry, the FDA, or researchers. People became part of
the effort simply by showing up. This raw democracy was in some
ways the movement’s greatest strength and in others one of its great-
est weaknesses. It permitted anyone to take part, but it tended to favor
the best informed, the most charismatic, and the best connected. The
meek found it hard to be heard.

In Europe, a more structured, perhaps more bureaucratic model
evolved in which a formal coalition of activists was created (the
European Treatment Activist Group, ETAG) to manage both the rela-
tionships with industry and the relationships between community orga-
nizations. The activist community came from several countries, each
with its own problems, rules, languages, and cultures. No single coun-
try had a large enough or strong enough activist movement to effect
change in ways parallel to the American movement. Out of necessity
as much as design, the European effort grew as a coalition, with all
the procedural overhead that implies, but also with the strength of
greater organization. Although the style of the European process was
perhaps more polite than that of its slightly disorganized, more forceful
American counterpart, the outcomes were similar.

Beginning around the late 1990s, American activists had begun to
experience the pains typical of an aging movement. Many key play-
ers had themselves died of AIDS and those who had not were getting
older. Most significantly, fewer new people were joining the movement,
partly due to the success of therapy. The sense of urgency felt strongly
in earlier years was diminished; fewer people each year seemed inter-
ested in treatment activism. In response, a coalition of community
members (the AIDS Treatment Activists Coalition, ATAC) was cre-
ated that fairly well bridged the gap between the previously unstruc-
tured U.S. approach and the bureaucratic model of the Europeans.
For the first time in the United States, the activist movement became
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organized, with planned meetings, committees, and a formal process
of membership. The path for joining the national treatment activism
effort was clearly laid out for those who wished to join.

Areas of Collaboration

Out of this mix of conflicting and common interests has grown a com-
plex, multilayered relationship between industry and the HIV/AIDS
patient community. Beginning with the development of the second
drug for HIV, every drug’s development process has included deep
involvement by the patient community. Patient advocates expect to be
included or at least consulted in all scientific and procedural decision-
making, including the design of clinical protocols. As relationships with
industry have developed, the community’s involvement has come to
include:

� Influencing companies’ development priorities;
� Selection of drug candidates for development;
� Oversight of study demographics and site selection for clinical trials;
� Expanded access in all its forms (methods for making experimental

drugs available to patients outside of clinical trials);
� Initial pricing of new drugs and subsequent price changes and

increases;
� Oversight of advertising and promotion;
� Collaborations with other pharmaceutical companies.

It is this set of expectations, which are routinely fulfilled, that make
the relationship between the HIV/AIDS community and the phar-
maceutical industry so nearly unique. In recent years, a few disease
interest groups, particularly breast cancer and hepatitis organizations,
have developed similar relationships with industry. Even these lack the
comprehensiveness of the HIV–industry connection.

Why does the pharmaceutical industry permit or even seek such
involvement? On one level, it is because it has no choice in the matter.
From the earliest days, government agencies and regulators took a
sympathetic approach to the HIV/AIDS community. Groups such as
the FDA and the NIH made it clear that they welcomed an in-depth
consumerism from the patient community, at least as long as it was
directed primarily at industry (they were a little slower to accept it
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when they themselves were the target). Perhaps more importantly,
companies chose to work with advocates because they got something
out of it. The most common benefits to the companies included:

� Learning from the collective experience of advocates, who over the
years had accumulated a great deal of practical experience in drug
development.

� Early identification of potential problems: close contact with the
patient advocate community served as an early warning, bringing
problems to companies’ attention more quickly and before regula-
tors were forced to act.

� Opportunities to discuss and promote the company’s point of view:
while listening was an important expectation from advocates, the
companies also used meetings and communications with advocates
to promote their own views on their products, the policies, and
pricing.

� Seen favorably by the FDA: the FDA views itself as a consumer
protection agency and, as such, it welcomes the flow of information
from consumers to the industry.

� A focal point for input: some aspects of this new relationship with
patients raised complex issues, such as the design of expanded access
to drugs prior to their approval by the FDA. By ten or more years
into the AIDS epidemic, the core group of activists and patients
knew more about the benefits and pitfalls of these programs than
any consultant a company could hire.

� Exposing company culture to the community (for better or worse):
the better the public understood a company, the more likely they
would be to accept it.

Not everything works to the benefit of the companies once the door
is opened to communication. A company may not like what it hears
when it asks for input. But once input is given, it is a lot more difficult
for the company to charge off in its own contrary direction. Companies
need to really be open to change. Entering into this kind of give and
take with “customers” may set false expectations if company manage-
ment still plans to do things its own way. A related problem is that
pharmaceutical companies can all too easily get conflicting input from
the many kinds of advisors they solicit. Most companies also main-
tain close relations with a large number of physicians in every medical
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discipline related to their products. These relationships range from pri-
mary care doctors to the leading researchers in the field. There is no
guarantee that the activist/patient community and the physician advi-
sors will come up with the same kinds of advice.

When all works right, the relationship between industry and the
activist/patient community can lead to many potential payoffs. Some
examples from the AIDS experience include:

� Well-planned expanded access programs can meet the needs of
patients without slowing recruitment in clinical trials and without
creating painful “lotteries” to distribute limited supplies of a new
drug.

� Community can become a vocal ally at approval hearings and meet-
ings of advisory committees. The opposite can also happen if a
company mismanages the relationship, and the FDA is generally
reluctant to give a company what it wants when the relevant patient
community opposes it.

� A unique example of cooperation was an unprecedented two-
year “price freeze” negotiated on most AIDS drugs in 2002–2003.
The freeze was so successful that the companies did their best to
avoid public recognition of it, for fear that consumer groups would
demand the same for other medical fields in their portfolio.

� A similar collaboration evolved between industry and activists over
federal funding for the AIDS Drug Assistance Program (ADAP),
which provides drugs to people not covered by Medicaid or private
insurance. The ADAP Working Group was formed as a joint effort
to lobby Congress and the states for the necessary funding. Industry
could not conduct such efforts on its own without appearing self-
serving. Activists on their own often lacked the skills and political
clout needed to influence large financial decisions on the state and
national level. Working together seemed a natural way to build on
the strengths of each group.

� Educational efforts are another area where the patient community
and the industry share similar, though not identical, goals. Both
seek the development of educational tools to inform newly affected
patients. Each company, of course, has its own view of the best strat-
egy, which drugs to use first, which are the best choices. The patient
community educators, in contrast, view their job as countering the
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spin of individual drug companies and letting the science speak for
itself. Many companies, however, have great skill and experience in
the educational field, as well as enormous resources, so wherever
possible, collaboration is invited.

Areas of Conflict and Potential Abuses

Despite the advantages offered by the unique levels of collaboration
that have evolved between the activist/patient community and the
pharmaceutical industry, the relationship has not always been peaceful.
It was inevitable from the first fight over drug pricing that conflicting
interests would surface. These have taken many forms over the last
twenty years. The most common areas of conflict have included the
following.

The Cost of Drugs. The pharmaceutical industry expects the public
simply to be grateful for new drugs, without questioning the company’s
overall profitability or reinvestment in new drug development. The
Pharmaceutical Manufacturers Association regularly claims that the
average cost of developing a new drug is somewhere between $800
million and $1.2 billion. Several independent analyses contest these
figures and argue the true cost is much lower. The actual cost is difficult,
if not impossible, to calculate because there is no agreed-upon standard
of accounting for determining the cost. (See Chapter 14, by Joel Hay,
for a more detailed discussion of the economics of the cost–pricing
issue.) At the very least, the manufacturers believe that the cost of every
successful drug must also reflect a portion of the costs of all the drugs
that failed during development. Just how much was spent on failed
drugs is impossible to calculate without complete access to a company’s
books and a complex auditing process. No matter how independent
auditors might add things up, industry can always claim they haven’t
accounted for all the costs. The real cost of drug development largely
remains a “black box” of indeterminate proportions; some say “just as
the industry wants it.”

The battle between the industry and AIDS activists goes on con-
tinually. Today, it is largely channeled through a group called the Fair
Pricing Coalition (FPC), a subset of the treatment activist commu-
nity, joined by a cadre of people managing AIDS Drug Assistance
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Programs on a state level. The FPC meets with every company prior
to its pricing of new drugs and attempts to talk with them whenever
price increases are made. The Fair Pricing Coalition is unique in its
ability – and demands – to meet only with the senior company execu-
tives directly responsible for setting prices. Many of those who attend
FPC meetings come from the heady ranks of corporate senior manage-
ment, a group that is still typically reluctant to meet with the consumers
of its products. The primary goal of the FPC has been to keep pricing
decisions at least “cost-neutral,” meaning that each new drug should
be priced no higher than the existing drugs in its class. Prior to the
efforts of the FPC, industry made sure that each new drug was priced
somewhat higher than previous drugs of the same kind, leading to an
ever-escalating cost of treatment for AIDS.

The Portfolio of Studies a Company Uses to Seek FDA Approval. For
most companies, the goal has been to find the fastest path toward
some kind of approval, even if it leads to a narrowly defined medical
application. So-called “off-label” uses of a drug can easily become a
larger portion of sales than the specific indication for which the drug
was originally approved. In AIDS, this has meant conducting studies
that show a drug’s activity in “naı̈ve” patients, or people who are using
anti-HIV therapy for the first time. The advantages to the company
are evident:

� The drug is used in people who are the “easiest” targets for therapy.
� The studies will seldom include people with advanced disease or a

high risk of suffering the most severe side-effects or complications.
� The drug will only be compared to other drugs tested in the same

relatively gentle environment.
� The drug will not be exposed to the forms of the disease with the

greatest likelihood of producing drug resistance.

Unfortunately, this kind of approval leaves a great deal to be desired
from the patient’s point of view. The drug reaches the market with only
minimal knowledge of how to use it across the spectrum of the disease.
Little is known about how it will interact with the wide variety of drugs
with which it may be used. Once a drug is approved on the “easy” path,
the company has only minimal incentive to conduct further studies in
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other stages of the disease. On the contrary, it has strong incentives not
to, since additional studies will almost certainly show less effectiveness,
greater development of resistance, and more frequent and more severe
side effects.

As a result, the activist/patient community has learned to insert
its views into the drug development process from its earliest stages.
Over time, most pharmaceutical companies working in AIDS have
come to expect the involvement of the activist/patient community in all
stages of drug development. A few have acted responsibly on their own,
without inviting much public input, whereas a few others have actively
resisted input, leading to contentious relations and a lack of support
for their cause when the drug goes before the FDA. The activist/patient
community has become remarkably sophisticated in its knowledge of
drug approval and companies ignore its input at their peril. At most
a company (and any of its regulatory or clinical research staff) will
work on four to six drugs over the span of its work in AIDS, whereas
some activists have been involved in the development of more than
twenty.

Using the Activist/Patient Community to Battle with the FDA. This phe-
nomenon was relatively common in the early years of AIDS drug devel-
opment, when companies and activists alike were testing the ways
in which they could collaborate. The relationship between industry
and the FDA was anything but cooperative and industry welcomed a
new friend who shared its feelings about faster drug approval. Until
then, the most vocal consumer voices, such as Public Citizen, opposed
any effort to make drug approval easier. Yet the industry’s early use
of its new friend was hardly its wisest move. When talking with the
FDA, activists quickly began to notice there were at least two ver-
sions of a story: the FDA’s and the companies’. To hear it from
the FDA, the problems that were delaying the approval of a drug
could always be attributed to some failure on the part of the spon-
sor/company. To hear it from the sponsor, the problem was always due
to inactivity or mindless bureaucracy at the FDA. Activists quickly
learned to force both sides to communicate with each other in pub-
lic whenever possible so at least the “who said what” part could be
verified.
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This behavior has never completely ceased, though it is now more
often due to poor communication than to deliberate malice. Still,
activists work to get everything in writing whenever possible and
demand that communication be as public as possible.

Promotion of “Selected” (Biased) Community Members to Speak at
Hearings. In a related attempt to manipulate the FDA, companies
have sometimes sought to use members of the activist/patient com-
munity to make their arguments for them at meetings and Advisory
Committee Hearings. In some cases, where interests were truly held
in common, no one minded as long everyone remained committed to
the truth. But in several cases, famous in the oral history of AIDS
activism, some companies inserted “ringers” into the process, people
who were not regular members of the activist community, but were
hand-selected from the broader patient community to make a specific
claim or point. A company might have several hundred patients in clin-
ical trials at any one time and most would be relatively neutral about
the benefits of the drug under study. But a few would always become
enthusiastic “true believers.” When they are needed, companies will
fly such people anywhere, put them up in the best hotels, and pay
them for their time. When asked, they perform on cue, fully believing
what they say. What they lacked, however, was any perspective but
their own personal experience. Industry has long used the public in
this fashion. The difference that evolved in AIDS is that once such a
tactic was recognized, activists came publicly to demand disclosure of
any company support from everyone who sought to speak at hearings
and approval meetings. The offending companies were later singled
out and their misdeeds widely communicated, often permanently shat-
tering any trust that might have developed between activists and the
company.

Using Community People to Say Things Forbidden to Company People.
Some, if not most, AIDS treatment activists are also involved in treat-
ment education. In recent years, the task has grown far larger than the
supply of activists; many community educators today lack the hard-
edged background of the activists. This has presented an opportunity
for industry, which seeks to exert as much influence as possible on the
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educational materials and viewpoints delivered to the patient commu-
nity. While industry may not be able unduly to influence the treatment
activists, the person engaged solely in education is an easier target. The
goal of unscrupulous sales reps has simply been to put words in their
mouths, words that they themselves cannot utter by decree of the FDA.
The FDA carefully monitors and controls every word spoken by indus-
try sales and marketing reps. If a sales person working a promotional
booth at a conference crosses the line, making claims not accepted by
the FDA, someone walking the floor will almost always report it to the
regulatory agency. That is, unless the sales rep gets someone else to
say it, perhaps at a community meeting. Educators not skilled in the
possible wiles of industry can easily become unwitting purveyors of
messages forbidden to company personnel. Activists can only root out
such misbehavior within their own organizations, as it rapidly becomes
inappropriate to challenge the actions of other agencies.

Feeding False or Misleading Data into Community Channels. There is
more than one way to look at or interpret the significance of most clini-
cal studies. There is always a conservative way, championed by the best
scientists and usually by the FDA. And there is always the company’s
way, a way usually guaranteed to put everything in the terms most
favorable to the company. Since the FDA and a company’s competitors
are always watching at scientific conferences and events, there is lit-
tle opportunity there. Instead most companies have created organized
tours in which a team of sales and clinical personnel is sent around to
meet with community agencies one at a time or in geographic groups.
Usually there is no one present who can challenge the spin on the
data. Whenever possible, activist-oriented agencies try to send “truth
squad” personnel to these meetings, serving notice to the company that
someone is indeed listening.

“Cherry-Picking” Nonprofit Agencies in Financial Need. One of the
worst forms of abuse occurs when a company uses its considerable
financial clout to “help” financially troubled community agencies, for
a price. The price is typically creating a package of educational mate-
rials on subject matter carefully selected by the company. The pack-
age goes out under the agency’s name and may or may not mention
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that it was funded by a specific company, to address a specific topic.
This mechanism is callously used by companies trying to change pub-
lic perceptions about their product or to promote some new theme
of interest. There is nothing inherently wrong with industry providing
funding for independently produced educational materials, but when
the host agency is selected primarily on the basis of its financial needs,
it is difficult not to become suspicious of a company’s motives.

Shaping Agency Behavior by Rewarding Good Behavior, Punishing
“Bad”. This is one of the most contentious actions taken by compa-
nies, and only a few have resorted to such tactics. The game works like
this: the more favorably a particular agency portrays a company or its
products, the more generous the company becomes with grants for
that agency. Conversely, when an agency takes highly critical positions
or writes articles the company feels unfair, spoken or unspoken
threats are made with regard to future funding potential. In the worst
examples, funding has been abruptly canceled. When funding is used
to manipulate the actions of an activist or educational group, the
entire relationship of industry and the AIDS community is threatened.

These are but some examples of the areas in which conflict have
arisen in the relationship between industry and AIDS activism. All
such matters are “on the table” in the relationship. They range from
matters of pricing and science to fundamental questions of ethics. And
this brings us to the final and perhaps most important area of conflict.

The Biggest Conflict of All: Conflict of Interest

The most difficult challenge faced by the activist/patient community in
its relations with industry affects everything discussed in this chapter.
Ideally, AIDS activists would be entirely independent, with their own
means of support for their organizations. Sadly, to the contrary, the
great majority of AIDS treatment activists work for organizations that
receive varying percentages of their income in the form of “unrestricted
educational grants” from the very pharmaceutical companies they seek
to influence. Even those activists who do not work for AIDS organi-
zations typically have their travel expenses reimbursed for attendance
at drug company meetings. Perhaps most startling, the new U.S. AIDS



P1: OYK
0521854962c17 CB953-Santoro 0 521 85496 2 September 26, 2005 15:2

AIDS Activism and the Pharmaceutical Industry 317

Treatment Activist Coalition is almost entirely funded by the pharma-
ceutical industry.

Such a situation would be unheard of in some forms of public inter-
est activism. It is the norm in AIDS, and for that matter, in most
other disease interest areas. This implication is obvious: there is at
least an appearance of some conflict of interest affecting the rank and
file of AIDS treatment activism. Despite its use of protest, despite the
fights waged over conflicting interests, one cannot escape the observa-
tion that few AIDS treatment activists could function without industry
funding. The activist/influencer is subject to the most powerful form of
influence.

In AIDS, the pharmaceutical industry has been extraordinarily gen-
erous in its outreach to community organizations. Without financial
support from industry, the impressive nationwide network of AIDS ser-
vice agencies would be hard pressed to meet the needs of the epidemic.
Taken to an extreme, however, this network of financial relationships
can stretch the limits of ethical behavior. In many medical interest
fields, for example, nonprofit agencies posing as “watchdog” groups
have sometimes been found to be little more than wholly owned or
funded fronts for individual companies or industries. More commonly,
industries frequently contribute to related nonprofit agencies in hopes
of influencing their beliefs and behavior. Such relationships create at
least the perception of a conflict of interest, especially when advocacy
groups become solely or mostly dependent upon industry funding.

The AIDS epidemic has put a bright spotlight on both the problems
and opportunities presented by the relationship between industry and
nonprofit service and advocacy agencies. The pharmaceutical industry
spends billions annually in efforts to influence physicians and health-
care workers through an endless stream of marketing materials, pro-
motional junkets, gifts, and research funding. Since the beginning of
the epidemic, many have argued that the simplest way to prevent any
perception or opportunity for conflict of interest is to steer clear of all
industry funding. Although this may work, it may be unnecessary. It
also would have a serious impact on the delivery of services to people
with AIDS, because industry has indeed been a good giver to AIDS-
related causes, probably the single largest source of funding other than
government. Those who support the use of industry funds argue that
because the pharmaceutical industry is one of the few groups profiting,
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and handsomely, from AIDS, it has a moral obligation to turn a large
portion of those profits around to help support community-based ser-
vices, advocacy, and education.

AIDS activists have debated long and hard and, for the most part,
have come to the conclusion that it is possible to accept industry fund-
ing without compromising one’s positions and activities. Those who
choose to believe that any acceptance of industry funding automati-
cally compromises an advocate’s or agency’s integrity have a right to
their views, but must recognize that others of good will may see things
differently and with good conscience. Those who choose to take advan-
tage of the opportunities presented by industry funding should not be
accused of compromising their integrity unless there is clear evidence
that this has been the case.

This decision to “have it both ways” brought with it the obligation to
ensure that the community of nonprofit agencies engaged in activism
does its best to establish ethical standards that attempt to address the
ethical questions that may be raised by industry funding. Good faith
alone may not guarantee that industry funding will not affect the objec-
tivity and balance of organizations and people. The following general
principles and guidelines are suggested as a starting point for a dis-
cussion about how to achieve the highest possible ethical standards,
while acknowledging the legitimacy of industry. These guidelines, first
proposed in 1999 by Project Inform in San Francisco, have been imple-
mented, in part or in full, by many AIDS organizations across the
United States and Canada.

guiding principles

The following ethical guidelines derive from a set of three Guiding
Principles. Each of these principles, in turn, provides a series of Related
Guidelines for individuals and agencies.

The Three Guiding Principles that generate the Related Guidelines
are:

1. Disclosure;
2. Structured Communication;
3. Independence and Ownership.
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Guiding Principle 1: Disclosure

All significant financial relationships between the pharmaceutical and
biotech industries and any for-profit or nonprofit community service
agencies should be explicitly stated and acknowledged.

