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DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration

21 CFR Parts 201, 310, 347, and 352

[Docket No. FDA-1978-N-0018] (Formerly
Docket No. FDA-1978-N-0038)

RIN 0910-AF43

Sunscreen Drug Products for Over-the-
Counter Human Use

AGENCY: Food and Drug Administration,
HHS.

ACTION: Proposed rule.

SUMMARY: The Food and Drug
Administration (FDA or Agency) is
issuing this proposed rule to put into
effect a final monograph for
nonprescription, over-the-counter (OTC)
sunscreen drug products. This proposed
rule describes the conditions under
which FDA proposes that OTC
sunscreen monograph products are
generally recognized as safe and
effective (GRASE) and not misbranded.
It is being published as part of the
ongoing review of OTC drug products
conducted by FDA. It is also being
published to comply with the Federal
Food, Drug, and Cosmetic Act (FD&C
Act), as amended by the Sunscreen
Innovation Act (SIA).

DATES: Submit either electronic or
written comments. on the proposed rule
by May 28, 2019. Electronic comments
must be submitted on or before May 28,
2019. The https://www.regulations.gov
electronic filing system will accept
comments until 11:59 p.m. Eastern Time
at the end of May 28, 2019. See section
XII for proposed effective and
compliance dates of a final rule based
on this document.

ADDRESSES: You may submit comments
as follows. Please note that late,
untimely filed comments will not be
considered. Comments received by
mail/hand delivery/courier (for written/
paper submissions) will be considered
timely if they are postmarked or the
delivery service acceptance receipt is on
or before the closing date.

Please be advised that safety and
effectiveness data that are not available
to the public cannot be relied on to
establish conditions under which the
OTC drugs described in this document
of proposed rulemaking are generally
recognized as safe and effective.
Accordingly, you should not submit,
and FDA generally does not intend to
rely on, any evidence of safety and
effectiveness that bears a confidential
mark unless you include a statement
that the information may be released to

the public. Similarly, if your submission
includes safety and effectiveness data or
information marked as confidential by a
third party (such as a contract research
organization or consultant), you should
either include a statement that you are
authorized to make the information
publicly available or include an
authorization from the third party
permitting the information to be
publicly disclosed. If you submit data
without confidential markings in
response to this document and such
data includes studies or other
information that were previously
submitted confidentially (e.g., as part of
a new drug application), FDA intends to
presume that you intend to make such
data publicly available.

Electronic Submissions

Submit electronic comments in the
following way:

e Federal eRulemaking Portal:
https://www.regulations.gov. Follow the
instructions for submitting comments.
Comments submitted electronically,
including attachments, to https://
www.regulations.gov will be posted to
the docket unchanged. Because your
comment will be made public, you are
solely responsible for ensuring that your
comment does not include any
confidential information that you or a
third party may not wish to be posted,
such as medical information, your or
anyone else’s Social Security number, or
confidential business information, such
as a manufacturing process. Please note
that if you include your name, contact
information, or other information that
identifies you in the body of your
comments, that information will be
posted on https://www.regulations.gov.

¢ If you want to submit a comment
with confidential information that you
do not wish to be made available to the
public, submit the comment as a
written/paper submission and in the
manner detailed (see ‘“Written/Paper
Submissions” and “Instructions”).

Written/Paper Submissions

Submit written/paper submissions as
follows:

e Mail/Hand Delivery/Courier (for
written/paper submissions): Dockets
Management Staff (HFA-305), Food and
Drug Administration, 5630 Fishers
Lane, Rm. 1061, Rockville, MD 20852.

o For written/paper comments
submitted to the Dockets Management
Staff, FDA will post your comment, as
well as any attachments, except for
information submitted, marked and
identified, as confidential, if submitted
as detailed in “Instructions.”

Instructions: All submissions received
must include the Docket No. FDA—

1978-N—-0018 (formerly Docket No.
FDA-1978-N—-0038) for “Sunscreen
Drug Products for Over-the-Counter
Human Use.” Received comments, those
filed in a timely manner (see
ADDRESSES), will be placed in the docket
and, except for those submitted as
“Confidential Submissions,” publicly
viewable at https://www.regulations.gov
or at the Dockets Management Staff
between 9 a.m. and 4 p.m., Monday
through Friday.

