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(Refs. 1 through 8). The agency is
concerned that there may be a
relationship between the use of these
formulations and stricture of the colon.
The agency needs to evaluate
manufacturing information for these
formulations, which would be included
in an NDA.

The third comment’s suggested
bioactivity testing requirements, support
for approval of certain products, and
opposition to placebo-controlled studies
are outside the scope of this document.
The agency notes, however, that it is
widely believed that demonstration of
the fat digestive actions of various
preparations can be done in ethical
human studies. Inquiries relating to
these subjects should be directed to the
Division of Gastrointestinal and
Coagulation Drug Products (HFD–180),
Center for Drug Evaluation and
Research, Food and Drug
Administration, 5600 Fishers Lane,
Rockville, MD 20857, 301–443–0479.
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3. As an alternative to the NDA
process, one comment recommended
that a uniform convention be developed
for labeling exocrine pancreatic
insufficiency drug products to clearly
describe product potency. The comment
urged that labels include the expiration
date and rate of loss of potency, and
indicate that proprietary agents are not
generally equivalent.

The agency disagrees with the
comment’s alternative to the NDA
process. Uniform labeling to describe
product potency is important; however,
that alone will not ensure safety and
effectiveness of these products. The
comment’s labeling suggestions will be
considered, based on data considered in
applications, as NDA’s for these
products are approved. These issues are
outside of the scope of this rulemaking.

4. One comment urged the agency not
to issue a final rule for OTC exocrine
pancreatic insufficiency drug products
until NDA’s for these products have
been approved. Alternatively, the
comment asked that the agency
withdraw its proposal and request that
NDA’s be submitted for exocrine
pancreatic insufficiency drug products.
The comment contended that the latter
action would be similar to the agency’s
action in 1978 regarding potassium
iodide. The comment stated that either
approach would guarantee the
availability of these products to patients
who are benefitting from them.

The agency disagrees with both of the
comment’s suggestions. In the Federal
Register of December 15, 1978 (43 FR
58798), the agency published a notice
requesting submission of NDA’s for
potassium iodide in oral dosage forms
for use as a thyroid-blocking agent in a
radiation emergency. The Commissioner
concluded that potassium iodide was
safe and effective under certain
specified conditions of use. However,
the Commissioner did not conclude that
potassium iodide was generally
recognized as safe and effective (43 FR
58798 at 58799). Therefore, potassium
iodide was regarded as a new drug
requiring an approved NDA as a
condition of marketing.

Exocrine pancreatic insufficiency
drug products are a similar situation.
These products are safe and effective
under specified conditions of use, but
their bioactivity raises both safety and
effectiveness concerns that require
agency preclearance under NDA’s. The
agency sees no reason to withdraw its
proposal because the final rule resulting
from that proposal requires that an NDA
be submitted for any exocrine
pancreatic insufficiency drug product
marketed OTC. Manufacturers have
known since 1991 that an approved
NDA would be needed for continued
marketing of their product(s) on an OTC
basis. While this final rule affects
availability of these products when
marketed OTC, it does not affect
products marketed on a prescription
basis. The agency intends that exocrine
pancreatic insufficiency drug products
marketed by prescription also have an
approved NDA. All manufacturers of
prescription exocrine pancreatic
insufficiency drug products will need to
have an NDA for their product(s). The
agency will address this subject further
in a future issue of the Federal Register.

III. The Agency’s Final Conclusions on
OTC Exocrine Pancreatic Insufficiency
Drug Products

A number of pancreatic enzyme drug
products are currently marketed OTC,

and other products are marketed by
prescription. Some of the prescription
products are encapsulated enteric
coated microsphere dosage forms. None
of these pancreatic enzyme drug
products have approved applications,
i.e, none have been precleared for
marketing by FDA. Some products are
produced by different manufacturers
and contain the same active
ingredient(s); however, these products
have shown significant differences in
bioavailability. The agency finds that
these differences raise a potential for
serious risk to patients using these
products.

Based on all available evidence, the
agency has determined that the
bioavailability of pancreatic enzymes is
dependent on the process used to
manufacture the drug products.
Information on this process is not
addressed by an OTC drug monograph.
Therefore, the agency has determined
that the safe and effective use of these
enzymes for treating exocrine pancreatic
insufficiency cannot be regulated
adequately by an OTC drug monograph.
In this final rule, the agency is declaring
that all exocrine pancreatic
insufficiency drug products (whether
currently marketed on an OTC or
prescription basis) are new drugs for
which approved applications will be
required for marketing.

In the Federal Register of November
7, 1990 (55 FR 46914), the agency
published a final rule in part 310
establishing that certain active
ingredients that had been under
consideration in a number of OTC drug
rulemaking proceedings were not
generally recognized as safe and
effective. That final rule was effective
on May 7, 1991, and included in
§ 310.545(a)(9) the ingredient
hemicellulase, which had been
previously considered under this
rulemaking for OTC exocrine pancreatic
insufficiency drug products. In order to
avoid duplication in listing OTC
exocrine pancreatic insufficiency active
ingredients in more than one regulation,
and for ease in locating these
ingredients in the Code of Federal
Regulations, the agency is listing all of
these ingredients in a single regulation
in new § 310.543 entitled ‘‘Drug
products containing active ingredients
offered over-the-counter (OTC) for
human use in exocrine pancreatic
insufficiency.’’ Accordingly, the
ingredient hemicellulase, currently
listed in § 310.545(a)(9) is now being
listed in § 310.543(d), and
§ 310.545(a)(9) is being removed and
reserved. The ingredients pancreatin
and pancrelipase, covered by this final
rule, are being listed in § 310.543(e).