This is the simplest of the principles. It merely asks that community
agencies be entirely up front about their sources of funding in general
and with regard to specific materials. It also asks agencies to develop
internal guidelines to govern this aspect of their funding, and to make
those guidelines publicly available.

Related Guidelines

� Major grants should be announced publicly at the time they are
received. The definition of “major” remains unspecified here
because dollar amounts are relative to individual agencies. 10K
might be major to a small group and all but insignificant to a larger
one. Agencies know for themselves what constitutes a larger dona-
tion.

� Any documents or educational materials explicitly paid for by phar-
maceutical and biotech industry support should be clearly identified
as such in those materials. Materials or documents funded by “nonre-
stricted educational grants” should also be identified in the materials
themselves, if such materials were specifically mentioned or called
for in the related grant request.

� A summary of all pharmaceutical and biotech industry support
should be published annually and provided to supporters and the
public. This summary should define what is and is not included as
“pharmaceutical support.” For example, some agencies list only
major grants, not counting industry purchase of tables at fund-
raising dinners, etc. Others acknowledge (or do not acknowledge)
reimbursement for travel to company and product-specific meet-
ings, and related honoraria. Some do or do not list solicited reim-
bursements for travel to scientific and medical conferences not
specific to the company’s products.

� On an annual basis, nonprofit agencies should describe how they
used funding received from the pharmaceutical and biotech industry.
This can be achieved as part of the process for disclosure.
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� Agencies should develop and make publicly available a statement of
their policies regarding pharmaceutical and biotech industry support
or funding. A few examples of policy positions:
� Some agencies set a specific limit for the percentage of their fund-

ing from the pharmaceutical and biotech industry.
� Some require that neither board members nor staff may own stock

in pharmaceutical and biotech companies that are engaged in
developing products for HIV disease (except perhaps in the form
of 401K retirement plans where the individual does not choose
specific stocks).

� Some require that any honoraria offered by industry for speaking
engagements or participation in meetings be paid to the agency
rather than the individual.

Guiding Principle 2: Structured Communication

This is a multifaceted principle designed to establish effective com-
munication pathways between agencies and the members of the phar-
maceutical and biotech industry. This is necessary because companies’
proprietary interests and views often conflict with those of other com-
panies. Each company seeks to influence agency positions and per-
spectives on its products and interests. This principle speaks about all
the ways in which industry seeks to communicate with and influence
agency views and practices. In the earlier years of the epidemic, there
was little direct contact between agencies and members of the pharma-
ceutical and biotech industry. Contact happened, if at all, at the request
of advocates or educators chosen for this task by their organizations.
This process has now been reversed, and most contact occurs at the
request of industry members seeking to influence the positions taken
by local and national agencies.

In many cases, members of the pharmaceutical and biotech industry
target not only the agencies themselves, but also people within agen-
cies, particularly those who directly influence patient treatment choices
or advocacy positions that might affect the industry. These individu-
als are sometimes targeted for in-depth relationships with the com-
pany, including invitations to special meetings, travel reimbursement
for industry meetings and scientific conferences, industry-developed
materials, and marketing promotions. This often places individuals in
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untenable positions, especially if they are the ones specifically
designated by their agencies to address such matters. Several compa-
nies have further facilitated this “relationship-oriented” process by hir-
ing community people once associated with local agencies as adjuncts
to their marketing staff. At best, this may provide a helpful form of
input to industry; at worst, it can allow industry to put a friendlier face
on its proprietary interests and to take advantage of individuals and
their relationships within the community.

If pharmaceutical or biotech industry representatives are permit-
ted without restriction to contact and work with any and all agency
personnel, they gain the ability to influence treatment knowledge and
advocacy positions taken throughout an agency. This may easily create
conflicting viewpoints within an agency depending on how effectively
the company “sells” its message to those individuals. This is a dangerous
formula for running an agency or serving a clientele and it often creates
a “divide and conquer” strategy for companies that seek to manipulate
an agency’s views. A company that does not like an agency’s “official”
position on an educational or advocacy issue may whittle away at the
position, one person at a time, sowing dissent and confusion.

The personnel of nonprofit agencies providing treatment informa-
tion and advocacy services need to work as a team, providing consistent
messages to constituents and uniform positions on advocacy matters.
Every agency needs to create its own structure for processing infor-
mation and taking positions. Accountability must be a part of that
process. The agency, and only the agency, should decide how to com-
municate with the pharmaceutical and biotech industry. Both agency
and industry must then respect and adhere to the chosen channels of
communication.

Often an agency’s interests in an advocacy issue and in grant-seeking
can collide. An agency providing treatment information may find seri-
ous fault with the data or promotion of a given company’s product, at
the same that the agency is seeking funding from the same pharma-
ceutical or biotech company. Those working in advocacy or treatment
information must be free to take positions without concern for how this
might affect potential funding from a company. Companies must not
be permitted to use funding as a way to leverage an agency’s views on
treatment or other issues. Agencies need to find a way to keep funding
and advocacy/education on separate tracks. Industry must be willing to
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support agencies solely for the good and necessary work they do, and
never as a reward for the positions they take regarding the company
or its products.

Related Guidelines

� Agencies should establish clear and explicit lines of communication
to govern all contact between their personnel and members of the
pharmaceutical and biotech industry.

� Agencies should determine, in advance, who will attend meetings
sponsored by pharmaceutical and biotech companies.

� Members of the pharmaceutical and biotech industry should proac-
tively ask agencies to define their “rules of engagement” and should
respect them without question.

� Whenever feasible, agencies should separate the channels of contact
regarding financial/development matters and regarding educational
or advocacy matters by assigning different personnel to each.

� Members of the pharmaceutical and biotech industry should sup-
port and mimic this process by assigning separate teams of people
responsible for financial/development matters and others responsi-
ble for educational and advocacy matters.

Guiding Principle 3: Independence and Ownership

The goal of seeking funding from the pharmaceutical and biotech
industry should be the same as that for funding from any other source:
to help the agency fulfill its mission of service to the HIV-affected com-
munities. The agency and the agency alone, under the auspices of its
board, should determine what the agency does.

Unfortunately, funding sometimes comes with strings attached, no
matter what the source. Government funding brings with it certain
requirements and responsibilities and is seldom if ever directed at
general support for the recipient agencies. Instead, government offers
funding to meet needs that have been determined by government agen-
cies, sometimes with the input of nonprofit agencies. Major founda-
tion funding, likewise, is often directed toward specific, predetermined
goals. The most difficult form of funding, and perhaps the most impor-
tant to many agencies, is the kind of funding that permits the agency
and its leadership, staff, and board to determine how the money will be
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used. The pharmaceutical and biotech industry has, in some instances,
offered this type of funding, though only with considerable reluctance.
Only the largest or most established agencies routinely have the ability
to attract funding with virtually no strings attached. Nonetheless, the
goal of independence and ownership of the services and programs of
an agency remains a guiding principle for financial and funding rela-
tionships.

Since the advent in 1996 of highly effective combination therapy,
industry funding largely has been directed at supporting programs
that provide information about treatment or advocating the use of
treatment – an area in which it has a strong vested interest. Although
nonprofit agencies are seldom in a position to tell industry what it must
fund, they often have the power to influence how industry will fund
this particular area. Ideally, industry support is given in the form of
an unrestricted educational grant. At the opposite extreme, industry
itself sometimes supplies finished program content packages to agen-
cies along with funding to support the delivery of the programs to the
agency’s constituents. This brings the risk that the funder’s proprietary
interests will be woven into the program content, perhaps in ways that
are not transparent to the casual viewer. At the very least, such pro-
grams are unlikely to describe the comparative benefits of products
from competing companies, or to acknowledge that for some people
at certain stages in the course of HIV disease, no treatment at all may
be as effective or more effective than the treatment.

The compromise between these extremes combine financial sup-
port from industry with varying degrees of technical support and over-
sight in the creation of educational programs. This supposedly balanced
approach may be the most invasive of all, because it depends upon reg-
ular, intensive contact between industry and the participating agencies.
In this context, it is all but impossible to avoid the influence of a wealthy
and highly skilled major corporation. Thus, the integrity of the process
depends almost entirely upon the intentions of the company.

The greatest trust in the quality and accuracy of information comes
when community groups are able to develop and produce their own
materials without outside interference. This must be the goal when
seeking funding, and independence and community ownership must
be the guiding principles in the development of materials and pro-
grams. The greater the influence of industry in the development of



P1: OYK
0521854962c17 CB953-Santoro 0 521 85496 2 September 26, 2005 15:2

324 Martin Delaney

the programs or content of educational efforts, the greater the risk of
conflict of interest, whether intended or merely permitted on a rela-
tively unconscious level.

Related Guidelines

� Whenever possible, community agencies should seek support in the
form of unrestricted grants or (second best) unrestricted educa-
tional grants, with little or no input by industry into program content.

� Avoid unsolicited offers of funding from members of the pharma-
ceutical and biotech industry in return for developing industry-
determined programs.

� Avoid offers of support to distribute industry-created educational
packages.1

� Before participating in industry-sponsored educational programs or
permitting use of the agency’s name on such programs, insist upon
the right of rejection over program content.

concluding comments

These Guiding Principles and Related Guidelines represent an effort
to establish an ideal relationship between community agencies and the
pharmaceutical and biotech industry. Ideals cannot always be achieved,
and it is likely that not every relationship can meet the standards
defined here. Nonetheless, they can serve as goals and as standards
for comparison in any situation. The more agencies insist upon such an
ethical framework, the more likely industry will operate with the same
concerns and values as the agencies they support.

The first two decades of the AIDS epidemic have launched a new era
of relationships between the pharmaceutical industry and the patients
it serves. For the most part, these relationships have been extraordinar-
ily productive, bridging gaps that were once thought insurmountable.
Yet as these relationships have evolved, building greater influence for
the public on the companies, they have also created increasing oppor-
tunities for the companies to exert undue influence over the public.
In the first decades of the AIDS epidemic, the passion and determina-
tion of activism prevented wide-scale abuse of the relationships. But
as we move into the third decade, new voices not grounded in the
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lessons of the past inevitably will take over. It is our duty to codify,
to whatever extent possible, the principles that have permitted us to
maintain integrity in the balance of common and conflicting interests.
It is the duty of a new generation to learn what came before them and
to understand the delicately balanced tools of collaboration they are
inheriting. The benefits of extensive consumer involvement in the drug
development process can only be maintained if the public side of the
relationship is able to maintain its independence. It is my hope that
this chapter will contribute to that goal.
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The Campaign Against Innovation

Sidney Taurel∗

The issues I’ll address in this chapter – basically, the tension between
society’s desire for better medicine and its aversion to higher healthcare
costs – may be familiar. But I hope to offer an angle of view on these
issues that may not be so familiar. I want you to look over my shoulder
and see how the various choices in the policy environment affect the
choices available to a CEO in my industry.

Let me start with a question: Do you believe we already have all the
medical innovation we need? That may sound like a purely rhetorical
question, but it’s not. For one thing, there are some influential com-
mentators who are on record as saying, in essence, “yes.” If actions can
be taken as answers, I have to assume that many policymakers, here
and in other nations, must agree with that view.

The two most important preconditions for innovation in my indus-
try are market-based pricing and intellectual property protection. But
when I look at healthcare systems around the world, I see that policies
that support innovation are dwindling, whereas policies that discour-
age it are proliferating. A third-party observer trying to make sense of
this, without access to other data on the motives involved, might rea-
sonably conclude that this amounts to a worldwide campaign against
pharmaceutical innovation.

These measures are almost always advocated and adopted in
the name of cost control. I don’t really believe that there is some
global conspiracy or even that the proponents of any single measure

∗ This chapter is adapted from a speech by the author to the American Enterprise
Institute in Washington, D.C., on March 18, 2003.
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actually intend to stop medical progress. Nonetheless, that may turn
out to be their end effect. If these trends continue, especially here
in the United States, we could see the collapse of true innovation in
biomedicine.

Leaders in my industry have made this point before, but apparently
we have not been able to make the case for it successfully. I want to
attempt to make the case by sharing with you the business logic that
anchors it. First, let me give you a very quick tour of what a company
like Lilly faces as an innovation-driven business in a global pharma-
ceutical market.

The market restrictions that pharmaceutical companies face in Ger-
many and Japan are unique only in their particulars. In general, they
reflect a global pattern. Throughout Europe, the pharmaceutical indus-
try labors under various kinds of price controls, of which the simplest
and most onerous is a price set by government fiat. This is the practice
in all of southern Europe, including France. Canada also has price con-
trols. The United Kingdom substitutes profit controls for direct price
controls and also has a number of mechanisms to restrict access and
limit demand.

In the developing world, intellectual property protection is the burn-
ing issue. After years of slow, steady progress in improving intellec-
tual property protection, the recent trade negotiations have put the
whole patent system into jeopardy. Participants in the ongoing TRIPS
(Trade-Related Aspects of Intellectual Property Rights) negotiations
are now contemplating proposed revisions, which would essentially
allow developing countries to abrogate pharmaceutical patents almost
at will.

Despite the way this issue has been featured in the press, the drug
companies are not worried about a poor country overriding patents
to meet an internal public health emergency. The concern is over the
potential to legalize intellectual property theft in places such as India
and Brazil, where low-cost manufacturers would exploit wider latitude
to produce knock-off drugs for export.

When all is said and done, there is only one market in the world
that supports pharmaceutical innovation – the United States. We still
speak of it as the “last free market,” and indeed, though hardly “free” of
government intervention, it is the one market where global innovators
find the incentive they need to keep pushing the boundaries.
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But those incentives are now threatened on a number of fronts,
as various kinds of cost-control legislation find new proponents –
notwithstanding Dr. Frank Lichtenberg’s work showing that the
benefits of new drugs greatly exceed their costs.1 Congress has actually
passed legislation to allow U.S. pharmacies to import U.S.-made drugs
from Canadian wholesalers, essentially importing Canada’s price con-
trols as well. The only thing holding it back from implementation is
FDA concerns about potential safety problems.

We see many states adopting a variety of price measures and access
controls to reduce their Medicaid drug costs. In some cases, they are
trying to extend Medicaid drug rebates to a larger segment of their
population.

The debate over Medicare reform and especially over the addition
of an outpatient drug benefit is in many ways a debate over a market-
based model versus the current central planning approach, with its
attendant price controls.

Finally, we have seen a variety of measures that would weaken intel-
lectual property laws in the United States. A bill was passed in the Sen-
ate last year that would tilt the playing field heavily in favor of generic
companies and very much against the research-oriented innovators.

Given the discouraging climate for innovation already established
around the world, I believe that any of these more drastic proposals
would, if implemented in the United States, lead to a “death spiral” in
our ability to find and develop new treatments. When I make this point
to elected officials, I realize that many don’t believe me. Perhaps they
hear it as a threat and think it’s really a bluff. Perhaps they think it’s
just a gross exaggeration. Perhaps what they won’t quite say out loud
is roughly this: “Are you saying you’ll stop doing R&D? You won’t.
That’s what you do. You don’t have any other business to be in.”

It’s true that we would not turn out the lights in our labs – we would
continue to do some form of R&D – but it would be very different
from what we are doing today. My key point is that, under a regime
of weaker IP protection or harsher market controls, our R&D would
no longer be able to deliver true innovation. To understand why, one
needs to take a look inside the machinery of pharmaceutical innovation
and understand the genesis of medical breakthroughs.

Major pharmaceutical companies are built upon and driven by
blockbuster drugs. At this point, those are defined as products with
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sales of above a billion dollars a year. All the “Big Pharma” compa-
nies have some of these very big drugs anchoring their portfolios, and
most have grown by developing or acquiring a series of them over the
years.

Blockbusters tend to be highly innovative drugs, often break-
throughs. They are big because they represent the first or best treatment
for a major medical need. At the same time, they are very elusive and
very rare. No company has ever found a way to produce big, innovative
drugs efficiently, economically, or even predictably. For all its techno-
logical sophistication, the business model centered on innovation is
pretty primitive.

Think of a funnel, with the wide end representing the discovery stage
and the narrow end representing the launch point of a new product.
Thousands of compounds enter the top of the funnel and begin to
undergo testing. A large percentage fail very early. More fail at each
stage of development. But ultimately a few do make it through. The
attrition statistics are well-known in the industry – for every 5,000
entering the top, one comes out the bottom. This is part of the reason
why it costs $800 million to $1 billion to produce a new drug.

Of those that make it to market, not all are big drugs by any means.
In fact, only one in three makes back its cost of development. So the
true blockbusters are a fraction of the fraction that survive the journey.
Yet these few throw off enough value to make the innovation model
work. Among other benefits, they pay for all the failures, but also for
the lesser innovation that occurs along the way. These discoveries may
have smaller markets and thus represent a lower return to the compa-
nies. But they are critically important to those who suffer from these
diseases, and, as long as we can continue to find some big new drugs,
we can afford to bring these lesser ones to market as well. Most impor-
tantly, blockbusters finance the search for more breakthroughs, which
makes our innovation engine run something like a breeder reactor, the
nuclear energy system that produces fuel even as it consumes fuel. This
is not simply a matter of having the resources to reload the top of the
funnel. Rather, the key resources are those required to keep moving
a “critical mass” of compounds through the R&D funnel. It’s the “D”
(development) that’s rate limiting, not the “R” (research). This is a key
to understanding where innovation comes from, so let me take it one
layer deeper.
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Think of the funnel again. Superimposed over the funnel of scien-
tific attrition, there is an inverse funnel of cash outlays, a stream that
gets wider and wider as the molecules move forward. It’s well known
that the greatest expense occurs in the third and final phase of clinical
trials and so this is the part of the innovation process that most people
associate with the capabilities of the big companies. But there is an
earlier, less visible stage of development that really defines the engine
room in the innovation machine.

This is the period between candidate selection, where one molecule
is selected for further development from a “family” of kindred com-
pounds, and the stage where a surviving drug candidate is tested for
efficacy in patients, which is the beginning of Phase II clinical trials. In
between, the candidate is tested for toxicity and for all sorts of other
properties that determine whether it can be moved into human beings
and, ultimately, commercialized as a marketable product.

The key thing about this part of drug development is that it com-
bines high costs with high technological risk. Moving a compound from
candidate selection through first human dose involves a lot of people
putting in a lot of hours in many disciplines. By the time you reach the
end of Phase I, you may have something like $100 million invested in
that compound when you include the cost of all failures and the cost of
capital. Yet 70 percent of the molecules that make it this far will never
make it to market, and none of this work tells you what you most want
to know – will it work?

But you have to be willing and able to place your bets, despite the
uncertainty. The chances of succeeding are improved by having a lot
of candidates to move forward. But that means proportionally greater
expenditures. Unless you have one or more big drugs on the market
to give you these resources, you cannot afford the risks that go with a
sustained pursuit of innovation.

Incidentally, this explains why the vast majority of new drugs come
from pharmaceutical companies and not from university or govern-
ment labs. That claim has been advanced in several recent attacks on
the industry, but it is simply not true. These scientists can do the early
part of the “R,” and in fact they do contribute a lot of new ideas for the
top of the funnel. But they are simply not staffed, funded, or organized
to do the “D.” The capabilities really don’t exist outside the industry.
Even smaller pharmaceutical companies and most biotechs typically
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partner with the major companies to bring their molecules through the
development process.

Obviously, this business of finding significant new pharmaceutical
treatments is a very high-risk proposition. The only thing that induces
people to put their money and their time and talent into it is the
prospect of a return commensurate with the risks. Nobody, under any
circumstances, is ever guaranteed that such a return will be achieved.
But what guarantees that such a return is possible are the two key
principles noted at the beginning of this chapter: intellectual property
protection and market-based pricing.

The patent system gives inventors a period of exclusivity in which to
try to get their return. Market-based pricing allows successful innova-
tors actually to achieve the level of return their investors require. The
question our policymakers need to ponder is what happens to biomedi-
cal research and development if those two principles are compromised
to any significant degree? What changes in the model I’ve described, if
we get price controls in “the last free market”? I believe pharmaceuti-
cal companies would focus first on how to survive and later on how to
succeed in the new environment. The first thing they would likely do
is to focus much more attention and resources on maximizing sales of
existing products. That means much greater marketing expenditures
to try to gain market share, and the only place that money can come
from is the research budget.

As the importance of marketing grows, the number of marketers
would shrink in an intense wave of consolidation. Many would have
no choice but to combine operations and cut costs. But even rela-
tively successful companies would see consolidation as a key strategy
for gaining leverage to counter the greater power of the government
buyers.

The net result would be that the industry’s total R&D effort would
shrink tremendously. Instead of twenty or so medium-to-large compa-
nies spending $30 billion a year on research, there might be four or five
huge conglomerates spending half or one-quarter of that amount.