¢ Confidential Submissions—To
submit a comment with confidential
information that you do not wish to be
made publicly available, submit your
comments only as a written/paper
submission. You should submit two
copies total. One copy will include the
information you claim to be confidential
with a heading or cover note that states
“THIS DOCUMENT CONTAINS
CONFIDENTIAL INFORMATION.” The
Agency will review this copy, including
the claimed confidential information, in
its consideration of comments. The
second copy, which will have the
claimed confidential information
redacted/blacked out, will be available
for public viewing and posted on
https://www.regulations.gov. Submit
both copies to the Dockets Management
Staff. If you do not wish your name and
contact information to be made publicly
available, you can provide this
information on the cover sheet and not
in the body of your comments and you
must identify this information as
“confidential.” Any information marked
as “‘confidential”” will not be disclosed
except in accordance with 21 CFR 10.20
and other applicable disclosure law. For
more information about FDA’s posting
of comments to public dockets, see 80
FR 56469, September 18, 2015, or access
the information at: https://www.gpo.gov/
fdsys/pkg/FR-2015-09-18/pdf/2015-
23389.pdf.

Docket: For access to the docket to
read background documents or the
electronic and written/paper comments
received, go to https://
www.regulations.gov and insert the
docket number, found in brackets in the
heading of this document, into the
“Search” box and follow the prompts
and/or go to the Dockets Management
Staff, 5630 Fishers Lane, Rm. 1061,
Rockville, MD 20852.

Submit comments on information
collection issues under the Paperwork
Reduction Act of 1995 to the Office of
Management and Budget (OMB) in the
following ways:

e Fax to the Office of Information and
Regulatory Affairs, OMB, Attn: FDA
Desk Officer, Fax: 202—395-7285, or
email to oira_submission@omb.eop.gov.
All comments should be identified with


https://www.gpo.gov/fdsys/pkg/FR-2015-09-18/pdf/2015-23389.pdf
https://www.gpo.gov/fdsys/pkg/FR-2015-09-18/pdf/2015-23389.pdf
https://www.gpo.gov/fdsys/pkg/FR-2015-09-18/pdf/2015-23389.pdf
https://www.regulations.gov
https://www.regulations.gov
https://www.regulations.gov
https://www.regulations.gov
https://www.regulations.gov
https://www.regulations.gov
https://www.regulations.gov
https://www.regulations.gov
https://www.regulations.gov
mailto:oira_submission@omb.eop.gov

Federal Register/Vol. 84, No. 38/ Tuesday, February 26, 2019/Proposed Rules

6205

the title, “Sunscreen Drug Products for
Over-the-Counter Human Use.”

The Agency encourages commenters
also to submit their comments on these
paperwork requirements to the
rulemaking docket (Docket No. FDA—
1978-N-0018), along with their
comments on other parts of the
proposed rule.

FOR FURTHER INFORMATION CONTACT:
Kristen Hardin, Center for Drug
Evaluation and Research, Food and
Drug Administration, 10903 New
Hampshire Ave., Bldg. 22, Rm. 5443,
Silver Spring, MD 20993, 240—402—
4246.
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I. Executive Summary

A. Purpose and Coverage of the
Proposed Rule

The Food and Drug Administration
(FDA or Agency) is publishing this
proposed rule as part of the regulatory
proceeding to put into effect a final
monograph ? for nonprescription, OTC
sunscreen drug products under the OTC
Drug Review. In 2011, FDA announced
that “‘we are considering certain active
ingredient safety issues further. . . In
a forthcoming rulemaking, we intend to
request additional data regarding the
safety of the individual sunscreen active
ingredients.” (“Revised Effectiveness
Determination; Sunscreen Drug
Products for Over-the-Counter Human
Use” (Max SPF PR), 76 FR 35672 at
35673, June 17, 2011). As described in
further detail below, changed conditions
in the nearly 20 years since publication
of the final rule “Sunscreen Drug
Products for Over the Counter Human
Use” (64 FR 27666, May 21, 1999) (now
stayed) (Stayed 1999 Final Monograph)
have meant that additional safety data
are now needed to establish that certain
of the active ingredients listed in the
Stayed 1999 Final Monograph are
GRASE for use in sunscreen products.2

