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related information, (2) publications in
FDA Consumer, and (3) other similar
and related mechanisms. The
association stated that the OTC label
should be maintained as an
instructional tool for safe product use
rather than for the dissemination of
ambiguous, potentially frightening
information that the consumer has little
ability to make an informed decision
about.

The association contended that
labeling already proposed by the agency
for benzoyl peroxide pertaining to ‘‘skin
irritation’’ (50 FR 2172 at 2181, January
15, 1985) would take into account the
hypothetical mechanism of skin tumor
promotion which—although not known
to occur in humans—represents the best
model to date to describe the possible
risk that is at issue with benzoyl
peroxide. The comment concluded that
the proposed warning conforms to the
Committee’s recommendations, i.e.,
avoids the term ‘‘cancer’’ yet provides
information to the public, is
instructional and actionable, and allows
consumers to take definitive risk
avoidance action by not using the
product.

The agency has carefully considered
the Committee’s and the comments’
views. The agency agrees that marketing
of benzoyl peroxide should continue
while the ongoing studies are being
completed. The agency agrees that
information should be provided to
consumers and that no warning
statement concerning cancer should be
included in the labeling of benzoyl
peroxide drug products because
currently available data are
inconclusive. The agency has given
extensive consideration to the potential
risks established to date, e.g., sun
exposure, and is proposing certain
labeling information that it believes
should be provided to consumers now.
The bases for these proposals follow.

Although the skin tumor promotion
caused by benzoyl peroxide in mice and
hamsters is disturbing, the overall test
results are not conclusive, and the risk
to humans is unknown. In recent
epidemiologic studies (Refs. 15 and 16),
Hogan et al. concluded that there is no
indication that the normal use of
benzoyl peroxide in the treatment of
acne is associated with an increased risk
of acial skin cancer.

Benzoyl peroxide is a widely used
and effective ingredient in the topical
treatment of acne. As noted above, the
Committee recommended unanimously
that benzoyl peroxide should remain
available as an OTC drug product while
the additional studies to answer the
unresolved safety questions are being
conducted. When those studies are

completed, the monograph or
nonmonograph status of benzoyl
peroxide will be resolved.

FDA has determined that the results
of available animal studies do not
provide a sufficient basis to restrict OTC
marketing of benzoyl peroxide products
at this time. However, the agency has
tentatively determined that consumers
who choose to use products containing
this ingredient need to be informed
about an additional condition related to
this use, i.e., to avoid unnecessary sun
exposure and to use a sunscreen. The
agency has also determined that it
would be desirable to provide users of
benzoyl peroxide products some
additional information about this drug
based on the studies that have been and
are being conducted.

The agency has considered the
comments’ viewpoints on how
consumers should be informed about
this new information and finds that the
various suggestions have merit. The
agency tentatively finds that the best
way to directly inform users of benzoyl
peroxide drug products about sun
exposure and this ingredient is to
provide the information in product
labeling. The agency will also
disseminate this information in other
standard ways, e.g., the FDA Consumer
and the FDA Medical Bulletin. The
agency will be able to provide more
detailed information in these
publications than can be provided in
OTC drug product labeling.

Based on the above discussion, the
agency is proposing to require that the
labeling of products containing benzoyl
peroxide include a new warning and
additional directions. The warning
advises users of these products to avoid
unnecessary sun exposure and to use a
sunscreen. The agency believes that the
warning information is important
enough that it should appear in boldface
type as the first statement under the
heading ‘‘WARNINGS.’’ The additional
directions provide information about
applying the benzoyl peroxide and
sunscreen. For OTC drug products
containing benzoyl peroxide, the agency
is proposing that the following
information be used:

(1) The following statement shall
appear in boldface type as the first
sentence under the heading
‘‘Warnings’’: ‘‘When using this product,
avoid unnecessary sun exposure and
use a sunscreen.’’

(2) The following information shall
appear in the ‘‘Directions’’ section of the
labeling: ‘‘If going outside, use a
sunscreen. (sentence in boldface type)
Allow [insert name of benzoyl peroxide
product] to dry, then follow directions
in the sunscreen labeling. If irritation or

sensitivity develops, discontinue use of
both products and consult a doctor.’’

Prescription drug products will need
a patient package insert to convey this
information to users of the product. For
prescription drug products, the agency
is proposing that this same information
appear in a patient package insert in
accord with 21 CFR 201.57(f)(2) and
new § 201.318 (21 CFR 201.318) of this
chapter, which is being proposed in this
document.

The agency would like public
comment on how beneficial it would be
to provide users of OTC and
prescription drug products containing
benzoyl peroxide additional information
on what is known about the ingredient.
This information would summarize in
lay language some problems that
occurred when benzoyl peroxide was
used in tests in mice and would inform
users of the product that additional
studies are currently being conducted.
The information would also state that
consumers can continue to use benzoyl
peroxide products while these tests are
being done. The agency is
contemplating requiring this
information to appear in a consumer
package insert because it is too
extensive to appear on the immediate
container or carton labeling. If
implemented, the requirement would
appear as follows:

The following information shall appear in
a package insert under the heading
‘‘Additional Information About’’ (insert
brand name of benzoyl peroxide product):

What is in (insert brand name of benzoyl
peroxide product)?

The main active ingredient in (insert brand
name of product) is benzoyl peroxide. People
have used it for more than 25 years to treat
pimples and acne. In animal tests, benzoyl
peroxide was put on the skin of mice after
other chemicals known to cause tumors.
Benzoyl peroxide appeared to make the
tumors caused by the other chemicals grow
faster, but benzoyl peroxide did not cause
tumors by itself. Substances that cause
tumors to grow or to grow faster in animals
raise questions about the possibility of a
similar effect in humans. However, many
such substances have had no effect on human
tumors.

Does Benzoyl Peroxide Cause Tumors to
Grow in Humans?

A Canadian survey looked at people who
did and did not use benzoyl peroxide. The
people who used benzoyl peroxide did not
have any more skin tumors than those who
did not use it.

No one study can answer all the important
questions about the effects of a medicine.
This Canadian survey did not consider the
effects of using benzoyl peroxide for many
years or in places where people may be
exposed to other causes of skin tumors, such
as locations that get more sunlight. More
studies are being done now.

What Should I Do?