Furthermore, whatever the total amount spent on R&D, it would
be allocated much differently than it is today. In the aftermath of new
controls, companies would shift resources away from early stage R&D
and focus them on developing new indications or line extensions for
existing products and on trying to accelerate development of late-stage
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molecules. Those are the potential new products that you know the
most about and that can come to market soonest. They may be the
last new products you’ll ever see, so you’d better get everything out of
them you possibly can.

Over time, a number of other strategies would emerge to try to off-
set the lower potential returns by pursuing lower risk ventures. The
likely dominant strategy would center on deliberate imitation and
incremental improvements to existing products. The pharmaceutical
market would become a world of “me-toos.” There are already quite
a few companies that haven’t been successful at innovation and so
already depend heavily on this kind of incrementalism. Ironically, they
might actually have an advantage in the new world. To the extent that
new research still continues, it will be very much more concentrated,
in terms of disease targets, than it now is.

In the current innovation model, where blockbusters are so rare but
so valuable, most companies will follow a promising lead even into a
therapeutic territory where they have no presence. Over the last twenty
years, in fact, 50 percent of pharmaceutical innovations have come in
areas where the inventors had no prior experience. That exploration of
the “white space” will disappear. Companies will try to leverage their
existing knowledge base. What are physicians in this specialty really
looking for? What are the critical success factors for a clinical trial in
this class? Companies thus would stick closely to the therapeutic areas
they know best.

Another very likely adaptation would be an effort to diversify
beyond pharmaceuticals. To escape oppressive regulation, companies
may move toward the over-the-counter market or nutritional supple-
ments or any other similar opportunity for which consumers pay out
of pocket.

It’s hard to see where the industry might go in a new wave of diversi-
fication. But if marketing indeed turned out to be the key competency
in the price-controlled environment, companies would probably try
to leverage that skill in new areas of comparatively low risk, perhaps
in areas such as home healthcare or nursing homes or other areas of
healthcare delivery. Finally, we have to assume that, for some compa-
nies, none of these adaptations will work. They will fail and disappear.

Those most vulnerable in a price-controlled future would logically
be those that, today, are most committed to innovation. The biotech
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industry, in particular, would see terrible attrition. It’s no coincidence
that 70 percent of the world’s biotech capability is located in the United
States. That concentration is directly tied to the potential for profits in
the United States pharmaceutical industry. Take away that incentive
and the investors will pull out and biotech will wither away.

That will only accelerate the downward spiral in innovation,
because, collectively, biotech companies are a very important source
of new ideas, new technology, and new molecules for the broader phar-
maceutical industry. The cumulative impact of all these effects is not
hard to see: the innovation engine runs out of fuel; true medical break-
throughs will be few and far between, if they come at all.

This scenario of the choices pharmaceutical companies might make
in the face of price controls or patent erosion is what the economic
logic suggests to me. But it is not merely hypothetical. There is plenty
of empirical evidence from the experience of other nations and from
our own experience in the United States suggesting that the pursuit of
innovation would no longer be a choice.

France may be the “poster child” for the campaign against innova-
tion. In the second half of the 1960s, French pharmaceutical companies
matched U.S. firms in producing new drug substances – 92 for France,
93 for the United States. This was double the innovation output for
German firms in the same period, which in turn was double the output
of the United Kingdom. Over the next three decades, U.S. innovation
continued to outpace all others. Production of new drugs held steady
in the United Kingdom, declined sharply in Germany, and all but col-
lapsed in France. In the five-year period from 1990 through 1994, U.S.
firms produced 85 new drugs. French firms produced 14.

What are the forces behind such an extraordinary decline? A great
part of the answer has to be the impact of price controls. The French
system aims to force the lowest possible unit price for pharmaceuti-
cals, and, in pursuit of this, it takes very deliberate aim at innovation.
When a genuinely new product is approved, its price is set based, in
part, on its expected sales volume. If the sales exceed expectations, the
maker is required to cut the price to offset the incremental costs to the
government. In other words, innovation is punished if it is successful.

Ultimately, the industry that has emerged in France is just what our
hypothesis would predict. Their industry has seen huge consolidation
over the last twenty years, as French companies have become less and
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less able to generate the innovation desired in the developed world.
Two of the surviving companies have acquired the critical mass neces-
sary to try to discover and develop drugs for the U.S. market. But the
majority have concentrated on their home market and on exports to
developing nations. They have fitted themselves to these markets by
pursing a strategy of low-cost, minimal innovation, and heavy promo-
tional spending.

Finally, this kind of reaction to the threat of controls, this flight from
innovation, has happened before in the United States – twice, in fact. In
the 1960s, in the aftermath of the notorious Kefauver hearings, we saw
pharmaceutical companies rapidly diversifying into all sorts of busi-
ness lines – agricultural chemicals, animal health products, cosmetics,
medical devices, and diagnostics. That’s how Lilly came to be, for a
number of years, the owner of Elizabeth Arden cosmetics.

The same thing happened in the early 1990s in reaction to the
Clinton administration’s proposed healthcare reforms, which many
thought would end market pricing in U.S. healthcare. There was a
very rapid response within the industry. Internal R&D spending began
to decelerate very rapidly. Industry investments in research had been
increasing at more than 10 percent per year. All at once that rate fell
to under 3 percent per year.

Wall Street had a similar response. Venture capital for biotech com-
panies all but dried up. And investors bailed out of pharmaceutical
stocks, wiping out billions of dollars of market capitalization in a very
short span of time. In that climate, pharmaceutical companies were fol-
lowing the logic laid out here, shifting budgets to the late-stage pipeline
and redirecting investment into other business lines.

In that period, Lilly and the other majors began to invest in things
such as disease management and pharmaceutical benefits management
and even entered the generics business. Because the threat arose and
disappeared so quickly, we promptly shed these new branches and
resumed our core pursuit of innovation. But there is no doubt in my
mind that the industry would be forced down that same path if the
incentives to innovate were dismantled by new legislation.

In short, pharmaceutical innovation for the entire world hinges on
the policy choices of the American people and their elected represen-
tatives. The question we must ask as a society is – do we already have
all the innovation we need? As healthcare costs continue to rise, as our
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society tries to cope with the retirement of 76 million baby boomers,
there will be some voices willing to argue in the affirmative. For the
other side, we must imagine the voices of all who suffer from illnesses
we cannot yet defeat: the millions who suffer from heart failure, from
Alzheimer’s, from a dozen deadly cancers, from the complications of
diabetes, and on and on. How do they vote?

The terrible irony of the campaign against innovation is that it is
coming at precisely the moment in history when medicine is poised for a
great leap forward. For all our amazing advances in the last 50 years, we
are still working with the tools of the first pharmaceutical revolution.
That is, we are still mostly using advanced chemistry to treat disease
symptoms. In the new age we are now entering, we will increasingly
use advanced biology to actually cure or even prevent disease from
occurring.

The fruits of genomics and other new disciplines in biomedicine
will clearly take some time, longer than we first thought, to transform
therapeutics. But that transformation will come if we do not interdict
it with short-sighted controls. To do that would forsake millions of
sufferers and yet never deliver effective cost control. It would leave us
stranded partway along the curve of progress – advanced enough to do
some good at great cost but not enough to really begin to shrink the
massive cost of disease.

We need to understand, once and for all, that innovation is not the
problem. It is the solution.
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Third World Perspectives on Global
Pharmaceutical Access

James Thuo Gathii

introduction

This chapter has two primary objectives.1 First, it critically appraises
the efficacy of the claim embraced in U.S. policy and by brand name
pharmaceutical companies that poverty is by far the most critical bar-
rier to affordable antiretrovirals in the third world. The chapter con-
textualizes the affordability of antiretovirals within a broader crucible
of factors that include extremely strong legal protection of patents,
lack of or slow third world government attention to the crisis, and eco-
nomic programs that have greatly lowered funding for public health
infrastructure.

Second, the chapter looks to the future, particularly with a view
to assessing what lessons can be learned from missteps and policies
in addressing the question of access to antiretrovirals. For example,
the lowering of prices of patented antiretrovirals and the wider avail-
ability of generic antiretrovirals in the last five years have increased
the number of people who have access to the drugs. Lower prices and
increased access, though modest, undermine the claim that patents are
not integral to lack of access to affordable antiretrovirals. Wider and
broader access to antiretrovirals requires re-examining these and other
assumptions that have been challenged by experience and whose revi-
sion is required to arrest the pandemic’s already disastrous effect on
the third world.

336
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extremely strong legal protection of patents plays a role
in limiting access to essential medicines

Strong patent protection is founded on the view that patents are private
property rights that confer unconditional rights over inventions and
discoveries. The basis of this strong patent protection view is that such
a level of unimpeachable protection is a precondition or guarantee
that patent holders, such as pharmaceutical companies, reap returns
on their investments in research and development so that they have
the incentive to continue investing in research and development for
new drugs.2 According to this view, any form of governmental control,
including initiatives to make essential drugs affordable and accessible
to indigent persons, is regarded as inconsistent with the unconditional
rights of patentees in a way that would discourage investment in the
development of new drugs. Strong patent protection is achieved not
simply by protecting the property interest in the patent from any form
of regulatory control, but also by means of a monopoly period of twenty
years within which a patent holder is protected from the sale of the
patented product by any competitiors.3

This view of strong patent protection undervalues the fact that the
patent monopoly is granted to an inventor in return for the inventor
producing a benefit to the society. In other words, patents have both a
private as well as a public essence. To refer to patents only as a form
of private property right is therefore to downplay the balance between
the interests of the inventor and the public consuming the patented
product contemplated in many national jurisdictions.4 For example, the
patent and copyright clause of the U.S. Constitution5 embodies such a
balance as interpreted by the Supreme Court. In Brenner v. Manson,
the Supreme Court held that the “basic quid pro quo contemplated
by the Constitution and the Congress for granting a patent monopoly
is the benefit derived by the public from an invention with substantial
utility.”6

In the context of international intellectual property law, patents
are protected as private property rights with a twenty-year monopoly
and with several procedural safeguards protecting the patentee, but
that protection is understood to serve public policy objectives such
as the promotion of technological innovation in developing countries.
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Patents, in essence, are understood to serve to the mutual advantages
of both producers and users of technological knowledge, to promote
social and economic welfare, and to balance rights and obligations.7

The Doha Declaration on TRIPS (Trade-Related Aspects of Intel-
lectual Property Rights) and Public Health recognizes this dialectical
character of patents in the following terms: “[W]e recognize that intel-
lectual property protection is important for the development of new
medicines. We also recognize the concerns about its effect on prices.”8

Further, the Declaration notes that members recognize that although
the TRIPS Agreement confers flexibilities such as the freedom to
establish their own regimes of international exhaustion and to engage
in compulsory licensing, members are still required to maintain their
“commitments in the TRIPS Agreement.”9 Hence, although the Dec-
laration recognizes the importance of interpreting and construing the
TRIPS Agreement in a manner that would allow countries to enable
access to essential HIV/AIDS drugs through processes such as compul-
sory licensing, it nevertheless affirms the importance of patent protec-
tion. Professors Werhane and Gorman also embrace this balanced view
in Chapter 15. This balance between the rights of patentees and those
of consumers of pharmaceutical products is a far cry from the strong
conception of patent protection argued to be embodied in the TRIPS
Agreement by the United States and by brand-name pharmaceuti-
cal companies. Pharmaceutical companies and Western governments
such as the United States, opposed to a dialectical understanding that
would allow even extremely narrow exceptions to patent protection for
essential drugs, have sought to disentangle the relationship between
patents and high prices for such essential drugs by overstating the
barriers posed by poverty in limiting access to HIV/AIDS drugs.10 In
this context, the world can rest reassured that the thousands who die of
HIV/AIDS every day in sub-Saharan Africa are dying because they are
poor, and not because they did not have access to expensive drugs.11

The United States, rather than directly defending the exclusivity
of patents from regulatory controls to facilitate access to essential
drugs, now emphasizes that poverty – not the high price of patented
HIV/AIDS drugs – is the explanation for lack of access to these drugs
in sub-Saharan Africa.12 This position shifts the focus from pharma-
ceutical companies and Western governments and instead shines light
on endemic poverty in developing countries. Implicit in this shift is the
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view that poverty, rather than access to essential drugs, accounts for
the fact that less than 2 percent, or 30,000, of the more than 28.5 mil-
lion Africans living with HIV/AIDS virus in 2001 have access to life-
prolonging patented drugs.13 This tactic also ensures that the United
States is not defending the unpopular policy supporting the impreg-
nability of patents as millions of people who need the drugs die every
year.

pharmaceutical company profits versus
aids patients in u.s. policy

The conclusion that the United States and major pharmaceutical com-
panies would disfavor overriding patents to facilitate access to essential
drugs is best demonstrated by the American response to South Africa
regarding the protection of patent rights. In 1997, South Africa passed
an amendment to its Medicines and Related Substances Act, authoriz-
ing the use of compulsory licensing and parallel importing to provide
low-cost medications to South Africans in need.14 Over 30 percent of
the South African population is infected with HIV.15 With the high
mortality and morbidity rate, the enactment of this law signaled some
willingness on the part of the government to begin laying a frame-
work for facilitating access to antiretrovirals.16 This amendment was
never implemented as intended, in large part because the U.S. govern-
ment and the multinational pharmaceutical industry opposed overrid-
ing patents to begin the process of enabling access to essential drugs in
the world capital of the HIV/AIDS crisis.17 Instead, the United States
added South Africa to the infamous Section 301 watch list, under
which countries that the U.S. Trade Representative (USTR) reports
to have violated patents granted in the United States are subject to
trade sanctions prior to a determination of violation under the TRIPS
Agreement.18 Section 301 authorizes the use of unilateral trade sanc-
tions as a retaliatory measure by the United States. To illustrate further
the U.S. support for a policy of strong patent protection even in cases
of dire humanitarian need, an additional factor informing the USTR’s
citation of South Africa under Section 301 was South Africa’s support
of a proposal at the World Health Organization to add HIV/AIDS
drugs to the WHO’s essential medicines list.19 The USTR report on
South Africa also bore a striking resemblance to the February 16, 1999,
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Pharmaceutical Research and Manufacturers Association (PhRMA)
submission to the USTR urging the USTR to take action against South
Africa for taking action inconsistent with the protection of U.S. intel-
lectual property rights.20

Following these actions, the U.S.-South Africa binational panel,
which then Vice President Al Gore and Deputy President Mbeki co-
chaired, became the forum that produced a framework for resolving
South Africa’s listing by the USTR under Section 301.21 As a result, and
in light of his connections to the pharmaceutical industry, especially in
terms of the funding of his 2000 presidential bid, Gore became a target
for AIDS activists seeking to reform U.S. policy toward developing
nations facing the HIV/AIDS pandemic.22 As a result of the result-
ing media attention, U.S. Trade Representative Charlene Barshefsky
announced on September 17, 1999, that an agreement was reached
with South Africa that would lead to their removal from the Section
301 watch list.23

On December 1 of that same year, President Clinton announced that
the United States would change its trade policies to support greater
access to medications for developing nations facing an AIDS crisis.24

In an Executive Order signed on May 10, 2000, President Clinton
stated that the United States would not seek the revocation or revi-
sion of any intellectual property law in sub-Saharan African nations, so
long as they promoted access to HIV/AIDS medication or treatments.
This Executive Order, however, requires sub-Saharan African coun-
tries to provide adequate and effective intellectual property protec-
tion as a precondition for increasing access to HIV/AIDS drugs.25 This
condition reflects how the U.S. foreign policy of increasing access to
antiretroviral drugs gives shelter to the priority of strong patent protec-
tion. On the one hand, there is a willingness to succumb to pressure and
to acknowledge that patents do not trump public health. Conversely,
there is continuity in insisting that any access to essential medicines
should not compromise providing adequate and effective intellectual
property protection.26

Lobbying the United States for Greater Empathy before President
Bush’s 2003 State of the Union Address

The tactics and efforts of activists to bring attention to the U.S. policy of
strong patent protection and to the HIV/AIDS crisis have been similar
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under both the Clinton and Bush administrations. Thus, at the XIV
International Aids Conference in Barcelona in 2002, the U.S. Health
and Human Services Secretary Tommy Thompson was shouted down
by pro-treatment/anti-U.S. activists who stormed the stage when he
rose to address the conference.27 The United States was also accused
of misrepresenting and being “miserly” with its contributions to the
Global Fund for AIDS, Tuberculosis and Malaria.28 The amount the
fund has raised so far is around $2.8 billion, well short of the stated
$10 billion a year needed to bring AIDS under control.29 The criticisms
aimed at the United States are a result of the fact that it contributes
less per capita than other leading industrialized countries, and it counts
some bilateral assistance as contributions to the fund, thereby overstat-
ing U.S. support towards addressing the global HIV/AIDS pandemic.30

In addition, the Global Fund is still far short of funds to make new
grants until 2007.

2003: U.S. $15 Billion for Fighting HIV/AIDS

In his 2003 State of the Union address to Congress, President Bush
announced an unprecedented initiative on the part of the United States
to support the global effort to combat the HIV/AIDS pandemic. This
$15 billion initiative was stated to provide AIDS drugs for 2 million
people infected with the virus, care for 10 million AIDS patients and
orphans, and provide education to prevent the epidemic from spread-
ing further.31 This widely applauded plan32 eventually was approved
by the Senate on May 16, 2003 when it voted to appropriate just over
$3 billion in the first installment of this five-year initiative.33 However,
President Bush’s 2004 budget only proposed to spend less than half of
that amount in twelve African countries and two in the Caribbean.34

The Bill as passed also required that a third of the money go to pro-
grams to promote abstinence until marriage,35 although there is no
empirical evidence that abstinence is more effective than condom use
in preventing the spread of the pandemic or even of sexually transmit-
ted diseases.

The Bush plan has also been criticized for compromising rather
than working with the Global Fund to Fight AIDS, Tuberculosis and
Malaria, which would have much more expeditiously disbursed it, and
for introducing religious priorities that limit addressing transmission
of HIV/AIDS through condom use.36 Most important, the critics have
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observed that to the extent that the new initiative will buy drugs from
brand name companies rather than encouraging cheaper generics, the
expense will limit the number of people that it can benefit.37 In 2004,
the U.S. Congress tripled President Bush’s request for the Global AIDS
Fund after threatening to cut U.S. commitments to the Fund for the year
2005.38 In the 2006 budget, President Bush proposes to cut spending on
his global AIDS initiative from the Congressionally approved figure of
$38 billion to $3.2 billion.39 It is estimated that President Bush’s pledge
of $2.9 billion in 2007 will only meet 14 percent of the estimated cost
of AIDS services needed.40

poverty – the latest fad in the united states’s
policy of strategic ambiguity

The Discovery of Poverty: From the IIPE 2000 Study to the
Gillespie-White/Attaran 2001 Paper

In line with its policy of strong patent protection, the latest explanation
given by the United States for lack of access to HIV/AIDS drugs in
sub-Saharan Africa is poverty.41 In its initial submission to the TRIPS
Council regarding a solution to paragraph 6 of the Doha Declaration
on TRIPS and Public Health, the USTR relied on the 2001 World
Health Organization’s Macroeconomics and Public Health report to
argue that poverty, rather than patents, was the major factor inhibit-
ing access to “needed medicines at any price.”42 The premise of this
position is that there is no necessary relationship between patents and
access to patented antiretroviral drugs because millions of Africans
with HIV/AIDS could not afford these drugs even if their prices were
dramatically lowered.