As detailed below, we emphasize that
this proposed rule does not represent a
conclusion by FDA that the sunscreen
active ingredients included in the
Stayed 1999 Final Monograph but
proposed here as Category III are unsafe
for use in sunscreens. Rather, we are
requesting additional information on
these ingredients so that we can
evaluate their GRASE status in light of

1 An OTC monograph establishes conditions
under which certain OTC drugs may be marketed
without approved new drug applications because
they are generally recognized as safe and effective
(GRASE) and not misbranded. The proposed rule
classifies active ingredients and other conditions as
Category I (proposed to be GRASE and not
misbranded), Category II (proposed to be not
GRASE or to be misbranded), or Category III
(additional data needed).

2 Unless otherwise noted, references in this
proposed rule to sunscreen active ingredients and/
or sunscreen products are to sunscreen active
ingredients or products marketed pursuant to the
OTC monograph system and subject to 21 CFR
201.327. Unless specifically noted, references to
sunscreen active ingredients and/or sunscreen
products in this notice do not refer to those
marketed pursuant to a new drug application (NDA)
or an abbreviated new drug application (ANDA).
They also do not refer to sunscreen active
ingredients being evaluated under the new
procedures set out in the SIA (21 U.S.C. 360fff et
seq).

changed conditions, including
substantially increased sunscreen usage
and exposure and evolving information
about the potential risks associated with
these products since they were
originally evaluated. While these
additional data are being developed and
reviewed, FDA generally intends to
follow the enforcement approach
discussed in section III.B with regard to
sunscreen products that contain those
sunscreen active ingredients included in
the Stayed 1999 Final Monograph.

This proposed rule is also being
published to comply with section 586E
of the FD&C Act (21 U.S.C. 360fff-5), as
amended by the SIA (21 U.S.C. ch. 9,
sub. 5, part I, enacted November 26,
2014). The SIA calls for FDA to issue a
final OTC sunscreen monograph to be
effective within 5 years of enactment of
the SIA, or by November 26, 2019
(section 586E(a) of the FD&C Act). If the
final OTC sunscreen monograph does
not include provisions related to the
effectiveness of various sun protection
factor (SPF) levels and address all
dosage forms known to FDA to be used
in sunscreens marketed in the United
States without approved new drug
applications (NDAs), the SIA requires
FDA, among other things, to submit a
report to Congress explaining these
omissions (section 586E(b) of the FD&C
Act). As explained in section L.B, in this
proposed rule, FDA is addressing
multiple conditions of use applicable to
sunscreen monograph products,
including both the effectiveness of
various SPF values and all marketed
sunscreen dosage forms (and intends to
do so in the final rule as well).

This proposed rule does not address
the sunscreen active ingredients that
were originally submitted under the
procedures established in FDA’s time
and extent application (TEA) regulation
(§330.14 (21 CFR 330.14)) (67 FR 3074,
January 23, 2002), and are now being
addressed through a process set forth in
the SIA.

B. Summary of the Major Provisions of
the Proposed Rule

1. Proposed GRASE Status of Active
Ingredients Listed in the Stayed 1999
Final Monograph

a. Framework for evaluation of safety
data. As previously noted, changed
conditions in the time since issuance of
the Stayed 1999 Final Monograph have
meant that additional safety data are
now needed to establish that certain of
the active ingredients listed in the
Stayed 1999 Final Monograph are
GRASE for use in sunscreen products in
accordance with the standards
established in § 330.10(a)(4) (21 CFR
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330.10(a)(4)). FDA’s approach to the
clinical safety evaluation of OTC
sunscreen active ingredients is based on
our current scientific understanding
regarding the safety evaluation of
topical drug products for chronic use,
and is therefore generally consistent
with the safety data needed to meet the
requirements for approval of an NDA for
a chronic-use topical drug product (e.g.,
topical safety studies (irritation,
sensitization, and photosafety);
bioavailability (absorption); and
evaluation of adverse events observed in
clinical studies). Postmarketing safety
information is also relevant to our safety
evaluation.