The first soundings of the move to delink negligible access to essen-
tial drugs from strong patent protection came from the International
Intellectual Property Institute (IIPI), a pro-intellectual-property think
tank based in Washington, D.C., that was established in 1999.43 In a
report issued in 2000, IIPI examined the prevalence of the HIV/AIDS
pandemic in Africa in the context of three other major considera-
tions. First, it analyzed the response of the international community
and, in particular, the levels of foreign assistance provided by Western
countries such as the United States.44 Second, it examined patent
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regimes across the African continent. Third, it examined the number
of patented HIV/AIDS drugs in these countries.45 The conclusions of
this study seemed rather benign when compared to subsequent work
that built upon this initial work. Unlike the initial work, the subse-
quent work concluded that poverty was a primary barrier.46 Thus, in
its 2000 report, the IIPS had concluded that access to essential drugs
involves “numerous and complex issues, including healthcare infras-
tructure, international pricing mechanisms, financing, debt, tariffs and
patents.”47

In addition, the report specifically concluded that the TRIPS Agree-
ment was “not an impediment to the distribution of HIV/AIDS phar-
maceuticals” for at least three reasons. First, the TRIPS Agreement
was not in force in “a majority of sub-Saharan Africa countries.” Sec-
ond, the TRIPS Agreement “permits sufficient flexibility for coun-
tries to avoid negative effects.” Third, “most drug companies have
not obtained patents widely in Africa.”48 Hence, rather than elevate
poverty as the primary barrier to access of HIV/AIDS drugs, the report
emphasized that the real issue “is that of adequate financing of the over-
all health system and the development of healthcare infrastructures.”
The report therefore remained open to further research to establish
whether or not patents and the TRIPS Agreement played any role with
regard to access to affordable drugs.49

Lee Gillespie-White, one of the contributors to the IIPI report, and
Amir Attaran, affiliated with the Center for International Develop-
ment and the Kennedy School of Government at Harvard, conducted
a further survey relying on responses from drug companies.50 Unlike
the 2000 IIPI study, which examined a number of patented HIV/AIDS
drugs alongside donor funding and availability of patent protections
in sub-Saharan Africa, the Gillespie-White/Attaran study was much
narrower, primarily focusing on the relationship between patents and
access to drugs. Some of its conclusions coincided with those of the 2000
IIPE study. For example, the Gillespie-White/Attaran study confirmed
that patent protection was not extensive in Africa.51

The Gillespie-White/Attaran study made several assumptions, par-
ticularly regarding the reliability of patent status data from patent
holders and licensees, concluding that “pharmaceutical research and
development will always require the incentive of patentability in
poor countries . . . [since] the entire African pharmaceutical market,
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at 1.1 percent is commercially negligible, as is the market share of
antiretroviral drugs sold to the poorest of the third world.”52 The study
argued that nonpatent barriers to access to antiretrovirals – including
insufficient financing, lack of political will among countries, poor medi-
cal care and infrastructure, regulatory barriers, and high sales taxes and
tariffs, among other inhibitions – were more important than patents in
preventing access to antiretrovirals.

Perhaps this paper’s most significant assumption was that the annual
cost of a full regiment of antiretroviral treatment per patient, per year,
is U.S. $1,200,53 although they acknowledged that prices for some
antiretroviral combinations range between $350 and $1,000 outside
the United States.54 This, the authors conclude, puts treatment out of
reach for many of Africa’s economies, the annual health budgets of
which spend $8 or less per person. Hence, the authors’ statement that
“even if health budgets were radically expanded and all waste and
corruption banished, Africa’s impoverished economies could never
afford more than a few percent of the cost of treatment and this
is true even if antiretroviral drug prices continued to decline signif-
icantly, which is unlikely.” Gillespie-White and Attaran therefore con-
cluded that the “extreme dearth of international aid finance, rather
than patents, is most to blame for the lack of antiretroviral treatment in
Africa.”55

Since the publication of the Gillespie-White/Attaran study, phar-
maceutical companies,56 press reports, and the USTR’s office in
particular57 have much more loudly used the legitimacy given to
poverty as a barrier to access to antiretrovirals to deflect the blame
from patents.58 A press report in a South African paper even went so
far as to conclude that “[i]f developing country governments are serious
about resolving the issue [of access to antiretrovirals], they should be
encouraging greater protection of private property, the rule of law and
other market-based reforms.”59 The Gillespie-White/Attaran paper’s
statements to that effect had the caveat that although patents might
create market conditions “in which it could become lucrative to patent
antiretroviral drugs more widely in future,” even where patents do exist
in sub-Saharan Africa, there is still a need for an infusion of foreign
assistance based on the recognition that “countries ought to respect
patent laws, but that patent holders reciprocally supply medicines to
the global poor without profit, but also without loss.”60
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Limits of the Gillespie-White/Attaran Poverty Thesis

There are several limitations inherent in the Gillespie-White/Attaran
thesis. First, the authors make a circular argument. For example, they
find that patents are not a major issue inhibiting access to antiretrovi-
rals because poverty is a more important factor. But, then, they take
for granted that the cost of these drugs is an immovable baseline. Their
argument implies that nothing can be done about the drug prices other
than in terms of increasing donor assistance.61 In essence, the goose
that lays the golden eggs must be protected from governments seeking
to override patent rights. Second, Gillespie-White and Attaran assume
that the only “reciprocal” obligation pharmaceutical companies have
towards poor countries is that of voluntarily reducing prices of expen-
sive antiretrovirals, and no more.

I have several reservations regarding the aforementioned argu-
ments and claims advanced by Attaran and Gillespie-White. First,
recent research undertaken by the World Bank demonstrates that the
WTO’s new commitments, such as TRIPS, impose expensive imple-
mentation costs that undermine poverty reduction and growth, espe-
cially in the least developed countries.62 To that extent, the links of
barriers access to HIV/AIDS drugs to poverty, and to lack of donor
support, must necessarily account for the fact that the very implemen-
tation of new regimes of intellectual property protection do not con-
tribute positively toward the eradication of poverty, but rather serve
to undermine antipoverty programs in these countries.

In addition, the Gillespie-White and Attaran assumption that the
adoption of patent regimes to protect intellectual property would nec-
essarily create market conditions under which access to antiretrovirals
would be enhanced underestimates the fact that the economic pro-
grams that accompany such policy shifts also call for contractionary
macroeconomic policies. These would reduce public spending on areas
such as health and encourage the imposition of user fees.63 For exam-
ple, in its 1993 World Development Report entitled Investing in Health,
the World Bank recommended that patients pay user fees for health,
with the exception of a limited range of essential services.64 The report
does not acknowledge, however, that there was a “disastrous” resur-
gence of tuberculosis in China in direct and almost immediate response
to the reintroduction of user fees for tuberculosis tests.65 Evidence
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shows dramatic declines in hospital visits in countries undertaking
these reforms, particularly for pre- and antenatal care, preventive tests,
and infant deliveries.66 In large-scale commercial farming areas, the
introduction of user fees coincided with a 64 percent drop in patient
registration at health clinics.67 If such programs have the effect of dis-
couraging the poor from taking preventive steps to avoid tuberculosis,
clearly they would have a similar effect with HIV/AIDS, especially
because it is associated with cultural and social stigma, more so than
tuberculosis.68

Second, there is much that is unknown in countries that have only
recently upgraded their intellectual property systems in conformity
with the WTO’s intellectual property rules. Specifically, it is difficult
to establish with certainty whether there have been changes in activ-
ity patterns that affect prices of HIV/AIDS drugs, either upward or
otherwise.69 Such a determination would be critical because strong
patent protection presumes the creation of market conditions that
would encourage more research and development to make drugs more
readily available. The difficulty of establishing such activity patterns
is evidenced by the fact that the TRIPS Agreement is not yet for-
mally binding in most of sub-Saharan Africa until 2005. It is prema-
ture to presume that the adoption of patent regimes would neces-
sarily create market conditions under which antiretrovirals would be
more readily available even before the TRIPS Agreement was actually
implemented. Indeed, Attaran and Gillespie-White acknowledge that
after 2005, patents will likely impede access to antiretroviral AIDS
medications.70

In addition, recent research on retail-pricing patterns of patented
antiretrovirals in East Africa shows that their actual availability, as
opposed to access, varies greatly from country to country.71 This, in
and of itself, would make it hard for anyone to conclude, without addi-
tional verifiable evidence, that cost or poverty is a significant issue bar-
ring access to antiretrovirals, given that they are often not even avail-
able although patented. More importantly, though, where the drugs
were available, there was a wide price divergence within the region for
the same drug.72 For example, for the same antiretroviral, there was
a price divergence of 35 to 100 percent between the lowest and the
highest price.73 This seems rather odd because such differences can-
not be attributed to variations in per capita income. Furthermore, the
same study found that antiretrovials such as aciclovir and neverapine
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were twice as expensive in Kenya as in Norway,74 and zidovudine was
35 percent more expensive in Tanzania than in Norway.75 The conclu-
sions of studies such as these should serve as a warning to those making
definitive links between poverty and lack of access to drugs, for if phar-
maceutical pricing is “about the law of the jungle,” price levels, and not
merely poverty, are key to access to these drugs. These disparities mean
that a Tanzanian worker would have to earn 500 hours of wages to get
a course of first-line tuberculosis treatment, compared with the one
hour of wages necessary for a Swiss worker.76 Needless to say, although
poverty is not a static phenomenon, it seems foolhardy to argue that it is
the major deterrent to access, drug pricing does not seem to reflect just
the cost of research and development, but also ancillary and inflated
costs that cannot be justified even under market conditions.77

Third, the premise that the cost of drugs or poverty is as big a factor
inhibiting access to AIDS medications, as Gillespie-White and Attaran
and their supporters claim, is frighteningly consistent with the non-
responsiveness of Western countries towards humanitarian disasters
in Africa. Indeed, the HIV/AIDS pandemic is not the first time that
millions of Africans have died.78 Over 30,000 people lost their lives
daily during the genocide in Rwanda in the early 1990s as the world
watched.79 Today, 5,000 people die every day in the Democratic Repub-
lic of Congo and countless others throughout sub-Saharan Africa with
little or no response from the West.80 The world has learned to watch
tragedy in Africa and do little or nothing about it. The contemporary
case is Sudan, where thousands of Africans continue to be brutally dis-
placed, killed, and raped by Arab militia, as a mute world, including the
African Union, stands by. President Clinton’s attempts at apologizing
for doing little about the well-publicized genocide in Rwanda when he
visited Kigali for only about an hour says a lot about what needs to
change concerning U.S. foreign policy towards Africa generally, and
the HIV/AIDS epidemic particularly. More than window-dressing and
appearances is needed.81

Fourth, attempts by the Bush administration to address the
HIV/AIDS epidemic in Africa primarily as an issue involving strategic
security, state destabilization, and national economic distress removes
the urgency of dealing with the egregious lack of access to healthcare
and to AIDS drugs in sub-Saharan Africa. This is a human, and not
simply a strategic foreign policy, issue. Even with the $15 billion five-
year initiative launched by President Bush, only 2 million people in
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twelve African and two Caribbean countries (out of the more than
29 million in sub-Saharan Africa and the Caribbean in need of access
to HIV/AIDS care and support, including drugs) will be serviced.82

While this initiative was planned to benefit 2 million people, less than
one-tenth of 1 percent of this number are benefiting from treatment.83

Thus, contrary to President Bush’s pledge, there has been no significant
increase from the fewer than 30,000 people in sub-Saharan Africa who
were estimated to be benefiting from antiretroviral drugs by the end
of 2001.84

Happily, too, advances in access to care and drugs in resource-
limited settings make it possible now more than ever to ensure that
a larger number of Africans, who compose over 70 percent of those
infected globally,85 are reached.86 The WHO’s guidelines, seeking to
have a three-in-one pill,87 together with its treatment guidelines once
such drugs are available, are based on an analogous experience in the
United States, where the introduction of the triple therapy in 1996 led
to a 70 percent decline in AIDS deaths.88 New research and the hope
of new drugs also continue to abate fears of drug resistance.89

In addition – and quite significantly contrary to the Gillespie-White
and Attaran paper, which together with the Macroeconomics and
Health report discussed below, are cited as the leading studies sup-
porting the proposition that poverty is the largest barrier to access to
AIDS drugs90 – most of the drugs under patent in Africa are not “prac-
tical as first-line treatments” in most of sub-Saharan Africa because
of the need for constant monitoring as well as cumbersome dietary
requirements.91 Furthermore, the AZT/3TC combination, which is the
one of the “most practical and sought after” treatments, is patented
in thirty-seven out of fifty-three countries, whereas nevirapine, a lead-
ing non-nucleoside used for preventing mother-to-child infection, is
patented in twenty-five out of fifty-three countries.92 In those countries,
the Attaran and Gillespie-White study, when read against evidence of
falling prices of generic triple therapies, only confirms the high corre-
lation between patents for brand-name drugs and high prices. A more
recent study also tends to confirm this.93 If the cost of these drugs were
to drop, African employers, particularly corporations, might be better
able to buy them for their employees with HIV/AIDS.94 In addition,
more Africans, as well as governments on the continent, might extend
coverage to more and more people because lower prices would stretch
foreign assistance and corporate health programs further, since lower
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drug prices might mean that increased volumes of the drugs would be
affordable.95 Furthermore, the Attaran and Gillespie-White study did
not anticipate the emergence of Triomune® a first-line triple combi-
nation therapy produced by the Indian company Cipla, which Doctors
Without Borders has now demonstrated to be safe, effective, and sim-
ple to administer. Triomune® costs U.S. $20 a month in Cameroon,
whereas a similar combination using brand name drugs costs U.S. $35.96

In effect, a first line of treatment in Cameroon can cost $240 a year,
indicating rather obviously the cost barriers that patents place on facil-
itating wider access to antiretrovirals.

The WHO’s Commission on Macroeconomics and Health, which
was chaired by economist Jeffrey Sachs, has also argued that the United
States can do better by increasing foreign aid significantly to increase
access to HIV/AIDS drugs among other public health goals in devel-
oping countries. The report observes that if the United States were
to increase its foreign aid budget from its current levels of less than
one-tenth of 1.1 percent of the U.S. GNP to two-tenths of 1 percent,
an extra $10 billion would be available for disease control, primary
school education, clean water, and other important needs in devel-
oping countries such as those of sub-Saharan Africa.97 The report in
essence notes that a tiny share of rich-country income would trans-
late into 8 million lives saved each year in poor countries.98 Should
the United States have the political will to raise its foreign aid bud-
get by such an amount, this would in turn become a significant bar-
gaining advantage with the European Union and Japan to direct
even more money toward this end. As U.N. Secretary General Kofi
Annan has suggested, the Global AIDS Fund would need $7 billion
a year from the United States to be effective.99 It seems that such a
goal is clearly within the reach of the international community with
proper leadership from the United States.100 The U.S. initiative pledg-
ing $15 billion over five years is a big first step in that direction.
Although this is a significant pledge as Jeffrey Sachs noted in response
to the initiative, it is by no means enough to win the battle against
HIV/AIDS.101

conclusions

By beating the drum of poverty, pharmaceutical companies and
Western governments, such as the United States – that are opposed
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to making exceptions to patent protection to facilitate access to
HIV/AIDS drugs to indigent populations, while arguing that this is
consistent with the provisions of the TRIPS Agreement – have sought
to marginalize the access issue by suggesting that solutions lie largely
outside the patent regime. In this context, the world can rest reassured
that the thousands who die of HIV/AIDS every day in sub-Saharan
Africa are dying because they are poor, not because they did not have
access to drugs. Yet it is clear that the policy of strong patent protection
prevents widespread access to antiretroviral drugs to treat HIV/AIDS.

Although all the members of the WTO unanimously acceded to the
passage of the Doha Declaration on TRIPS and Public Health,102 which
recognized that the TRIPS Agreement envisions a balance between the
rights and interests of consumers and producers of intellectual prop-
erty rights, there has yet to be even one instance of a country in Africa
using this flexibility to facilitate access to affordable antiretrovirals,
such as through compulsory licensing. This seems to suggest strongly
that the United States’s view of strong patent protection, supported
by many TRIPS-plus sanctions such as Section 301, has transformed
pharmaceutical patents into impregnable private property rights. That
strong patent protection, therefore, seems to enjoy unassailable per-
sistence, even in the face of one of the most serious public health crises
in historical memory, in my view, reflects a lopsidedness favoring phar-
maceutical profits over the lives of millions of Africans unnecessar-
ily dying without dignity. In addition, the United States was a critical
objector to expanding compulsory licensing at the World Trade Orga-
nization toward the end of 2004. A compromise, known as the “Motta
text,”103 was developed, but it contained restrictions on the importa-
tion and exportation of generic drugs that were as burdensome as Arti-
cle 31 of the TRIPS Agreement, which it was intended to moderate.
These burdensome requirements resulted in what authors Jawara and
Kwa called a “cosmetic” and “painful two-year exercise” to make the
United States “appear sympathetic towards development and deflect
international criticism, while in reality protecting its own commercial
interests.”104

The variety of ways in which patents have been removed from
the equation of access to essential medicines reflects not only the
asymmetrical nature of power in international relations, but also the
structural power of strong patent protection over the most vulnerable



P1: IWV/GKJ P2: IWV
0521854962c19 CB953-Santoro 0 521 85496 2 September 26, 2005 15:8

Third World Perspectives on Global Pharmaceutical Access 351

populations of the global economy. The discourse of charity and
humanitarianism accompanying the uncompromising support for
patents at any cost simply disguises the American priorities in ensur-
ing that multinational pharmaceutical companies acquire markets for
their drugs without any threat to their profitability, even in the face of
heart-wrenching human need.

It is precisely because of the needs of the millions without access
to drugs that the following lessons from the missteps and policies of
the past addressed above must become part of future policy delib-
erations. First, the lowering of prices of patented antiretrovirals in
the last five years has increased the number of people with access to
the drugs and this has happened without any threat to patent protec-
tion or returns to research and development. These lower prices and
increased access, though modest, undermine the claim that patents are
not integral to lack of access to affordable antiretrovirals. Indeed, this
wider and broader access to antiretrovirals calls for a re-examination
of other assumptions that have been challenged by experience. These
assumptions must be revised in order to arrest the pandemic’s already
disastrous effect on the third world. Second, the potential behind rein-
terpretating the provisions of the TRIPS Agreement on patent protec-
tion and the $15 billion pledge by the Bush administration in 2003 to
combat the global HIV/AIDS pandemic suggest that political will can
overcome virtually any barrier to access to essential drugs. Yet we must
always be vigilant to ensure that the implementation of donor pledges
has the most impact on the ground possible, not only because such sup-
port is contingent on annual appropriations, but also because the bal-
ance between prevention and access to antiretrovirals remains a thorny
issue. Finally, it must be acknowledged that although many develop-
ing country governments are now much more vigorously involved and
committed to addressing the pandemic, the economic programs that
Western multilateral and bilateral donors require them to implement
often result in reductions in public spending on health. As such, any
HIV/AIDS policy, to be truly effective, must be comprehensive in
examining the multitude of factors affecting and influencing access
to essential drugs.
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The Promise of Vaccines and the Influenza Vaccine
Shortage of 2004

Public and Private Partnerships

Gary R. Noble

influenza vaccines

The shortage of influenza virus vaccine in the United States in late
2004 illustrates the major challenges that the United States faces in
consistently providing reliable supplies of vaccines. The lack of a reli-
able market and a return on investment left only two manufacturers
of inactivated influenza vaccine in the United States. The loss of vac-
cine supply from one of these manufacturers created a severe short-
age of vaccine, with the result that many individuals considered to be
at increased risk of complications from influenza infection could not
obtain vaccination. (Although the recent introduction of an attenu-
ated live influenza virus vaccine administered intranasally has added a
third supplier in the United States, this vaccine has been approved for
use only in otherwise healthy individuals between the ages of five and
fifty years.1 However, these age groups are not those at highest risk of
complications from influenza virus infections.2)

Millions of unused influenza vaccine doses are discarded over the
years due to the vagaries of influenza epidemic severity and vaccine
usage, as well as the complexities of vaccine production and the fact
that the new vaccines produced each year must contain the most con-
temporary variants of the three strains of influenza expected to cause
illness in the next influenza season.3,4 Although vaccine liability con-
cerns add additional uncertainty for manufacturers of vaccines, the
National Vaccine Injury Compensation Program (VICP) has greatly
reduced the liability risks for these manufacturers.5

352
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The tenuous supply of influenza vaccines in the United States also
reflects, to some extent, the complexity of the influenza virus vaccine
strain selection and development process and the need to reformulate
the vaccine each year. The process requires ongoing worldwide virus
surveillance and strain characterization coordinated by a network of
worldwide WHO Collaborating Centers for Influenza. This informa-
tion is used in early winter each year to predict the direction that
influenza viral antigenic variation is expected to take in the following
ten to fourteen months. The vaccine manufacturers must then begin
the time-consuming adaptation of the three strains of influenza virus
to high-yield growth in fertilized (embryonated) hens’ eggs, virus pro-
duction, purification, testing, preparation, and approval by the FDA
before initial distribution of the vaccine product.6

The shortage of influenza vaccine in the United States has raised
again the question of how the supply of vaccine can be made more reli-
able while also ensuring some profitability for the suppliers of influenza
vaccine. Incentives under consideration include increased annual pur-
chase of vaccine by the government and increased tax incentives for
the vaccine producers.7 However, the political will to find such solu-
tions may be difficult. Congressional approval for consistent purchase
of vaccines is likely to be a slow and uncertain process.8 Nonetheless,
the federal government has stepped in this year to add to its usual
purchase of influenza vaccine by obtaining small volumes of influenza
vaccine from other countries, pending satisfactory review of the vac-
cine’s safety by the FDA, as well as other initiatives.9

Future demand for influenza vaccine could be intense, if a major
new variant of influenza virus were to infect the human population.10

Scientists and public health officials have argued for many years that a
reoccurrence of an influenza pandemic, similar to the 1918–19 “swine
flu” pandemic that killed somewhere between 40 and perhaps 100 mil-
lion people in the world, is a very real possibility.11–13 The population
would be largely susceptible, because most individuals would not be
likely to have any substantial immunity to such strains of influenza
virus as a result of prior vaccination or natural infection.

Improved methods for influenza vaccine delivery are also being
considered,14 as well as possibly more rapid vaccine production meth-
ods using tissue culture rather than embryonated hens’ eggs.15,16
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Antiviral drugs for treatment of patients with influenza infection are
also available, and can be useful when infection occurs in the absence
of immunity induced by vaccination. Here again, the pharmaceutical
industry has an important role in producing treatments when primary
prevention is either not available, has not been widely utilized, or is
not completely effective.17

Clearly, there is much to occupy academic, federal, and industry
scientists and administrators in collaborative efforts for years to come,
if the United States and the global community are to be prepared to
develop, produce, and make available the vaccines and treatments that
will be needed for infectious agents known and yet unknown.18

Dr. Anthony Fauci, Director of the National Institute of Allergy and
Infectious Diseases, NIH, has reviewed some of the emerging infec-
tious diseases facing the world and has commented, “Fortunately, clin-
icians now have an ever-growing toolbox of sophisticated technologies
and strategies at their disposal. These will help detect, prevent, treat,
and respond to new and old infectious agents as they emerge, whether
by an act of nature or by deliberate design.”19 Dr. Fauci continues
by noting that the challenge is to “. . . rapidly develop new technolo-
gies and strategies to help in the detection, prevention, treatment, and
containment of new infections.”

Recognizing that vaccines are the most effective method for the
prevention of disease, Dr. Fauci also comments, “Scores of vaccine
candidates are now in the pipeline to prevent infection by emerging
microbes such as HIV, Ebola, West Nile virus, dengue virus, H5N1
avian influenza virus, and the virus that causes severe acute respiratory
syndrome (SARS). The first new tuberculosis vaccines in sixty years
recently entered clinical trials, and vaccines against the most menacing
bioterrorist threats are being developed.”

Even hepatitis B virus infections, which have been a major source of
chronic liver disease and liver cancer, can be prevented with hepatitis
B virus vaccine. Cancer of the liver caused by hepatitis B virus infec-
tions has been a significant problem among some populations, such as
the Inuit (Eskimos) and Chinese. Thus, hepatitis B virus vaccine has
proven to be a first effective vaccine against cancer. A second vaccine
to prevent cancer may be possible, with reports of successful early trials
of a Merck vaccine against some strains of human papilloma viruses
(HPV) that cause much of the cervical cancer of women.20
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impact of vaccines for children and adults

Vaccines against infectious diseases of children and adults are among
the many powerful tools for primary prevention of illness and death.21

The remarkable success of smallpox eradication demonstrates just how
effective vaccination can be, when the contributions of scientists, the
private pharmaceutical sector, international bodies and governments
at national and local levels are brought together with large numbers of
volunteers.22,23

Vaccines have also brought much benefit to the children of the world,
although the gap in vaccination coverage globally remains far too large.
Vaccination against polio has rendered this scourge of earlier genera-
tions a forgotten problem for many children and parents of the world.
However, the threat of polio has not entirely disappeared, because
it remains endemic in six countries, primarily as a result of interrup-
tions in vaccination programs caused by lack of adequate government
resources and commitment, public education, armed conflicts, and cul-
tural barriers. Thus, while polio virus remains in circulation anywhere
in the world, there is a potential for spread back into countries where
polio vaccinations are incomplete.24 There is great hope that polio can
become the first disease to be eradicated from the face of the earth in
the twenty-first century, but great effort is required by individuals and
organizations from many sectors of the global community to achieve
that goal.

Vaccines have made remarkable changes in the occurrence of seri-
ous childhood viral infections in the United States. Pertussis (whooping
cough), measles, rubella, chicken pox, to name a few childhood dis-
eases, occur rarely among the youth of the United States today. (See
Table 20.1.)

However, an adequate, reliable supply of vaccines in the United
States has been of concern for many years.25 A report in 2003 from
the Institute of Medicine (IOM) stated that “ . . . recent shortages of
vaccines have highlighted the fragility of vaccine supply. Currently,
public funds pay for more than half of all childhood vaccine purchases
in the United States. Government purchasing policies have sought to
limit expenditures and decrease the cost of vaccines. Companies face
declining financial incentives to develop and produce vaccines, and the
number of producers of recommended vaccines for the United States
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Table 20.1. Comparison of Twentieth-Century Annual Morbidity and
Current Morbidity for Vaccine-Preventable Diseases in the United States

Disease
Twentieth Century
Annual Morbidity1 20032 Percent Decrease

Smallpox 48,164 0 100
Diphtheria 175,885 1 99.99
Measles 503,282 56 99.99
Mumps 152,209 231 99.85*
Pertussis 147,271 11,647 92.09
Polio (paralytic) 16,316 0 100*
Rubella 47,745 7 99.99*
Congenital rubella
Syndrome

823 1 99.88

Tetanus 1,314 20 98.47*
H. influenzae, type b 20,000 259 98.71

and unknown (<5 yrs)

Source: Walter A. Orenstein, M.D., Director, Emory Vaccine Policy and Development
and Associate Director, Emory Vaccine Center; former Director, National Immuniza-
tion Program, Centers for Disease Control and Prevention
1 Source: CDC. MMWR 1999. 48 (12): 242–264
2 Source: MMWR January 9, 2004. 52, No 53 (provisional data); final data provided by

B. Sirotkin, CDC, via email 9/3/04
* Record lows

market has declined from more than twenty-five, thirty years ago, to
only five today.”

“In order to sustain the achievements of the national immunization
system to date and enhance the development of vaccines against new
diseases for the future, the national immunization system must balance
the need for better access to recommended vaccines with enhanced
incentives for investment in vaccine development and production.”26

This IOM report clearly lays out the major achievements of vacci-
nations in reducing disease and death caused by the eleven common
childhood diseases, as well as providing “important protection across
the lifespan, from infancy to death.” It also details the challenges of
maintaining the important private–public sector partnership that will
enable the continued production of vaccines.27

hiv vaccine

Of all the vaccines that could contribute to the future health of the
world, a vaccine to prevent HIV infection is near the top of any list.
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The worldwide HIV pandemic starkly challenges multiple segments
of the world’s health community, from the pharmaceutical industry
to national and international governments, nongovernmental agen-
cies, and the scientific community. Because the burden of HIV dis-
ease now is concentrated so heavily in the least developed countries,
the approach to prevention and treatment requires a broad coalition
of responders. An impressive group of leading scientists has called
for a global HIV vaccine enterprise, commenting that “Commercial,
academic, and research institutes must work together to solve the
scientific challenge.”28 These authors also argue that one of the fea-
tures critical to success includes “collaborative arrangements with
the private sector and/or the vaccine development centers (VDCs).”
They observe that sufficient resources are not currently available,
and some of the needed disciplines are “largely found in the private
sector.”

The incentives and barriers to commercial development and produc-
tion of HIV vaccines are critically evaluated by Kremer and Snyder29

and the International AIDS Vaccine Initiative (IAVI).30 The IAVI
Policy Brief points out that “Private investment in R&D for an AIDS
vaccine remains seriously inadequate – IAVI estimates that less than
20 percent of the $646 million spent on vaccine R&D in 2002 came
from private sources. . . .” They go on to question, “What can be done
to stimulate the private sector to discover, develop, and manufacture
an AIDS vaccine, so that scientific and financial risks are reduced and
the expected financial returns can be brought more into line with the
very large health and social benefits of a vaccine that prevents HIV
infection, illness, and death?”

A critical evaluation of “push” and “pull” financial mechanisms
is outlined in the IAVI Policy Brief, recognizing that, although pri-
vate sector expertise and capacity are critical to progress in this arena,
the large costs and relatively small and uncertain profits of vaccine
development and production are a large impediment to the private
sector’s major investment, unless mechanisms to lessen these risks are
addressed.

An effective HIV vaccine could provide a most powerful tool for
primary prevention of HIV infection, when compared with other
primary prevention tools that require behavior modification, that
is, sexual abstinence or mutually faithful monogamy and elimina-
tion of risky injections of illicit drugs. The scientific and financial
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challenges for successful development of an HIV vaccine, however,
remain formidable. A collaborative effort is essential if success is to be
achieved.

partnerships and the road ahead

People work hard for rewards, be they monetary, recognition by peers
and society, or the rewards of doing something good for others. Without
the opportunity for fair rewards for hard work, incentives disappear
and productivity declines, as attempts at total government manage-
ment of the workplace have demonstrated throughout history.31

Thus, the challenge is to find the best balance between what are fair
rewards for the hard work of individuals and companies, and the needs
of society. Professor Santoro and other authors have stated this very
lucidly elsewhere. Clearly, willingness to listen to – and understand –
the arguments of different points of view must prevail if progress is to
be made.

Availability and access to the tools and resources that increase
health and quality of life in the less developed world remain great
challenges. However, poverty, armed conflicts, and corruption are
among the most basic and difficult barriers to better health in many
countries.32,33 Despite the barriers, many examples of collaborative
success do exist. These examples include the program to treat river
blindness, involving dozens of organizations and the donation of
Mectizan® by Merck, which is a model for collaborative approaches
to tackling other diseases in the less developed world.34 Dr. Bill Foege
also describes this and other successful partnerships in his contribution
to this book.

Many other examples exist, such as the program to provide treat-
ment for HIV/AIDS in Botswana, led by the Merck Foundation, the
Bill and Melinda Gates Foundation, and the national government of
Botswana;35 the treatment and training center for care of people with
HIV/AIDS in Kampala, created with substantial funding by Pfizer
in collaboration with the government of Uganda and dedicated in
October 2004;36,37 the trachoma elimination initiative coordinated by
the Edna McConnell Clark Foundation with support largely funded by
Pfizer;38 and many other collaborative programs supported by phar-
maceutical companies.39
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As other authors have argued so well, collaboration, a partnership,
a dialogue must be developed and maintained that allows these com-
peting interests and needs to be satisfied in a way that can be sustained
for the long term. This system should stimulate and reward innovation
and also ensure maximum product safety, efficiency of oversight regu-
lation, and the effective delivery and access to services and goods for
the greatest number of those in need.40

But such an initiative, to be effective, requires a more fundamen-
tal understanding and appreciation of what motivates these systems
to be most efficient and productive. A system that is overly bureau-
cratic and regulated, a system that stifles incentives for risky invest-
ments and limits competitive rewards for those willing to make the
risky investments, will be less efficient and less productive in the
long run.

The causes of tension between the pharmaceutical industry and soci-
ety described in the introduction to this book are also operative in the
relationships between the pharmaceutical industry and those working
in the public health community. We must foster an active partnership
that will enhance and promote successful outcomes for all participants,
including those who are in need and those who are in a position to
effect positive change. This will require patience and a much greater
understanding than now exists on the part of many participants in the
heated debates about how to create greater access, availability, and
affordability of products for the diagnosis, prevention, and treatment
of diseases.

There has been criticism that the pharmaceutical industry takes
advantage of the intellectual capital funded by the taxpayers of the
country. The costliest part of bringing products to market, however,
lies in the ever-expanding size and complexity of the clinical studies
required to demonstrate whether or not products are safe and effective,
followed by costly production through a highly regulated environment.
Rare side effects may be exceedingly difficult to recognize, although
postmarketing monitoring and reporting of adverse events and careful
scrutiny of these are essential.41,42

Thus, partnerships remain vital to the research, development, and
production linkages that lead to marketed tools for the prevention
and treatment of diseases. The government sector rarely has a man-
date, nor has it developed the capacity or expertise, for any large-scale
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development and production of products for diagnosis, treatment, or
prevention of disease. Thus, collaboration with the private sector is
almost always necessary to see that discoveries in the public sector
eventually become FDA-approved, marketable products. However,
agencies such as the CDC, NIH, and the U.S. Department of Defense,
also working in collaboration with the private sector, do play a key
role in developing diagnostic and even treatment tools for some of the
most exotic and dangerous diseases, such as anthrax, severe acute res-
piratory syndrome (SARS), and Ebola-Marburg African hemorrhagic
fevers.43

In conclusion, the world is becoming a better healthier place to live
for many, and it can be much better with collaboration between public
and private sectors of the world, working with international agencies,
foundations, nonprofit organizations, and private citizens to make the
most of the creative, innovative, openly competitive entrepreneurial
energies that combine to improve the health of all. Each sector of
society and each individual with a potential to effect change for better
health has an important role and responsibility.
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Introduction to Part IV

Michael A. Santoro

The goals of this book have been to understand the factors behind
the growing tension in the relationship between the pharmaceutical
industry and society and to chart a sustainable path for that relation-
ship in the twenty-first century. The extraordinary authors assembled
in this volume have gone a long way toward achieving these goals.
The insights and recommendations offered by these authors have been
diverse, multifaceted, and far-reaching, and it would do them an injus-
tice to attempt to summarize them pithily. Nevertheless, it is possible
to discern a few basic themes. The chapters in this final section under-
score these themes and point out paths to a sustainable future for the
industry.

public health and private enterprise: an imperfect match

One theme that has emerged is that the tensions between the industry
and society derive from real conflicts that are endemic to the free mar-
ket economic system and the current regulatory environment. Many
of the authors have in one manner or other made the case that the
interests of the pharmaceutical industry and society are imperfectly
aligned. What is good for the bottom line of the drug companies is not
always good for society. In this volume we have seen numerous exam-
ples of this divergence, such as research agendas that are guided by
market size rather than medical need; marketing practices and objec-
tives that emphasize increasing sales without regard for the medical
priority of conditions treated; and monopolistic pricing policies that
maximize revenue at the explicit cost of broad access.

363
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One aspect of this divergence of private and public interests con-
cerns the very idea of intellectual property rights. On one side, some
authors such as Gathii and Werhane and Gorman have argued for
according weak protection to intellectual property rights in order to
fulfill the rights of patients in third world countries to AIDS medica-
tions. On the other side, Weldon and Taurel have argued with equal
conviction that strong intellectual property protection is needed to
provide sufficient incentives for innovation. In his chapter, Nien-hê
Hsieh, a business ethicist and economist who teaches at Wharton Busi-
ness School, considers these arguments and asks whether the demands
being placed on the pharmaceutical industry are compatible with the
idea of private property. In Hsieh’s account, bridging the gap between
public and private interest need not mean the erosion of private prop-
erty rights. Indeed he sees danger in weakening property rights, partic-
ularly with respect to meeting future health crises beyond AIDS. Hsieh
argues, conversely, that even under strong property rights assumptions
pharmaceutical companies have a “duty of rescue” to provide AIDS
medications to citizens of third world countries.

Not every success for industry is a thorn to society. In many respects
a prosperous industry creates corresponding public health benefits. A
number of authors in this volume have reminded us, for example, that
the pharmaceutical industry has discovered and developed important
drugs that can reduce expensive hospital admissions and expenditures;
that advertising can create public awareness about underappreciated
medical conditions; and that the patent system has made possible a
flow of life-saving and life-enhancing drugs, not the least of which are
those which have been developed to combat the scourge of AIDS.
The fact remains, however, that in a system that relies so heavily on
private enterprises to serve public health needs, there will always be
significant misalignment of interests. From a public policy perspective,
therefore, the task is somehow to enable the creative forces unleashed
by the private sector to flourish while devising strategies for closing
the inevitable gap between public and private interest. Many of the
authors in this book have offered suggestions to accomplish precisely
this goal.

A focus on the problems caused by the systemic misalignment of
public and private goals offers a surer path to progress than the man-
ner in which many critics have characterized the tension between
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industry and society. Consider the titles and subtitles of some recent
books about the pharmaceutical industry – On the Take; How They
Deceive Us; and The Big Fix. All of these titles imply that the source
of the problem lies in the venality and moral turpitude of pharma-
ceutical executives. There indeed are many examples of failed morals
and lapsed integrity among drug companies and their executives. The
authors in this volume, however, have pushed us to look deeper into the
systemic reasons that separate public from private interest. We have
learned that even honest executives pursuing legal ends will find them-
selves at odds with the public interest. This is a simple, but profoundly
important insight. It leads us to understand that the most progressive
way to bridge the gap between public and private interest is not to
point fingers at presumably corrupt individuals whose morals need to
be reformed. Instead, progress will come from changing the business
environment and the regulation system so that the public good is better
served.

professionalizing the pharmaceutical industry

One potential way to change the existing business environment is
through industry self-regulation. Industry advocates and lobbyists
would do well to heed the emphasis that the authors place on the
divergence of public and private interest. Too often industry defend-
ers and apologists have adopted a myopic view of public criticism.
They presume too much about the public benefits of private profits.
They have tended to view the problem as one of perception and bad
press instead of a fundamental one that requires mutual understanding
and compromise. The industry as a whole has adopted a defensive and
often arrogant posture. Far too many industry advocates arrogantly
assert that the problem of public perception is due to the ignorance of
the public: “If only they understood all the good things we do. If only
the press would not emphasize the negative. If only we could make
everyone understand how important patents and innovation are. The
problem is that we are just misunderstood.” The authors in this vol-
ume, including the CEOs of two major pharmaceutical companies,
have issued a bold challenge to such solipsistic and self-satisfied think-
ing. The pharmaceutical industry has much to contribute to the public
health and it has a social responsibility to do so. Only by embracing this
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goal and acknowledging that it has a long way to go toward achieving
it can industry work itself out of the low public esteem that it currently
suffers.

So what is the socially sustainable path for the pharmaceutical indus-
try in the twenty-first century? First, it must be said that on a number of
issues the industry needs to get its own house in order or else the gov-
ernment is going to get it in order for them. Two obvious areas where
there is much work to be done are in DTCA and the truthful and timely
disclosure of unfavorable clinical trial results. As we have seen in this
volume, in both of these areas current practices fall significantly short
of what the public interest demands.

Many have questioned the friendly relationship between indus-
try and the FDA and have called for stricter and broader regula-
tory oversight.1 Unless industry boldly undertakes significant self-
regulatory steps, the pressure for stronger and more comprehensive
governmental regulation will be over time impossible to resist. One
effective way to achieve this objective is through an overhaul and
strategic reform of the industry’s principal membership organization.
The Pharmaceutical Manufacturers Association of America (PhRMA)
has over time developed into a powerful lobbying organization. It has
helped to deliver many tactical successes for its members, but its heavy-
handed and aggressive style has served to reinforce the public’s percep-
tion that the pharmaceutical industry exercises excessive power over
the political system at the expense of the public good.

PhRMA can make a valuable contribution to recapturing respect
for the pharmaceutical industry by transforming itself from a purely
lobbying organization into a professional organization that maintains
standards of conduct among its members. What would this entail? A
small but important step was taken with PhRMA’s adoption in 2002
of a voluntary code of conduct governing contacts with physicians and
other healthcare professionals. This was followed in 2005 by a proposed
code to govern DTCA. In addition to promulgating such standards, the
industry needs to put some teeth in its self-regulatory efforts. Unfortu-
nately, thus far voluntary efforts such as the promises of pharmaceuti-
cal companies to provide public information about clinical trials have
fallen far short of expectations.2 Adherence to these voluntary codes,
therefore, should be monitored and over time should become manda-
tory for members.3 This is, to be sure, a significant departure from
the current pure advocacy mission of PhRMA. The transformation is
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necessary, however, because the public is judging the industry accord-
ing to the least common denominator of behavior and PhRMA or some
organization needs to take steps to rein in those companies that tarnish
the reputation of the entire industry.

If PhRMA can somehow transform itself from a typical Washington
lobbying association into a credible professional association that looks
out for the public interest in addition to the interests of its members,
it can help the industry as a whole to regain some of its credibility. If
PhRMA is not able to evolve in this manner or if it adopts transparently
cosmetic and superficial efforts at self-regulation, then the industry’s
credibility as a whole will continue to suffer and stronger and broader
government regulation will become necessary to bridge the current
gulf between public and private interests.

tackling medical needs through multi-stakeholder
cooperation and partnerships

Another theme that emerges in this volume is the need for the phar-
maceutical industry to increase dialogue and cooperation with various
stakeholder groups. A number of authors, including those from within
the industry, emphasize that to repair their relationship with society,
drug companies must learn to see advocacy groups, the medical and
scientific community, governments, NGOs, and international institu-
tions as essential partners in developing useful drugs to solve medical
problems that often have social and transnational implications.

The virtue of such partnerships is that they draw upon the insights,
talents, and resources of diverse groups. In his chapter, William Foege, a
physician who has been the head of the Centers for Disease Control and
Prevention and who is currently the Medical Director of the Bill and
Melinda Gates Foundation, reflects upon a distinguished career at the
epicenter of global public health problems. He points to a future where
the most pressing public health problems can be solved through coop-
erative ventures among private and public actors. In a wonderful for-
mulation that serves as a fitting capstone for this volume he notes that
“leadership is no longer the result of someone having a title, but rather
leadership goes to the person who develops an effective coalition.”