Our current approach to the
nonclinical safety evaluation of these
active ingredients takes into account
their lengthy marketing history in the
United States. Unlike the nonclinical
data required to meet the standard for
approval of chronic-use topical NDA
products (which include comprehensive
nonclinical pharmacology and
toxicology safety testing), the approach
to nonclinical safety testing reflected in
this proposed rule is largely focused on
potential long-term adverse effects or
effects not otherwise readily detected
from human use (i.e., carcinogenicity
and reproductive toxicity).

b. Existing safety data for ingredients
listed in Stayed 1999 Final Monograph.
In section VIII, we discuss our review of
the scientific literature, submissions to
the sunscreen monograph docket, and
adverse event reports submitted to
FDA’s Adverse Event Reporting System
(FAERS) for the ingredients listed in the
Stayed 1999 Final Monograph and
identify any existing gaps. Because our
review of this evidence has produced
sufficient safety data on both zinc oxide
and titanium dioxide to support a
proposal that sunscreen products
containing these ingredients (at
concentrations of up to 25 percent)
would be GRASE, we are proposing that
these ingredients are Category I. Our
evaluation of the available safety data
for aminobenzoic acid (PABA) and
trolamine salicylate, however, has
caused us to conclude that the risks
associated with use of these active
ingredients in sunscreen products
outweigh their benefits. In the case of
trolamine salicylate, these risks include
the potential for serious detrimental
health effects (including bleeding)
caused by the anti-coagulation effects of
salicylic acid and increased risk of
salicylate toxicity when this ingredient
is used in sunscreens. For PABA, the
risks include significant rates of allergic
and photoallergic skin reactions, as well
as cross-sensitization with structurally
similar compounds. Accordingly, we are

proposing that these two ingredients are
Category II.

Because the public record does not
currently contain sufficient data to
support positive GRASE determinations
for cinoxate, dioxybenzone, ensulizole,
homosalate, meradimate, octinoxate,
octisalate, octocrylene, padimate O,
sulisobenzone, oxybenzone, or
avobenzone, we are proposing that these
ingredients are Category III. For
example, the available literature
includes studies indicating that
oxybenzone is absorbed through the
skin to a greater extent than previously
understood and can lead to significant
systemic exposure, as well as data
showing the presence of oxybenzone in
human breast milk, amniotic fluid,
urine, and blood plasma. The significant
systemic availability of oxybenzone,
coupled with a lack of data evaluating
the full extent of its absorption
potential, is a concern, among other
reasons, because of questions raised in
the published literature regarding the
potential for endocrine activity in
connection with systemic oxybenzone
exposure. Nearly all of these sunscreen
active ingredients also have limited or
no data characterizing their absorption.

2. Proposed Requirements Related to
Dosage Forms

In 2011, FDA published an Advance
Notice of Proposed Rulemaking (ANPR)
that identified sunscreen dosage forms
considered either eligible or ineligible
for inclusion in the sunscreen
monograph, and specifically requested
comments on the safety and efficacy of
spray sunscreens. After considering
comments received in response (and
other available data), we are proposing
the following dosage forms as Category
I: Oils, lotions, creams, gels, butters,
pastes, ointments, and sticks. We are
also proposing Category I status for
spray sunscreens, subject to testing
necessary to minimize potential risks
from unintended inhalation (particle
size restrictions) and flammability
(flammability and drying time testing),
together with related labeling
requirements. We are proposing to add
sunscreen powders to the list of those
eligible for inclusion in the monograph
and proposing that this dosage form is
Category III; we expect that powders
would also be subject to particle size
restrictions if found to be GRASE in the
final monograph. Finally, we are
proposing that sunscreens in all other
dosage forms—including wipes,
towelettes, body washes, and
shampoos—are new drugs because we
did not receive data showing that they
were marketed prior to 1972, as required
for inclusion in the monograph.

3. Proposed Maximum Sun Protection
Factor and Broad Spectrum
Requirements

In the Stayed 1999 Final Monograph,
FDA established SPF 30+ as the
maximum labeled SPF value for
sunscreen monograph products, and
subsequently proposed (in 2011) to raise
this value to SPF 50+. Because of
evidence showing additional
meaningful clinical benefit associated
with broad spectrum sunscreen
products with an SPF of 60, we are now
proposing to raise the maximum labeled
SPF value to SPF 60+. Given the lack of
data showing that sunscreens with SPF
values above 60 provide additional
meaningful clinical benefit, we are
proposing not to allow labeled SPF
values higher than 60+.