In his chapter, Tom Gorrie, a co-editor of this volume, also takes up
the theme of cooperation. As the Corporate Vice President in charge of
global public affairs for Johnson & Johnson, Gorrie describes how in his
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career he has worked with diverse constituencies to fashion solutions to
healthcare problems. Gorrie offers some pointed recommendations for
how such partnerships can work most effectively to serve public needs.
Gorrie, Foege, and other authors all point to a future where indus-
try works in partnership with governments, NGOs, patient groups, the
medical community, and other stakeholders to meet the world’s health-
care needs.

Ultimately, the pharmaceutical industry needs to understand that its
own survival and well-being depend on the survival and well-being of
the patients it serves. This is a truth that the industry’s founders such as
George W. Merck understood perfectly well, but that seems sometimes
to be lost in the megamerged faceless corporate giants of today. The
men and women who occupy positions of power in the industry need
to lead their companies back to the simple and profound vision of their
founders. Improve healthcare and profits will follow.

balancing people, profits, and principles

The final chapter, by noted physician and former government public
health officer Greg Koski, offers a synthesis of many of the themes
in the book. It is fitting that the last word in this book comes from
a medical professional. For it is the doctors, nurses, pharmacists, and
other healthcare professionals who are most dedicated and attuned to
the needs and interests of patients. Koski argues that the early twenty-
first century represents the “greatest period of opportunity” in the
pharmaceutical industry’s history. Following a number of other authors
in this volume, he challenges the pharmaceutical industry to realign
itself more closely with the public interest. If it can do so, Koski argues,
it can secure a meaningful and profitable role for itself well into the
century. If the industry proves incapable of making this transition,
however, further regulation is inevitable to make it serve the public
interest. This is likely to result within a very few decades in an industry
configuration and business environment that are radically different
from what we find today.
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Evolving Approaches to Healthcare Challenges

Thomas M. Gorrie∗

Disease and illness have always challenged human existence, and
healthcare has mirrored humanity’s social evolution and acquisition
of scientific knowledge. As cities grew, populations multiplied, and
long-distance travel increased, larger outbreaks of infectious dis-
eases became possible. As our activity level, diet, and longevity have
changed, we have increasingly had to treat diseases of the joints, car-
diovascular diseases, and cancers. Similarly, our understanding of what
causes these and other diseases has evolved from attributing their ori-
gin to demonic forces and the imbalance of elements such as the four
bodily humors to today’s scientific understandings of microbiology,
cell biology, and genetics. With our increased knowledge came vastly
improved treatments. The days of bleeding patients to treat fevers are
gone. We have vaccines to prevent infections. But as society and sci-
ence have advanced, we continue to be challenged by new diseases and
providing access to healthcare for all people. These are two of today’s
greatest healthcare challenges, and this chapter, like the others in this
book, focuses on various aspects of how we can be more successful in
addressing them.

To overcome the unmet health needs throughout the world, we
need new approaches based upon sound principles. We are in an era
of tremendous innovation with great potential for increasing access
to quality healthcare around the globe. With nearly 60 percent of the
growth in worldwide GDP through 2020 expected to occur in emerging

∗ The author gratefully acknowledges the contributions to this chapter of Brian Moran
and Michael Miller.
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markets such as China, Brazil, India, Mexico, and Russia, new collab-
orative approaches and new ways of working in global partnerships
across geographies and companies will be required if we are to suc-
cessfully address our healthcare challenges.

From their unique perspectives, the authors in this book look at
specific issues about how we should address these challenges. Inter-
estingly, they all come to the same basic precept: what is right for
the individual patient is central to ethical leadership and our common
interests in galvanizing society to improve healthcare. The fact that
these authors, despite their diverse backgrounds, all arrive at similar
conclusions shows that there is the possibility of cohesive leadership in
the medical and scientific communities, the pharmaceutical industry,
government, and academia that can generate consensus options for
improving healthcare and access to treatment. Through deliberation,
collaborative thinking and planning, and finding common ground on
how to address our major issues, we can begin to work on a strategy
for improving access to affordable and effective health for all. This
chapter will focus on how we can create and support such collabora-
tions, empower leadership to address these challenges, and successfully
execute ethical strategies to meet our current and future healthcare
challenges.

facing our challenges

Enormous economic and operational burdens are being placed on our
society by shifting demographics, aging populations, and technological
advances, with globalization potentially turning a local infectious out-
break into a pandemic. Sound strategies encompassing the viewpoints
of all major stakeholders will be needed to manage these burdens. Suc-
cessfully implementing these strategies will require strong leadership
that can work both locally and globally among diverse populations and
address issues to find common ground for the key groups of healthcare
payers, providers, and patients.

Moving forward will require us not only to work together, but
also to recognize and agree upon what constitute the major health-
care challenges we are facing. For example, the U.S. healthcare system
is traditionally touted as being one of the finest in the world. Yet it
leaves approximately 40 million people without health coverage. The
indigent, elderly, mentally ill and chronic care patients are typically
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seen as challenging populations for whom to provide services in
the United States because their care is often delivered and financed
through multiple governmental and private sources. Improving the
quality and efficiency of care for these groups will allow more equi-
table and efficient distribution of resources. The result will be to pro-
vide healthcare for a greater number of people, and it should be part of
our systemic approach to improving and streamlining the U.S. health-
care system.

On a global scale, the HIV/AIDS pandemic continues to grow and
threaten the lives of tens of millions of people. We must ensure that the
infrastructure is available for the effective delivery of HIV/AIDS med-
ications to combat this insidious threat to humankind. This is a daunt-
ing endeavor on every level. Broad coalitions are needed to address
education and prevention, as well as effective treatment.

These are no small tasks, and much work remains to be done in order
to tackle these complex problems. By addressing these and other major
healthcare issues through substantial financial, intellectual, and infras-
tructure investments in nongovernmental organizations (NGOs) and
national public health systems, we will also be structurally improving
our healthcare system’s ability to respond to healthcare and, in turn,
to economic challenges, such as avian flu epidemics, bioterrorism, and
natural disasters.

changing the future with sound science

From theory to therapy, and discovery to delivery, healthcare begins
with science directed toward meeting the needs of patients. Science
is the basis for discovering new and innovative medicines. Similarly,
our strategies and goals for improving healthcare access and afford-
ability should be focused on improving patients’ lives, and should
be developed and directed by sound evidence and proven methods
for changing the behavior of individuals, organizations, and govern-
ments.

Turning scientific advances into practical healthcare applications
requires in-depth analyses and a sophisticated understanding of the
complexities of how our healthcare system operates and is financed.
Despite this inherent system-wide complexity, progress can be made
by applying practical solutions to discrete problems. Collaborations
using this approach have historically been successful in addressing
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healthcare challenges, and should serve as templates for us in the future.
Examples of this would include the development of the polio vaccine,
the Mectizan® distribution program for the treatment of river blind-
ness, and more recently the royalty-free agreement for the develop-
ment and distribution of TMC120, a microbicide for the prevention of
HIV/AIDS in women. These cases illustrate how collaborative efforts
of pharmaceutical companies, governments, providers, and nongovern-
mental organizations (NGOs) have led to vastly improving the quality
of life for millions of people.

The polio vaccine was first developed by Jonas Salk in the mid-1950s,
and just ten years later, with an improved oral vaccine, the incidence
of polio within the United States dropped from 38,000 cases per year
to less then 600. By 2004, only 1,170 cases were reported worldwide.
The rapid distribution of the polio vaccine and the near-worldwide
eradication of polio that followed could not have happened without
the cooperation of a number of different constituents.

Merck’s Mectizan® Donation Program for the treatment and erad-
ication of “river blindness” (also discussed by Professor Santoro in
his Introduction to Part I and by Dr. William Foege in Chapter 23)
is a remarkable achievement.1 Through the partnering of several
NGOs, the World Health Organization, numerous ministries of health,
UNICEF, and thousands of small communities in less developed coun-
tries, Merck has been able to make tremendous inroads in helping
to eradicate river blindness, a disease that affects millions of peo-
ple every year. Since its inception in 1987, the Mectizan® Donation
Program has distributed more than 850 million doses to more than
30 million people.

Another exciting and life-saving scenario success story in the mak-
ing is the accelerated discovery, development, and distribution of the
compound TMC120, a microbicide gel for the prevention of HIV infec-
tion in women and girls, who account for about half of all HIV infec-
tions worldwide. The Johnson & Johnson (J&J) subsidiary Tibotec
recently partnered with the International Partnership for Microbicides,
an NGO, on a royalty-free agreement where J&J is carrying the costs
of developing TMC120 through Phase II testing in order to promote
its rapid development and distribution to resource-poor countries.

These are just a few of the many stories surrounding the ability of
pharmaceutical innovation to serve as a starting point for dramatically
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improving people’s lives. As we move further into the twenty-first
century, we can look to these success stories as proof that by work-
ing together we can solve the most difficult public health problems
throughout the world. The key to success will come from the funda-
mental idea that due to our ever increasingly connected healthcare
systems and global economies, solving the world’s health problems
will benefit all people and therefore all countries. In order to succeed
in this initiative, we must first work on finding common ground on the
most difficult issues. By creating partnerships, based on a foundation of
trust and well-intentioned visions, we can continue to promote health
and prosperity while maintaining standards of civic responsibility. This
may seem idealistic, but from looking at the contributions to this book,
it is evident that this concept already has support from many vantage
points.

changing approaches

In order to successfully resolve the larger issues facing the health-
care system, several steps must be taken. First, we will need collabora-
tive efforts from the major constituents that make up the fragmented
systems of healthcare delivery in this country and around the world.
Second, a thoughtful and well-orchestrated campaign will be needed to
raise public support for tackling these issues. Finally, the healthcare sys-
tem’s key stakeholders must agree upon a comprehensive strategy with
clear timelines to addresses manageably sized issues and objectives
within the wide realm of our healthcare system’s problems. Attempt-
ing to build a structure to overhaul and address all of our healthcare
system’s problems comprehensively at the same time will inevitably
fall under its own weight. Only by working in partnership for clear and
defined goals can we expect to succeed in improving the many issues
that affect the global health of all people.

Another challenge we face is entrenched thinking and historical
blame-gaming. For many decades, as healthcare costs have grown faster
than GDP and the percentage of the U.S. population without insurance
has increased, our healthcare system has been characterized as one in
“crisis,” and arguments raged about who must take the responsibility,
or the blame, for the many basic problems. The pharmaceutical industry
often is the focus of the majority of complaints on many different issues.
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Over and over, both through personal experience and in historical
reading, I have found that bickering and retreating to ideological
positions results in an impasse, especially as it pertains to increasing
healthcare coverage. The result of such impasses is a stalemate: no
progress is made, big problems get bigger, and those in need continue to
suffer.

Although diverse groups have often failed to reach consensus, move-
ment forward will require collaboration among groups representing
the various healthcare constituencies, including payers, patients, and
providers. Historically, pharmaceutical companies have been part of
these discussions because we have an obligation to ensure that patients
are receiving safe and effective medicines. But companies also have an
obligation to employees and shareholders to generate profits. Gov-
ernments have responsibilities to their entire constituencies, but they
must also weigh the costs of social programs versus economic devel-
opment, and factor in the effects of putting burdens on the rich to
assist the poor and the elderly. Physicians strive to provide the best
care for patients, but in today’s complex healthcare scheme, they often
are given the task of being economic “gatekeepers” by managed care
organizations. They are rewarded for controlling costs and limiting the
use of potentially expensive tests, procedures, and treatments. At the
same time, they must worry and prepare for the possibility of medi-
cal liability. Patients, of course, are involved in this debate too. They
often are taken to task for their lifestyles, eating habits, and other
issues that can lead to increased health problems and long-term costs.
It is apparent that finger pointing does little to address the underlying
problems of our healthcare system. Rather, all of the partners of the
world’s healthcare system must accept some level of responsibility and
accountability in the development of solutions to these problems. Only
when this multilateral kind of cooperation exists can we institute an
overarching strategy to resolve these issues.

As the person entrusted with government affairs and policy at
Johnson & Johnson, I have learned over many years that the only
way progress is made is through collaboration. The way to gain buy-in
from the many different stakeholders is to find common ground on
reasonably containable issues or problems where successful improve-
ments will lead to benefits for everyone involved. Using the ideas
in this book as one starting point, we can create a dialogue among
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the researchers, physicians, managed care organizations, healthcare
providers, pharmaceutical industry, nongovernmental organizations,
governments, employers, and patients as a way to find common ground
as we work better and more effectively as partners to improve the
healthcare system for everyone.

For the past six years, I have been a part of an effort that cap-
tures the essence of the collaborative attitude. That effort is known
as the Health Sector Assembly (HSA). The initiatives undertaken
by this collaborative and diverse organization are focused on gen-
erating positive reform in today’s healthcare system. The HSA is a
group of approximately 60 concerned leaders from public and pri-
vate sector corporations, organizations, and institutions that meet
voluntarily to discuss issues of broad national significance. Leaders
from the U.S. Chamber of Commerce, the American Association of
Retired Persons, The Robert Wood Johnson Foundation, the American
Medical Association, the National Alliance for Hispanic Health, the
Catholic Health Association, Families USA, the National Consumer
League, the National Rural Health Association, the Healthcare Lead-
ership Council, a few businesses, and many other associations, aca-
demic institutions, governments and healthcare organizations have
attended these meetings. Over the past several years, this broad group
of healthcare experts have made recommendations to improve the
overall quality and availability of healthcare for all people. By spending
time with each other, developing trust, and finding common ground, we
have eliminated the bottleneck of win/lose. We have developed broad
consensus statements to deal with issues such as care for the grow-
ing elderly population, improving the healthcare safety net, caring for
patients with chronic conditions, providing access for the uninsured,
Medicare reform, and national and global reforms to address access
and affordability. Pulitzer Prize-winning columnist David Broder of
The Washington Post commented on the Health Sector Assembly, stat-
ing that “A more substantive approach to finding agreement (in health-
care) has been taking place in recent years under the auspice of the Health
Sector Assembly. . . .”2 The HSA’s success demonstrates that the sta-
tus quo is no longer a sustainable option after one’s self-interest. The
diversity of its contributing members is critical to creating viable con-
sensus opinions and recommendations that can gain majority support
outside the group and foster change in the current system.
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Care of the Elderly

Improved care for the elderly has been one of the focal points of the
Health Sector Assembly. By starting with clear goals in mind, the HSA
outlined the major principles surrounding the three core issues of cov-
erage, delivery, and financing of healthcare for the elderly. The HSA’s
proposal identifies the key challenges and unresolved issues that need
to be addressed in order to ensure the successful movement forward.
The challenges that remain are creating a sense of urgency based on
future expected access and affordability challenges for the elderly,
establishing trust among key stakeholders to get them to work toward
solutions, and reconciling the proposal with the current Medicare pro-
gram to implement successful changes. These are no small hurdles.
The leadership that has assembled at the HSA has taken on the task
of mapping out a potential path to solutions, but it is still going to take
the collaboration of many different public and private institutions to
see this process to fruition.

Chronic Care

Chronic care patients garner the largest percentage of healthcare
resources. As the size of this population increases, it is crucial that
we act to create an integrated system to manage the many different
areas involved in chronic care. From initial acute clinical intervention
and diagnosis to long-term home care, the need for an integrated care
paradigm is evident.

The future of chronic care treatment is patient-focused. This entails
implementing education systems for the patient as well as for the indi-
viduals directly involved in assisting them in managing their care. This
education will empower patients to monitor their symptoms and suc-
cessfully manage their own complex treatment regimens, including
their multiple medications, hospital visits, and diagnostic tests. This
idea of an increased “health literacy” was mentioned by Dr. Valentine
Burroughs earlier in the book, and it applies not only to compliance in
clinical trials, but also to disease prevention and the care and treatment
of the chronically ill.

Healthcare Safety Net

The healthcare safety net that currently exists in the United States has
been a topic of much discussion by the Health Sector Assembly. It is
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agreed that the best way to solve the problems of the deteriorating
safety net in the United States is to reduce the need for it by provid-
ing healthcare coverage to all people. Having set a practical ten-year
goal of 97 percent coverage, the HSA understands that given world
events and economic challenges, the safety net is a necessary part of
the healthcare delivery system and will remain so for a long time to
come.

The safety net currently is made up of a fragmented group of public
and private institutions and organizations that provide healthcare ser-
vices to those in need. This patchwork system operates mainly at the
local level and varies dramatically in accessibility and quality, depend-
ing on location.

Improving the infrastructure and ensuring adequate financing are
two of the most pressing challenges facing the system. Determining the
components needed to enhance the infrastructure should be done on
a local basis to best tailor the needs to the individual region. The goal
should be to locate treatment services within the patient’s community,
offer a choice of providers, and place a strong emphasis on health pro-
motion and disease prevention. The financing of the safety net should
continue to draw from the philanthropy of providers and institutions
that traditionally donate services, medication, and other resources,
but the greatest burden will fall on the local, state, and federal
governments.

The HSA has taken on these initiatives in hopes that it will bring a
broad national awareness to the problems and spur local and national
actions. By doing so, we are creating a platform for further dialogue
and laying the groundwork for collaboration by the key stakeholders
in order to improve the overall state of the healthcare system. In many
ways, this book reflects the philosophy of the HSA. It raises for dis-
cussion a broad range of issues that affect the healthcare system, in
general terms, and the pharmaceutical industry in particular.

conclusions

Many of the issues raised throughout this book have the potential to
be highly divisive in nature. When groups with mutual concerns are
not willing to work to find common ground on issues, it often leads to
an impasse or stasis, prolonged systemic inefficiencies, and ultimately
a decline in the quality and accessibility of healthcare. In order to
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avoid these pitfalls, we must have strong leadership that is able to
overcome the emotional and philosophical differences and work across
a broad spectrum of constituencies to find issues of manageable size
that can be foci for practical collaborative thinking and action. The
strategic initiatives derived from these collaborations should follow
the fundamental ethical principle that actions need to be based upon
the best interests of the patient.

Obviously, much more remains to be done. This book is just one
piece of the beginnings of a mosaic outlining what we need to do to
successfully provide adequate healthcare for all people. Partnerships
such as the Health Sector Assembly, and the programs developed to
deliver medications to third world countries, such as those for polio,
river blindness, and HIV/AIDS, can serve as examples and templates
to build upon. The leadership of the key stakeholder groups, scientists,
physicians, patients, pharmaceutical companies, governments, insurers,
and providers, must continue on this path to address the challenges fac-
ing our healthcare system. The risk for many of these groups is that,
if impasses remain, and problems compound, stakeholders may lose
the ability to provide input about decisions made to improve health-
care. The result could be that payers and governments make unilateral
decisions that will ultimately hurt patients, undermine innovation, and
erode the quality and stability of our healthcare system. It is in every-
one’s best interest to work together to improve our healthcare system.
As Ben Franklin said at the signing of the Declaration of Indepen-
dence, “We must all hang together, or most assuredly we will all hang
separately.”
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Property Rights in Crisis

Managers and Rescue

Nien-hê Hsieh

The chapters in this book present a challenge under the current prop-
erty rights regime. On one hand, the case has been made that the dire
plight of persons suffering from HIV/AIDS in developing countries
requires relaxing the protection of patent rights held by pharmaceuti-
cal companies for essential HIV/AIDS medicines. On the other hand,
relaxing protection of those patent rights appears to call into ques-
tion the philosophical foundations of the current intellectual property
rights regime and the for-profit nature of the pharmaceutical industry.

This chapter takes up this challenge. Specifically, the chapter aims
to ground the pharmaceutical industry’s response to the HIV/AIDS
crisis in a way that takes the current property rights regime as a given.
Central to this account is an examination of the nature of property
rights in the context of a crisis.

property rights and the hiv/aids crisis

In Chapter 19, James Thuo Gathii criticizes the argument that the
problem of access to HIV/AIDS medicines in developing countries is
best addressed by alleviating the widespread poverty in those coun-
tries. As part of his account, Gathii chronicles steps taken by Western
governments to enforce the protection of patent rights on medicines to
treat those afflicted by HIV/AIDS. He describes, for example, the U.S.
response to the passage in 1997 of an amendment to South Africa’s
Medicines and Related Substances Act to improve access to essential
HIV/AIDS medicines for South African citizens by authorizing com-
pulsory licensing and parallel importing. Gathii concludes that in the

379
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end, increasing access to essential HIV/AIDS medicines in developing
countries requires allowing exceptions such as these to the protection
of patent rights. To enforce patent protection under the existing regime
of intellectual property rights and to focus attention on the issue of
poverty is to miss the point.