While our proposed cap for SPF
labeling is SPF 60+, we are proposing to
permit the marketing of sunscreen
products formulated with SPF values up
to 80. This formulation margin is
intended to provide manufacturers with
formulation flexibility that we hope
will: (1) Help facilitate the development
of products with greater Ultraviolet A
(UVA) protection and (2) more fully
account for the range of variability in
SPF test results (discussed further in
sections IX.B.4.b—c) for sunscreen
products labeled SPF 60+. We are
proposing not to allow the marketing
(without an approved NDA) of
sunscreen products with SPF values
above SPF 80.

In addition, since publication of the
2011 “Labeling and Effectiveness
Testing; Sunscreen Drug Products for
Over-the-Counter Human Use” (L&E
Final Rule) (76 FR 35620, June 17, 2011)
and Max SPF PR, the body of scientific
evidence linking UVA exposure to skin
cancers and other harms has grown
significantly. This evidence raises
concerns about the potential for
inadequate UVA protection in marketed
sunscreen products—particularly in
high SPF sunscreen products that either
do not pass the current broad spectrum
test or (though they pass our current
broad spectrum test) have inadequate
uniformity in their UVA protection.
Consumers using these products may,
while successfully preventing sunburn,
accumulate excessively large doses of
UVA radiation—thereby exposing
themselves to additional risks related to
skin cancer and early skin aging.

To address these concerns, we are
making a number of proposals designed
to couple a greater magnitude of UVA
protection to increases in SPF values.
We are proposing to require that all
sunscreen products with SPF values of
15 and above satisfy broad spectrum
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requirements. Among other things, this
proposal eliminates the potential
confusion permitted by the current
labeling regime, in which a higher
numbered product (for example, one
labeled SPF 30) may provide inferior
protection against UVA radiation than a
lower numbered product (for example,
one labeled broad spectrum SPF 15). We
are also proposing to add to the current
broad spectrum test a requirement that
broad spectrum products meet a UVA I/
UV ratio of 0.7 or higher. Given how
much of the UVA portion of the
ultraviolet (UV) spectrum is composed
of UVA I radiation, and given what we
now know about the skin cancer risks
associated with UVA exposure, ensuring
that sunscreen products provide
adequate protection in the UVA I
portion of the spectrum is critical.?
Because sunscreens with SPF 2 to 14
have not been demonstrated to help
reduce the risk of skin cancer and early
skin aging caused by the sun, whether
or not they provide protection against
UVA radiation as well as ultraviolet B
(UVB) radiation, we are not proposing to
require that they pass the revised broad
spectrum test. However, we seek
comment on whether these low SPF
products should remain in the market.
Finally, we are proposing to require
that sunscreen products with SPF
values of 15 or above be labeled with an
SPF number corresponding to the
lowest number in a range of tested SPF
results. For example, sunscreens testing
at SPF 15—19 would be labeled “SPF
15”"; those testing at 40—-49 would be
labeled ““SPF 40.” We are making this
proposal because new evidence has
caused us to reexamine the variability
inherent in the SPF test (which relies on
visual assessments of erythema in
human subjects). The data we reviewed
suggests that the clinical evaluation
undertaken during SPF testing creates
variability that justifies the use of SPF
ranges. As explained further in sections
IX.B.4.b—c, because this variability is
exacerbated at high SPFs, we are
proposing that sunscreens testing at SPF
30 or more be labeled in increments of
10 (i.e., SPF 30, SPF 40, SPF 50, with
a proposed maximum of SPF 60+), that
sunscreens testing at SPF 15 to 29 be

3 We note that because our proposal to raise the
maximum labeled SPF value to 60+ is based on
studies that all used broad spectrum sunscreens, the
additional clinical benefit we are proposing to
recognize in sunscreen products with SPF values
greater than 50 cannot be decoupled from the broad
spectrum protection provided by those products. As
a result, our proposal to raise the maximum labeled
SPF value to SPF 60+ is both consistent with and
dependent upon our proposal to require that all
sunscreen monograph products with SPF values of
15 and above satisfy our broad spectrum
requirements.

labeled in increments of 5 (i.e., SPF 15,
SPF 20, SPF 25), and that the
requirement that labeled SPF values
correspond to ranges (rather than
precise numerical values) is not
necessary below SPF 15.

4. Proposed PDP Labeling Requirements

We are also proposing to partially
revise the current requirements for
information that must appear on the
principal display panel (PDP) of
sunscreen products. The PDP is the part
of a product label that is most likely to
be viewed or examined when the
product is displayed for retail sale. A
major feature of the PDP is the statement
of identity (SOI). We are proposing that
the SOI consist of an alphabetical listing
of the sunscreen active ingredients in
the product, followed by “Sunscreen”
and the product’s dosage form (such as
lotion or spray). This information would
supplement other important elements of
the PDP (e.g., SPF, broad spectrum, and
water resistance information) to provide
a succinct summary of the product’s key
characteristics on the front of the
package or container, permitting
consumers to more readily compare
products and either select or avoid a
given product accordingly. For
sunscreen products that have not been
shown to help prevent skin cancer or
early skin aging caused by the sun, the
SPF statement would be followed by an
asterisk (*) directing consumers to see
the “Skin Cancer/Skin Aging alert”
elsewhere on the label. Finally, to
prevent required information from being
obscured or overwhelmed by other
labeling features, we are revising the
format requirements for the SPF, broad
spectrum, and water resistance
statements on the PDP.

5. Proposed Requirements Related to
Final Formulation Testing Processes
and Recordkeeping

To ensure that FDA can assess
compliance with our regulations, we are
proposing to require records of required
final formulation testing of sunscreen
products to be maintained for 1 year
after the product expiration date, or, if
the product is exempt from expiration
dating (as most sunscreens are), for 3
years after distribution of the last lot
labeled in reliance on that testing. In
addition, we are proposing to require
responsible persons (defined in section
IX.D.2.b) to keep records of sunscreen
formulation testing, and clarifying that
required records would be subject to
FDA inspection. We are also proposing
a number of revisions to our labeling
and testing regulations designed to
clarify FDA expectations about clinical
final formulation testing processes and

to ensure that the testing of marketed
sunscreen products is conducted in a
manner that both protects human
subjects and produces reliable results.

6. Proposed Status of Sunscreen-Insect
Repellent Combination Products

The proposed rule also addresses
sunscreen-insect repellent products,
which are jointly regulated by FDA as
sunscreen drugs and by the
Environmental Protection Agency (EPA)
as pesticides under the Federal
Insecticide, Fungicide and Rodenticide
Act (FIFRA). In 2007, FDA and EPA
both issued ANPRs requesting comment
on the appropriate regulatory status of
these products. We are proposing to
classify these products as Category II
because incompatibilities between FDA
and EPA labeling requirements prevent
these products from being labeled in a
manner that sufficiently ensures safe
and effective use of the sunscreen
component and provides adequate
directions for use. In addition, there are
data suggesting that combining some
sunscreen active ingredients with the
insecticide DEET may increase
absorption of either or both
components.

7. Proposed Actions To Effectuate
Lifting of Stay and Harmonize Impacted
Regulations

Finally, we are proposing to lift the
stay on the 1999 Final Monograph
(subject to the revisions to parts 201,
310, 347, and 352 (21 CFR parts 201,%
310, 347, and 352) described in this
document), and have proposed revisions
to these regulations necessary to
effectuate the lifting of the stay and to
harmonize any impacted regulations.

C. Legal Authority

We are issuing this proposed rule
under sections 201, 301, 501, 502, 503,
505, 510, 586E, 701, 702, 703, 704, and
721 of the FD&C Act (21 U.S.C. 321,
331, 351, 352, 353, 355, 360, 360fff—5,
371, 372, 373, 374, and 379¢) and under
section 351 of the Public Health Service
Act (42 U.S.C. 262).

D. Costs and Benefits

If finalized, the proposed rule would
update and make effective regulations to
ensure the safety and effectiveness of
sunscreen products marketed under the
OTC drug monograph. The rule would
update sunscreen product labeling
standards, address the safety of
sunscreen active ingredients, revise and

4We note that, for ease of comprehension, we
have included in this document the current
provisions of 21 CFR 201.327 that we are not
proposing to revise along with the provisions of that
regulation that we are proposing to revise.
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clarify our expectations for testing and
recordkeeping by entities that conduct
sunscreen testing, and address other
sunscreen safety or efficacy concerns,
like combination sunscreen-insect
repellents and alternative dosage forms.