In their chapter (15), Patricia Werhane and Michael Gorman ana-
lyze the arguments given in defense of the current regime of intellec-
tual property rights. The current regime of intellectual property rights
is consistent with treating intellectual property as though it were simi-
lar to real or physical property. Rights to real or physical property are
often taken to grant the possessor exclusive and proprietary use of that
property. Ideas, however, as Werhane and Gorman argue, are normally
the result of “a long history of scientific or technological development
and numbers of networks of creativity, not the act of a single person
or a group of people at one moment in time.” As such, it is mistaken
to grant an exclusive and proprietary right to the person or group of
persons who brought an idea to fruition in the final stage of its develop-
ment in the same manner as one would grant such a right to the use of
real or physical property. Instead, according to Werhane and Gorman,
intellectual property should be understood from the perspective of
a “network approach.” A network approach to intellectual property
would reflect the shared nature of discovery in the development of
intellectual property and thereby weaken the claim of patent holders
to the protection of intellectual property rights.

Taken together, these chapters outline one way in which to ground a
response to the HIV/AIDS pandemic on the part of the pharmaceutical
industry. In particular, these chapters suggest that adopting a network
approach to intellectual property would justify the use of mechanisms
such as compulsory licensing and parallel importing to increase access
to essential HIV/AIDS medicines in developing countries. Although
there is much to recommend it, grounding a response in this way may
encounter certain objections.

To begin, William Weldon argues in Chapter 16 that the profits
earned by pharmaceutical companies under the current intellectual
property rights regime provide both the incentive and the means to
fund the development of new medicines. Extending Weldon’s argu-
ment, to change the current regime of patent protection in order to
address the HIV/AIDS crisis is to run the risk of undermining the
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very system that gives rise to the developments that allow the allevia-
tion of the suffering from HIV/AIDS in the first place. Furthermore,
calling for relaxed patent protection, and thereby reduced profits for
the pharmaceutical industry, would appear to suggest calling upon the
pharmaceutical industry to reconsider its nature as a for-profit business
enterprise. As Greg Koski notes in Chapter 24, however, the Institute
for OneWorld Health is the only nonprofit pharmaceutical company to
date. Until there are other such nonprofit pharmaceutical companies,
the development and provision of medicines will involve for-profit
companies that are responsible not only to persons in need of their
medicines, but also to their shareholders.

These potential objections are compelling reasons to ground a
response on the part of the pharmaceutical industry to the HIV/AIDS
crisis in a manner that will not challenge the fundamental features of
the current property rights regime. These potential objections reflect
two features of the current property rights regime, broadly under-
stood. The first is the granting of enforceable patent rights to phar-
maceutical companies for HIV/AIDS medicines. The second feature
is the for-profit nature of pharmaceutical companies, the managers of
which have responsibilities to shareholders. Grounding a response to
the HIV/AIDS crisis that takes these two features as given is not to sug-
gest that these or other features of the current property rights regime
should not be reconsidered. Instead, the point is to make the case that
a response by the pharmaceutical industry to the HIV/AIDS crisis need
not be a radical departure from the current property rights regime.

the rescue principle

The starting point of the analysis is framing the issue of the pharma-
ceutical industry’s response to the HIV/AIDS crisis in terms of the
decisions made by managers of pharmaceutical companies. Focusing
on what managers of pharmaceutical companies are permitted and
required to do within the current property rights regime then allows
consideration of a response to the HIV/AIDS crisis that incorpo-
rates the two features of the current property rights regime outlined
above.

The dire plight of those afflicted by the HIV/AIDS pandemic is
motivating the challenges to the current property rights regime and its
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enforcement. As Werhane and Gorman write, with a projected 100 mil-
lion HIV deaths, the HIV/AIDS pandemic represents an “international
emergency.” The critical nature of this plight grounds an approach
that calls upon managers of pharmaceutical companies to help alle-
viate that suffering within the current property rights regime. This
approach avoids fundamentally undermining the two features of the
current property rights regime outlined above. Central to this argu-
ment is the claim that there is a duty to engage in rescue in cases of
emergency. Call the principle specifying this duty the Rescue Principle.

The Rescue Principle has been articulated by a number of philoso-
phers. According to one formulation, as put forward by T. M. Scanlon,
“if you are presented with a situation in which you can prevent some-
thing very bad from happening, or alleviate someone’s dire plight, by
making only a slight (or even moderate) sacrifice, then it would be
wrong not to do so.”1 There are three criteria for the duty of rescue
to apply to a person. First, the nature of the plight is dire. Second, the
person in question is able to help alleviate the plight. The ability to
alleviate the plight is taken to refer both to the fact that the person is
in a position to alleviate the plight and has the means by which to do
so at his or her disposal. Third, the alleviation of the plight is limited
by the sacrifice that it requires of the person in question. That is to say,
if alleviating the plight would require the person to incur a sacrifice
above some threshold, then he or she would not be considered bound
by a duty of rescue to alleviate that plight.

In the context of the HIV/AIDS crisis in developing countries,
there is reason to think that these three conditions apply to man-
agers of pharmaceutical companies. First, if the plight of those suf-
fering from HIV/AIDS does not count as dire, then it is unclear
what does. Second, pharmaceutical companies are well positioned to
help alleviate the plight in ways that other parties are not. As dis-
cussed in the previous chapters, in addition to relaxing the enforce-
ment of patent protection, pharmaceutical companies are in a position
to provide donations of essential HIV/AIDS medicines to persons
in developing countries. Third, although engaging in these activities
requires a degree of sacrifice on the part of pharmaceutical companies,
there is reason to think that the sacrifice is moderate relative to the
plight that they are in a position to help alleviate. The reasoning is as
follows.
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At first, it may seem that the sacrifice required of pharmaceuti-
cal companies in relaxing patent protection and donating essential
HIV/AIDS medicines is far above the threshold beyond which the
duty of rescue no longer applies. Many of the persons suffering from
the HIV/AIDS pandemic lack the resources to purchase essential
HIV/AIDS medicines at current market prices and live in conditions
that make the administration of treatment difficult. It would at first
appear that the amount of assistance that can be justified by the Rescue
Principle on the part of pharmaceutical companies is not that great rela-
tive to the degree of suffering resulting from the HIV/AIDS pandemic.

In response, however, it may be pointed out that the development of
essential HIV/AIDS medicines has already occurred and that pharma-
ceutical companies were not anticipating the sale of these medicines
to persons in developing countries at market prices. One could argue,
therefore, that pharmaceutical companies incur relatively little sacri-
fice by providing these medicines for free, or at manufacturing cost,
to developing countries and by relaxing the enforcement of patent
protection. To be clear, this assumes that the HIV/AIDS medicines
remain within those countries and are not sold in developed coun-
try markets, which, as Werhane and Gorman point out, is a distinct
possibility. With that said, the general point remains that the cost to
pharmaceutical companies is the profit forgone on the sale of essential
HIV/AIDS medicines to the poor in developing countries. But because
these sales were never anticipated, the sacrifice required of pharma-
ceutical companies is much lower than might initially be thought to be
the case. This would suggest that the amount of assistance that can be
justified by the Rescue Principle is not as insignificant as one might
initially think.

On the basis of the argument thus far, the response by managers of
pharmaceutical companies to the HIV/AIDS crisis can be justified by
a duty of rescue to help alleviate the suffering in the HIV/AIDS crisis.
Grounding their response in this way avoids undermining the two,
assumed features of the property rights regime – namely, the granting
of enforceable patent rights and the for-profit nature of pharmaceutical
companies.

With regard to the granting of enforceable patent rights, relaxing the
enforcement of patent protection for reasons of rescue need not repre-
sent a challenge. As discussed by Werhane and Gorman in Chapter 15,
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human beings have basic rights that are fundamental and inviolable.
These include rights to life, liberty, and survival. The Rescue Principle
applies to individuals and the resources at their disposal that enable
them to engage in rescue. When a person comes under a duty to res-
cue, the exercise of his or her right to liberty is curtailed in one sense.
There is a moral duty that takes priority over the liberty right in the
instance of rescue. It seems mistaken, however, to conclude that the
right to liberty is any less basic a right. Similarly, it seems mistaken to
conclude that because a person is under a duty to use the resources at
his or her disposal to engage in rescue, his or her property rights over
those resources are weakened in any fundamental sense. Accordingly,
whereas the Rescue Principle requires the relaxation of the enforce-
ment of patent protection, this does not imply that the patent rights
granted to pharmaceutical companies are weakened in any fundamen-
tal sense.

Grounding the pharmaceutical industry’s response with reference to
the Rescue Principle also preserves the second, assumed feature of the
property rights regime, which is the for-profit nature of pharmaceutical
companies. The Rescue Principle does not require a person to relin-
quish personal pursuits to become a full-time provider of assistance
to others. The point of the Rescue Principle is that when confronted
with an instance to engage in rescue in the course of normal activi-
ties, a person comes under a duty to engage in rescue. Similarly, the
claim is not that pharmaceutical companies need to become nonprofit
enterprises, but rather that given the crisis situation in which they find
themselves, the responsibility to engage in rescue arises. Engaging in
an act of rescue need not require pharmaceutical companies to alter in
any fundamental way their purpose as for-profit business enterprises.

At this point, one might argue that by engaging in rescue, man-
agers of pharmaceutical companies are violating their responsibilities
to shareholders by imposing a cost on them. In response, it may be
pointed out that there are situations in which persons are required to
engage in rescue even if this involves a cost to others. To be certain,
there are limits to how much cost it is permissible to impose upon third
parties to engage in rescue, and the responsibilities of managers to
shareholders may place further limits on how much assistance can be
required of managers to address the HIV/AIDS crisis. That there are
limits to the amount of assistance that can be required of managers,
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however, does not imply that there is no responsibility to engage in
rescue.

By focusing on the role of managers of pharmaceutical companies
and the Rescue Principle, this discussion argues that it is possible to
adopt an approach that will allow a pharmaceutical industry response
to the HIV/AIDS crisis that does not also challenge the current prop-
erty rights regime. Relaxing the protection of patent rights and donat-
ing essential HIV/AIDS medicines, if done on grounds of rescue, need
not undermine fundamental features of the property rights regime. In
short, in moments of crisis, the dire plight of persons may take priority
over property rights in a way that need not call into crisis the idea of
property rights themselves.

future challenges

The Rescue Principle is limited in what it requires of persons. The
HIV/AIDS pandemic, however, is not the only crisis situation that the
pharmaceutical industry is able to help alleviate. Looking forward into
the twenty-first century, it is also hard to imagine that there will not be
additional healthcare crises. Moreover, responding to crises is only one
of the many issues to consider with regard to property rights and the
pharmaceutical industry. One issue to consider is the development of
medicines specifically targeting problems unique to developing coun-
tries. In the light of these points, a more comprehensive framework
will be required to evaluate the nature of the property rights regime
and the role of the pharmaceutical industry, governments, and other
private-sector actors in addressing healthcare needs.

Other chapters in this book have considered elements of this
broader framework. The aim of this chapter has been to ground a
near-time response to the HIV/AIDS crisis in a way that avoids having
first to address this broader debate about property rights. However, it
would be a mistake to wait until another crisis to settle this broader
debate, because by then, it may be too late.
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Blurring the Lines

Public and Private Partnerships Addressing
Global Health

William H. Foege

introduction

It is common to think of public/private partnerships as the latest chap-
ter in global health improvement, and it is true that such partnerships
are much in the news. But it is also true that few things are truly new.

Several thousand years ago, the Greek and Roman historian Poly-
bius (Greek by origin, but as a captive of Rome he also chronicled
Roman history) pointed out that the world is a dynamic whole where
everything is interconnected. This has been true for public health and
global health, where every advance has combined private initiatives
and public efforts. Although some would interpret blurring the lines
as the result of being out of focus, the real interpretation is that there
is no distinct line because we are all in this together.

The immunization program in the United States has been only one
example. Almost fifty years ago the announcement that the Salk polio
vaccine could actually prevent the disease was one of the great days in
public health. Much of the funding came from donations of individuals
to the “March of Dimes.” Work was done in both public and private lab-
oratories, private companies produced the vaccine, and the announce-
ment was made at a public university, the University of Michigan. There
Tommy Francis coordinated the largest field trial ever attempted, which
involved both public and private institutions and workers.

But the next few days were even greater because the announcement
of an effective vaccine led the U.S. government to seek public funds
for the purchase of vaccine. At first the intent was to purchase vaccine
for poor children, but by the time the debate ended, there was an

386
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understanding that vaccines provided both personal protection and
a social good. Again the line between public and private had been
blurred by the realization that we are in this together. During the early
1980s when immunization programs were reaching maturity in this
country, approximately half of the immunizations given to children
were given in public clinics, the other half in private offices. Often the
vaccine given by a private physician was purchased with public funds.
Although the public and private lines were crossed repeatedly in the
research, development, and then production of polio vaccine, the line
between public and private became blurred entirely in the purchase
and delivery of the vaccine, to the point of benefit for the children of
this country.

In global health there have been attempts recently to catalog the
programs where success can be shown and proven by tracking inputs
and outcomes and showing that an intervention led to an improvement
of health. Many programs have demonstrated success and, as expected,
there are many ways to organize such successful programs. What is the
one characteristic in common? Every success was the result of a suc-
cessful coalition, almost always including public and private partners.

examples of global health success

Although examples are plentiful, the brevity of this chapter allows
only short examples. Smallpox eradication was possible because of
cooperation that crossed political boundaries and the boundaries of
specialties, as well as the involvement of governments, public health
workers, medical facilities, faith groups, volunteers, foundations, and
private companies. Many private groups were heavily involved, manu-
facturing vaccine, bottles, needles, and jet injectors, as well as all of the
materials needed to conduct a campaign involving millions of people.
The actions of Wyeth are but one example of the private contribution
to this public goal, but they symbolize the crucial role of the private
sector. On developing the bifurcated needle, which made it possible
to train vaccinators easily, improve the effectiveness of vaccination
techniques, and consistently deliver safe vaccine, Wyeth obtained a
patent on July 13, 1965, Patent 3,194,237, and then gave the patent
to the World Health Organization, forgoing its own profit. It was a
crucial contribution for which they sought no recognition and there is
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no way to properly thank them. Even in the countries with smallpox,
private industry came to the assistance of the program in helping with
transport, materials, and publicity, or even in larger ways, as when Tata
Industries in India took responsibility for eradication in a large geo-
graphic area, at their own expense. These are two of countless stories.

Another example is the use of Mectizan® in the treatment and
reduction of transmission of onchocerciasis (river blindness), which
is also discussed above by Professsor Santoro (in his introduction to
Part I) and Dr. Gorrie (in Chapter 21). Twenty-five years ago, Merck &
Co. developed a drug for heartworm in dogs. They could have stopped
at that point but they proceeded to test the drug against onchocerca in
humans. Although the drug turned out to be very effective in removing
micofilaria when given once a year, thereby preventing blindness and
the systemic effects of the microfilaria, it was realized immediately that
there was no viable market for an inexpensive drug, used once a year,
by some of the poorest people in the world. Merck could have stopped
at that point, but they made a decision to donate the drug for use by
any group that could deliver it effectively. Some 300 million treatments
have now been given in the last 17 years, leading to a reduction in mis-
ery and blindness that is beyond comprehension. This has required
the coordination of many public groups such as WHO, UNICEF, the
World Bank, and ministries of health with dozens of private groups,
including foundations, medical mission organizations, and nongovern-
mental agencies. But the program has only been possible because a
private company, Merck, donated the medication free.

When Glaxo-Wellcome developed a new antimalarial drug,
Malarone, they recognized the extraordinary potential for the drug
because it was a combination of two drugs. This immediately reduced
the chance of resistance developing quickly. However, the drug is costly
to manufacture and would therefore be less useful in the areas of the
world where the need is greatest. Glaxo offered to provide a million
treatments if there were a way to identify a way to treat those in most
need rather than those most able to pay. Studies in Africa have demon-
strated it is possible to identify patients who have been shown to be
resistant to other antimalarial drugs and to provide Malarone under
direct observational therapy. These studies are convincing that it is
possible, under field conditions, to get Malarone to the people who
need it, successfully treat malaria resistant to other medications, and
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reduce the possibility of resistance to Malarone by appropriate and
full therapy.

The Mectizan Expert Committee was meeting in France to review
the progress of Mectizan® delivery and to approve new applications
when a presentation by Dr. Eric Ottesen, of the World Health Orga-
nization, caused great excitement. Dr. Ottesen reported on a study
using both Mectizan® and albendazole in the treatment of lymphatic
filariasis. The use of the drugs separately had not been impressive,
but when combined the drugs showed promise. The discussion imme-
diately focused on the possibility of securing albendazole for large
programs against this disease. Further encouragement was found in
the latest reports on the clinical care of patients with lymphatic filari-
asis to reduce infections and to reduce the edema accompanying such
infections. It was decided that the group should find a way to make an
overture to SmithKline for free or subsidized albendazole.

No one at that meeting could have anticipated the serendipitous
moment for that report. The next morning with the meeting again
under way, President Jimmy Carter called to say that although it was
5 A.M. in Atlanta, he was so excited that he needed to talk about a new
possibility in global health. The night before, while having dinner with
the CEO of SmithKline, President Carter had been asked if there was
anything SmithKline could do in the global health area. After being
briefed on the presentation heard the day before, President Carter
called the CEO of SmithKline and that began the process that has led
to two pharmaceutical companies combining their efforts with those
of the World Health Organization, universities, ministries of health,
and nongovernmental organizations in a global effort to reduce the
enormous toll extracted by lymphatic filariasis.

Returning to the story of polio, the early public/private efforts lead-
ing to a vaccine and use in the United States finally led to the logical
conclusion with a global effort under way. Again, the power of the
story is found in the public and private cooperation that developed.
In 1985, Rotary International, a service organization, pledged to raise
$120 million for global polio efforts by their centennial in 2005. Rotary
members are found around the world combining public and private in
each local organization with members who are small business people,
teachers, and others representing public life. Rotary members found
polio such a compelling project that the time frame for raising the
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money was gradually reduced from twenty to ten and then to five years.
Then when they realized that they had pledges for the total amount,
Rotary began to increase the monetary goal, and they had soon raised
$300 million, then $400 million, and now they have raised over $500 mil-
lion. Much of the funding, privately raised, goes to public organizations,
such as UNICEF for the purchase of vaccine, or the Centers for Disease
Control for the provision of epidemiological services. Local business
leaders often provide transportation, printing, and massive support for
National Immunization Days. Again, the lines between public and pri-
vate have been totally blurred and this blurring has been for the benefit
of the children of the world.

The success of these programs, plus dozens of others at both global
and local levels, has encouraged dozens of public/private ventures for
vaccine production, new drug development, health delivery programs
in developing countries, and micronutrient fortification programs.

thoughts for the future

It is apparent that the best improvements in health can be expected only
with public/private partnerships. Leadership is no longer the result of
someone having a title, but rather leadership goes to the person who
develops an effective coalition. It is also clear what the benefits are
for health and for those in the public sector, which is always lacking
in resources but holds a responsibility to improve health. But then
the question is asked, “What is the benefit to the private sector?” As
demonstrated at Merck and now other corporations, the real benefit
is engagement in the problems of the world and a work force that takes
a new pride in working for a company willing to do such work. This is
a tangible benefit to the corporation as it provides new meaning for its
work force.

AIDS now requires the best we have to offer in partnerships, not
only to make drugs more effective and more affordable, but also to pro-
mote what would not seem to be in the interest of the private sector,
namely prevention. Prevention will lead to improvements in develop-
ment, the work force, product demands, and stability. Not one of us
is as powerful as all of us in improving the health of the world. To
improve global health by effectively controlling AIDS requires us to
develop seamless cooperation between public and private efforts. The
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opportunities for such cooperation are clear in treatment and preven-
tion, but they also exist in providing a more hopeful future for the
many children left orphans by the epidemic. The NOAH’s Ark project
(Nurturing Orphans of AIDS for Humanity) in South Africa, a non-
governmental organization, is an example of what corporate support
can do in strengthening communities to respond in a positive way to
the care and nurture of the orphans in their own communities.

Public/private cooperation needs to extend to agreements on the
selection of global research priorities and the willingness of decision
makers in public policy both to fund such global research priorities
through the National Institutes of Health and universities, but also
to contract for certain types of research best done in the private
sector.

It means not only urging countries to contribute to the Global Fund
but also to encourage corporate giving to the Global Fund. In addition,
the future should include more attempts to merge the expertise of both
public and private groups as has been done with the AIDS project
in Botswana where Merck, the Bill and Melinda Gates Foundation,
Harvard University, the Centers for Disease Control, and others have
formed a venture with the government of Botswana to seek answers as
to how best to deliver the science now available, under the conditions
in Africa.