Consumers would benefit from less
exposure to sunscreen products
containing active ingredients about
which safety questions remain, less
exposure to sunscreen products labeled
with potentially misleading sun
protection information, increased
consumption of products with better
UVA protection, less exposure to
flammable spray sunscreens, and less
exposure to spray and powder
sunscreen products posing inhalation
risks. Consumers would also experience
transaction cost savings. The costs of the
rule to sunscreen manufacturers include
administrative costs, costs to fill data
gaps for active ingredients and powder
dosage forms, product formulation
testing costs, and costs to reformulate
and relabel sunscreen products. Finally,
testing entities would incur
recordkeeping costs if they do not
already maintain adequate records of
testing equipment, methods, and
observations in final formulation
testing.

II. Table of Abbreviations/Commonly
Used Acronyms in This Document

Abbreviation/ :
acronym What it means
ANDA ........ccc.. Abbreviated new drug applica-
tion.
ANPR ...t Advance notice of proposed rule-
making.

CFR ..o, Code of Federal Regulations.
DART ..o Developmental and reproductive
toxicity.

DEET ..covvreeees N,N-Diethyl-meta-toluamide.

EPA .. Environmental Protection Agen-
cy.

FAERS .......c....... FDA’s Adverse Event Reporting
System.

FDA or Agency ..
FD&C Act

Food and Drug Administration.

Federal Food, Drug, and Cos-
metic Act.

Federal Insecticide, Fungicide,
and Rodenticide Act.

Federal Register.

Generally recognized as safe
and effective (or general rec-
ognition of safety and effective-
ness).

International Council for
Harmonisation of Technical
Requirements for Pharma-
ceuticals for Human Use.

Investigational new drug applica-
tion.

Institutional Review Board.

Milliliter.

Maximal usage trial.

New drug application.

Nonprescription Drugs Advisory
Committee.

Nanogram.

Nanometer.

No observed adverse effect level.

National Pesticide Information
Center.

Abbreviation/ ;
acronym What it means
NTP i, National Toxicology Program of
the National Institutes of
Health.
OMB .....ccccvvine Office of Management and Budg-

et.
Over-the-counter.
Aminobenzoic acid.
Reactive oxygen species.
Sunscreen Innovation Act.
Sun protection factor.
Time and extent application.
Tentative final monograph.
United States Code.
United States Pharmacopeia.
Ultraviolet A.
Ultraviolet B.

III. Background

A. FDA’s Current Regulatory Framework

In the following sections, we provide
a brief description of terminology used
in the OTC Drug Review regulations as
well as an overview of OTC sunscreen
products, their intended uses, and
FDA’s regulation of them.

1. Terminology

a. OTC drug review. The OTC Drug
Review is the process established by
FDA to evaluate the safety and
effectiveness of OTC drug products
marketed in the United States before
May 11, 1972, and to establish the
conditions under which they are
considered to be GRASE and not
misbranded. As described further
below, the OTC Drug Review is
generally conducted via a multiphase
public rulemaking process (each phase
requiring a Federal Register
publication), resulting in the
establishment of a monograph for an
OTC therapeutic drug category.

b. Generally recognized as safe and
effective (GRASE). An OTC drug is
“generally recognized as safe and
effective” if it meets each of the
conditions contained in an applicable
OTC final monograph, the conditions
contained in part 330 (21 CFR part 330),
and any other applicable regulatory and
statutory requirements for OTC drugs,
including the labeling requirements in
part 201.

c. Proposed, tentative final, and final
monographs. The proposed monograph,
which is typically published in the form
of an ANPR, is the end product of the
first phase of the rulemaking process
described above. After reviewing the
report and recommendations of an
expert advisory review panel
responsible for initially reviewing the
safety, effectiveness, and labeling of
products in a given therapeutic
category, FDA publishes a proposed
monograph (together with the report
and recommendations of the expert
review panel) (see § 330.10(a)(6)). After

a period of public comment, FDA
publishes a tentative final monograph
(TFM) (in the form of a proposed rule,
proposing conditions under which OTC
drugs in the therapeutic class being
considered are GRASE and not
misbranded (see § 330.10(a)(7)).
Following public comment on the TFM,
FDA publishes a final monograph in
FDA'’s regulations (see 21 CFR chapter
I, subchapter D) codifying the
conditions under which products in the
OTC therapeutic drug category are
GRASE and not misbranded (see
§330.10(a)(9)). An OTC drug may be
legally marketed without an approved
NDA or abbreviated new drug
application (ANDA) if it meets each of
the conditions contained in an
applicable final monograph, the
conditions contained in part 330, and
any other applicable regulatory and
statutory requirements for OTC drugs,
including the labeling requirements in
part 201.