Repeatedly it has been found that the biggest barrier now encoun-
tered in providing some equity in global health is the scarcity of man-
agement skills. The difference between scientific knowledge improving
the health of a group of people or not improving their health finally
comes down to management. It is difficult for ministries of health to
compete with the private sector for the best managers and it is difficult
for them to train an excess of workers with the knowledge that many
will go to the private sector.

But if corporations, both pharmaceutical and others, continue to be
willing to assume a role in solving this problem, it might be possible
for them to provide not only their best scientists but also their best
managers for limited periods of time as part of career development.
If promising managers were expected to spend a year or two working
on the improvement of health delivery systems in developing areas,
supervising field workers, and developing health training programs,
the training component for global health could be strengthened and
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corporations would have executives with a new understanding of the
world.

The marketplace is not the answer to all questions facing society.
Likewise, the public sector cannot solve all social problems. But the
combination of public and private efforts, when harnessed together
in an effort to achieve a clear and shared health objective, provides a
powerful force that exceeds the sum of its separate efforts. We owe the
future nothing less than our best efforts to combine these efforts for
health.
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Renegotiating the Grand Bargain

Balancing Prices, Profits, People, and Principles

Edward Greg Koski

At the close of the nineteenth century, the pharmaceutical industry
bore little resemblance to the industry we know today, except for
the widespread public concern for the safety of compounds sold for
treatment and prevention of disease. Much of this concern stemmed
from unacceptable marketing practices of “snake-oil salesmen” hawk-
ing their goods to a hopeful but uninformed populace, with false claims
of efficacy for untested products, many of which were devoid of benefit
and actually harmful to human health. Tragedy and public outcry led
to legislative action, ultimately taking form as the Food, Drug and Cos-
metic Act, the law that forever changed the industry by establishing a
regulated approach to testing and marketing of pharmaceutical prod-
ucts in the United States under the Food and Drug Administration
(FDA).

The thalidomide tragedy of the late 1960s resulted in major reform
of the FDA, requiring that all products be thoroughly tested for both
safety and efficacy before they could be approved for marketing. Over
the years, FDA regulations have become ever more detailed, complex,
and invasive, to the point that today, many in the industry, as well as
scientists, government, and even patient advocacy groups, complain
that this onerous regulatory burden has stymied the introduction of
new products to the detriment of the industry, medical progress and
human health. William Weldon reflects this view in Chapter 16, “A
Future Agenda for Government–Industry Relations.”

At the same time, however, the pharmaceutical industry is being
intensely criticized both in the United States and abroad for a host of
perceived failures, including unethical research practices (as described
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by Dr. Valentine Burroughs in Chapter 5 and Glenna Crooks in Chap-
ter 6), unlawful marketing practices (discussed by Tom Abrams, an
FDA director, in Chapter 9), unfair pricing practices (questioned by
Joel Hay in Chapter 14), suppression of critical safety and efficacy
data, and manipulative business practices (such as abuses of direct-
to-consumer advertising, the subject of Chapter 10, by Professors
Meredith Rosenthal and Julie Donahue) to name but a few. These
topics have been thoughtfully considered by the several authors of this
volume. When one reads this collection of chapters covering a diverse
range of issues – from ethics and economics (which Jürgen Drews
explores in Chapter 1) to global health disparities (the subject of James
Gathii’s Chapter 19) – one cannot help but be moved by a sense that
the time has come to renegotiate what Professor Santoro has referred
to (in the Introduction to this volume) as “the grand bargain.”

the pharmaceutical industry’s declining public image

As the pharmaceutical and related biosciences industries emerged as
engines of economic growth and innovation in medicine during the
twentieth century, the people of the world watched with great hope,
awaiting the next breakthrough, believing that virtually any disease
could be cured or prevented by drugs. Both the promise and the produc-
tivity of research and development in the laboratories of our academic
institutions, our government research facilities and our pharmaceutical
companies warranted the optimism and support of the public. That sup-
port was provided in the form of investment capital and willing partici-
pation in the studies necessary to demonstrate the safety and efficacy of
new products, whether drugs or devices, and the pharmaceutical indus-
try enjoyed a position of esteemed respect. For nearly two decades,
the industry enjoyed a measure of public confidence and respect that
overshadowed all other industries, and with that respect, enjoyed a
margin of unprecedented profitability. Today, neither of these privi-
leged positions remains. Rising costs, declining profits, spreading price
controls, dwindling pipelines, expiring patents, and corporate scandals
have eroded investor confidence, and the public’s regard for the indus-
try and its practices continues to plummet faster than even that for the
tobacco industry.1 What is perhaps most tragic and ironic is that these
declines were both predictable and preventable.
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Along the way, there have been some notable detours from the path
toward decline of the industry – for example, the laudable handling
of the Tylenol-tampering case by the McNeil subsidiary of Johnson
& Johnson, still cited by many as the ultimate example of corporate
responsibility and an equally dramatic demonstration that even in busi-
ness, good deeds can be rewarded. The company sustained a tempo-
rary blow, but emerged with not only its integrity, but its profitability
intact, and its reputation for ethical conduct enhanced. A visitor to
its corporate offices still finds its now famous code of ethics promi-
nently displayed at the main entrance as a daily reminder to everyone
who enters there that J&J is committed to responsible conduct of its
affairs.2 Many companies have undertaken initiatives to address the
need to make their products available to some who cannot pay for, or
otherwise access them, and too frequently, these good deeds have not
been given the credit and recognition they deserve.

Despite these noble deeds, we know even the very best and most
altruistic industry efforts to be good citizens are frequently greeted
with suspicion and cynicism by a skeptical public that sees them as just
another clever marketing ploy. Legitimate efforts for the industry to
support worthy organizations and causes are today avoided or rejected
out of hand, solely because of the perception that they are tainted by
the industry’s “dirty money.” An industry-sponsored educational con-
ference, even if it is an honest effort to educate physicians, is somehow
denigrated by the words “sponsored by.” Although perception is not
reality, reality often shapes public perception – when one’s motives
are subject to suspicion, there is usually a reason. This phenomenon
is the hallmark of mistrust. As has been said before, trust is earned,
not purchased, and once lost, is terribly difficult to restore. Today, the
pharmaceutical industry is not trusted, and many see it as the victim of
greed.

The erosion of public respect for and trust in the pharmaceutical
industry can be attributed to its failure to conduct its business activ-
ities in an ethical manner. Although some would consider the con-
cept of “business ethics” an oxymoron, John Maxwell contends that
business conduct ought to be governed by the same ethical princi-
ples that apply to other endeavors. In his popular book There’s No
Such Thing as Business Ethics, he asserts that the Golden Rule, or the
notion of treating others as one would oneself want to be treated, is a
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fundamental principle of all human interaction, and that “business
ethics” is no exception.3 Simply restated, this is the principle of respect
for persons, the first principle of ethical conduct of human research
set forth in the so-called Belmont Report of the National Commission
for the Protection of Human Subjects in Biomedical and Behavioral
Research. To the principle of respect for persons, the Commission
added the principles of beneficence (to do good) and justice (to be
fair).4 Although the principles identified in the Belmont Report were
intended to provide a framework for the ethical conduct of human
research, including clinical research, they can usefully be applied
to the broader conduct of the pharmaceutical, device, and biologics
industries.

It is obviously easier to talk about ethical principles than it is to act
faithfully and consistently in accord with them. Nevertheless, had the
life sciences industries adopted and abided by this ethical framework
in the overall day to day conduct of the activities over the past thirty
years, they probably would not find themselves in the unfortunate posi-
tions they occupy today. Consider, for example, the recent controversy
surrounding the approval and marketing of antidepressants for use in
children. Although the industry was aware of an association between
an increased risk of suicidal thoughts and behavior in adolescents and
children taking selective serotonin re-uptake inhibitors (SSRIs), it con-
tinued to pursue approval for marketing of the drugs for treatment
of childhood depression, and even chose not to disclose to regula-
tory officials the results of completed trials that failed to demonstrate
efficacy of the drugs in this patient population. This and other issues
of child safety are addressed in Chapters 3 and 4, in the chapters by
Dianne Murphy and Sara Goldkind and Robert Nelson. This behav-
ior directly violates all of the ethical principles set forth above. It is
obviously disrespectful and unjust to withhold information that any
parent would reasonably want to have if a child were seeking safe and
effective treatment for depression. And what good could possibly be
done by bringing to market a drug that not only was ineffective, but
might also have carried with it an increased risk of suicide? Even some
ethicists would argue on utilitarian grounds that depriving the many
who might benefit from a drug an opportunity to receive it because of
potential adverse side effects observed in only a few, would be equally
unjust. In fact, this was the argument used by the U.S. FDA, an agency
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charged first and foremost with protecting public safety, to justify its
suppression of an internal analysis that cast doubt on the safety and
efficacy of these drugs in children. The principles of respect and benefi-
cence would dictate that such information be appropriately disclosed so
that parents, young patients, and their doctors are given the autonomy
to make treatment decisions for themselves, allowing those who were
demonstrably receiving benefit from the drugs to continue taking them.

On the corporate side, one might well ask why disclosure of informa-
tion would have been undesirable for a company that had pledged to
conduct its activities in an ethical manner. To many, the answer is clear –
that in this case, it was not principles of ethical conduct that drove the
actions of the companies, or for that matter the FDA, but a desire to
protect first the market for the product and the company’s profitabil-
ity. There can be no doubt that application of the simple principles of
ethical conduct in this case would have avoided a major Congressional
investigation and another unflattering scenario for an industry whose
actions have once again been characterized as driven by self-serving
corporate greed, rather than a commitment to doing good.

toward a sustainable and ethical pharmaceutical
industry in the twenty-first century

If one reviews the chapters in this volume with these simple ethical
principles in mind, one can begin to appreciate that it may be possible
to modify the practices of the global pharmaceutical industry, govern-
ments, scientists, and the public toward a more sustainable and ethical
pharmaceutical industry as the twenty-first century progresses, with
positive consequences for all. Of course, change never comes easily,
particularly when the diverse and often competing interests of so many
are at stake. But that does not mean that we should not try – indeed,
some already are, but the present efforts are inadequate in both scope
and number. Power to initiate change usually rests with the leaders
of industry and government. Unfortunately, if history is our guide, we
cannot expect these leaders to initiate change until events and pub-
lic pressure forces them to do so. In this case, people have enormous
power, and even ultimate control to affect reform. We see a histori-
cally recent example in Martin Delaney’s account of the AIDS crisis
in Chapter 17. Similarly, were an informed public suddenly to boycott
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participation in clinical trials, the industry would be forced to change
its practices overnight. This scenario is not all that unlikely if public
trust in the industry continues to decline.

Tragedy, scandal, and abuse are frequently the catalysts of reform.
In the United States, “reform” generally means that laws and regula-
tions are introduced to prohibit what are deemed to be the offending
practices. One cannot look at the current landscape of the pharmaceu-
tical industry, with the recent surge of high-profile lawsuits and set-
tlements, without noticing the dark clouds of reform on the horizon.
One may predict with some measure of confidence that several aspects
of industry practice are likely to become subjects of reform efforts.
The specter of price controls in the United States, the only unregu-
lated market for pharmaceutical products in the industrialized world,
is lurking at every turn, despite what many view as the pro-industry ori-
entation of the present administration in Washington. In a very short
period after disclosure of the SSRI data-suppression incident described
above, powerful members of Congress (Reps. Henry Waxman,
D-Calif., and Edward Markey, D-Mass.) introduced very strong leg-
islation that would require the establishment of a public registry of all
clinical trials and their results, and that trials be registered before an
institutional review board (IRB), or ethics committee, could approve
their initiation.5 Despite resistance from some parts of the industry,
public pressure is likely to enable passage of this bill, which would bring
about what many would consider to be radical change in industry prac-
tice. With state and municipal governments and private citizens across
the country already flouting regulations to import lower cost prescrip-
tion drugs from Canada and other countries where prices are already
controlled, and with the U.S. Congress already considering legislation
that would freely permit such importation, we may be entering an era
of de facto price controls, even in the absence of specific regulatory
action. This fact is surely not lost on the leaders of the industry or their
minions among the ranks of Washington’s abundant lobbyists.

Although the industry steadfastly maintains that its primary mission
is to develop new drugs for the benefit of humanity, drugs to improve
the duration and quality of our lives, these claims evoke cynical laugh-
ter among critics who see profits as the industry’s primary goal and
motivation. On the other hand, one must take note of the endorse-
ment of proposals for registration of clinical trials by pharmaceutical
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leaders such as Johnson & Johnson. Perhaps the notion that the indus-
try could actually jump from the swamp onto the path of righteousness
is not sheer folly, or even as unlikely as most would imagine. Even
today, there are giants among the leadership of the industry who could
accept the mantel of leadership, such as Roy Vagelos, the former CEO
of Merck during much of the golden era of Merck’s tenure as the most
highly respected company in the industry.

Some professional organizations already have paved the way by
adopting very strong codes of ethical conduct to which their mem-
bers attest their support. Two of these, the Association of Clinical
Research Professionals and the American Academy of Pharmaceu-
tical Physicians (on whose boards I serve as a trustee), are striving to
raise awareness and standards of conduct while enhancing profession-
alism in the clinical trials process through training and independent
certification of their members. As this modest innoculum begins to
proliferate, these efforts could be joined by other professional orga-
nizations that share their principles and motivation, thereby altering
the environment of the clinical research community to facilitate move-
ment toward more responsible ethical conduct. Recently, the editors of
many of the most prestigious medical journals issued a position state-
ment endorsing the call for open registration of clinical trials before
inception as a condition for subsequent publication. This is a highly
laudable move that will leverage the possible passage of the enabling
legislation – one can only wonder with some well-deserved cynicism
what took them so long to get to this position. Regardless, their action
supports the contention that we may indeed be entering a period of
“facilitated evolution” toward a culture of conscience. The really big
question is whether industry itself will join the march.

Major repositioning within the industry will require some realign-
ment of incentives and liabilities. Business is still business, and money
still talks. If the industry can envision ways in which good practices and
deeds can work in its favor in the long term, the likelihood of significant
change occurring is heightened.

A full-scale global assault on drug prices and industry profits is not
the answer. As William Weldon so eloquently writes in Chapter 16,
the possibility of reasonable return on investment fuels innovation and
discovery. Accordingly, we should strive to preserve a robust market-
driven approach to the discovery process, with full expectation of
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appropriate rewards. Those returns, however, should be based on true
costs of discovery and development, with full recognition that only a
few test articles will ever make it to market, and even fewer will be
blockbusters. But the cost basis should not be inflated by the costs of
widespread, expensive advertising and detailing activities that under-
mine rational, data-driven prescribing practices and subvert efforts
to reduce overall health costs. In the twenty-first century, given the
vast disparities that persist in healthcare resources and access to them
around the world, we cannot continue business as usual. With so much
being spent on the needs and desires of so few, while so many disad-
vantaged and suffering people go without, the global community must
develop and implement ways to address these inequities. The entire
burden, however, should not fall upon the pharmaceutical industry’s
profitability, nor should it stifle innovation.

a model for addressing global public health needs

The expansion of information technology affords an opportunity for
more detailed and meaningful analysis of medical effectiveness, includ-
ing diagnosis, prevention, and therapy. In a just and rational world,
particularly one with limited health resources, all medicines would be
used according to the best available outcomes analyses to achieve the
greatest and most equitable improvements in health at the most rea-
sonable cost. This standard will probably never be achieved, given
contemporary economic and political realities, but steps can be taken
in that direction. The notion that healthcare is a right rather than a
privilege will probably remain little more than an idealistic expression
of that intangible goal; but in a more limited sense, we may be able to
achieve at least a first approximation of that ideal. The advent of the
world’s first not-for-profit pharmaceutical company, the Institute for
OneWorld Health, is evidence that there are some in the industry who
would prefer to “make drugs for people, not for profit.” This concept
may be applicable for providing at least a basal level of drug therapy to
regions and people of the world who currently have little or no access
to prescription drugs. Even today, major pharmaceutical companies
that derive their profits primarily from their brand-name blockbusters
have developed their own capacity for manufacturing and market-
ing generic drugs. These drugs, which are no longer patent-protected
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profit-makers, generate some income on their own. Suppose the indus-
try, signaling a new commitment to the beneficence of its core mission,
were jointly to develop and fund mechanisms and facilities for pro-
duction and distribution of safe and effective nonpatent drugs needed
for treatment of diseases afflicting those parts of the world community
that are currently neglected.

This is in effect is what the San Francisco-based Institute for
OneWorld Health6 is attempting to do, combining industry support and
philanthropic donations to enhance the availability of much needed
drugs in the developing countries of the world. Further growth of a
not-for-profit sector in the pharmaceutical industry could still provide
meaningful and extensive employment opportunities, as well as much-
needed quality pharmaceuticals at dramatically reduced prices. Much
of this investment and capacity development could even take place
in developing countries, thereby fueling local economic development.
Growth of this sector could be fostered by appropriate incentives to
industry that would encourage free licensing of off-patent drugs to
such not-for-profit entities, rather than the current practice of extend-
ing for as long as possible, through any means possible, the patent-life
of a drug. Any new incentives should, to the fullest extent possible, be
directed not toward enhancing industry profits, but toward achieving
global public health goals. The long-standing tendency of governments
to rely upon patent-preservation incentives to influence pharmaceuti-
cal company practices perpetuates a profit-only mentality that is anti-
thetical to achieving a new balance of principles and practices that the
global community needs to address more effectively the world’s health
problems – an effort in which industry, government, philanthropists,
and the public must all contribute.

conclusion: realigning profits with public health

In these brief, concluding remarks, one can only begin to imagine
how we might realign the priorities and practices of the pharmaceu-
tical industry with the needs of the people of the world. Many of us
have reaped the benefits of innovation, discovery, and technological
advances, particularly when they have been translated into new prod-
ucts. It is only fair to point out that the many who receive health ben-
efits from the products themselves, while not insignificant to be sure,
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generally receive far less and more indirect benefit than those cor-
porate executives and shareholders who receive the financial rewards
associated with their sale and marketing. While this is not likely to
change – and while many would argue that it should not change, as it is
the nature of market economics – much of the world views this imbal-
ance as unjust. Some see it as offensive. The “grand bargain” between
the twentieth century pharmaceutical industry and society has served
many of us well, and some of us very well indeed – but it has left
the vast majority of the world’s people behind. In some respects, this
imbalance represents a microcosm of today’s global reality. Too many
have been left behind in so many ways as technology and prosperity
have distributed themselves around the globe. In the early years of
the twenty-first century we find the world much smaller than it once
was, its people more directly intermingled and interdependent than
ever before, and its resources more limited and its environment more
threatened. We must ask ourselves what kind of world we want to
leave to our next generation – a world in which widespread suffering
and disease generate resentment, and even hatred among its peoples,
or a more compassionate world in which those who have been more
fortunate try to help those who have been less blessed through no fault
of their own.

If the pharmaceutical industry, during this process of renegotiat-
ing its contract with society for the next century, can commit itself to
conduct guided by the same ethical principles that guide the human
experiments upon which the future of the industry depends, it can
preserve both its continued success and the goodness of its corporate
soul. The pharmaceutical industry uses people as a means to achieve
its desired goals, but it must not exploit them. This is what respect,
beneficence, and justice are all about, and these principles provide the
only acceptable foundation upon which the industry’s grand bargain
with society can be morally justified and sustained.

Contemporary business philosophers, including some of those in this
volume, argue that times of challenge are times of opportunity. This
being the case, one might well argue that the pharmaceutical industry
is facing the greatest period of opportunity in its history. I submit that
this is indeed the case, and that with leadership, courage, and a real
willingness to implement meaningful changes in those practices that
lie at the heart of current concerns, the industry can emerge revitalized
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with its public image restored to respectability. In doing so, the industry
can position itself to better meet the challenges of the new millennium
and possibly avoid another round of reactive regulatory zeal.

This book offers many promising ideas about how to address the
challenges facing the pharmaceutical industry and the global health
crisis. Ideas become reality when they attract champions, people will-
ing to invest the energy and take the risks to make things happen,
to stimulate dialogue and to foster change. The time for change, for
renegotiating the “grand bargain,” is now. To do so, we must bring
together the many stakeholders for an open and forthright discussion
of the realities and proposed solutions, and work together to develop a
comprehensive long-term vision for the industry, governments, and the
people who look to them with hope for better lives. If we are willing, we
will be able to find the right balance of prices and profits, people, and
principles to re-create a just and sustainable pharmaceutical industry
for the next century, and the payoffs will be well worth the effort.
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