d. Category I, II, and IIT
classifications. In the course of
establishing an OTC monograph, active
ingredients and other OTC drug
conditions are classified in one of three
categories: Category I (conditions under
which a nonprescription drug in the
therapeutic category would be GRASE
and not misbranded), Category II
(conditions that would result in the
drug being classified as not GRASE and/
or misbranded) and Category III
(conditions proposed to be excluded
from the final monograph because
available data are insufficient to classify
them as either Category I or Category II)
(see §330.10(a)(6)).

2. OTC Sunscreen Products Regulated
Under the OTC Drug Review and Their
Intended Uses

OTC sunscreen drugs regulated under
the OTC Drug Review are topically
applied products indicated to help
prevent sunburn; some are also
indicated to decrease the risk of skin
cancer and early skin aging caused by
exposure to the sun’s UV radiation
(when used as directed with other sun
protection measures) (see § 201.327(c)).
The active ingredients in sunscreen
products achieve these protective effects
by absorbing, reflecting, and/or
scattering radiation in the UV range
(from 290 to 400 nanometers (nm)) (see
section 586(10) of the FD&C Act (21
U.S.C. 360fff(10)); see also § 352.3(c) (21
CFR 352.3(c)), stayed).

Sunscreen products must be labeled
with an SPF value calculated using a
standardized SPF testing procedure set
forth in FDA regulations (in
§201.327(i)). As discussed in further
detail in section IX.B.1, the SPF test
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measures the amount of UV radiation
exposure it takes to cause sunburn when
a person is using a sunscreen when
compared with how much UV exposure
it takes to cause sunburn when the
person is not using a sunscreen. Because
SPF values represent a sunscreen’s level
of sunburn protection, they are
primarily (though not exclusively) an
indicator of expected protection from
UVB radiation (see section IX.B.1 for a
discussion of both UVB and UVA
radiation).

To pass FDA’s current test for the
inclusion of the term “broad spectrum’
in labeling (which was established in
the 2011 L&E Final Rule), sunscreen
products must demonstrate that, in
addition to UVB protection, they also
provide UVA protection. Further, only
products that have been demonstrated
both to provide broad spectrum
protection and to have a minimum SPF
value of 15 have been shown to reduce
the risk of skin cancer and early skin
aging caused by the sun (when used as
directed with other sun protection
measures). By contrast, sunscreens that
have not been demonstrated to provide
both broad spectrum protection and an
SPF value of at least 15 have only been
demonstrated to help prevent sunburn.5
Thus, under the 2011 L&E Final Rule,
passing the broad spectrum test in
§201.327(j) (21 CFR 201.327(j)) is
necessary, but not itself sufficient, to
support inclusion of a skin cancer
indication in labeling, although any
product that passes the broad spectrum
test may be labeled with the term
“Broad Spectrum” in conjunction with
its SPF value.

B. History of This Rulemaking

)

1. The OTC Sunscreen Drug Review and
FDA’s Regulation of OTC Sunscreen
Drug Products

Our initial call for safety and efficacy
data for sunscreen products was issued
in 1972 (37 FR 26456, December 12,
1972). The resulting data submissions
were reviewed by the Advisory Review
Panel on OTC Topical Analgesic,
Antirheumatic, Otic, Burn, and Sunburn
Prevention and Treatment Products,
whose panel report and recommended
monograph were published as an ANPR
in 1978 (43 FR 38206, August 25, 1978).
The ANPR contained a list of the 21

5 As described in further detail in section IXB.2,
in the time since the L&E Final Rule was issued in
2011, the body of evidence about the role of UVA
radiation in the development of skin cancer has
grown. As a result, FDA is making a number of
proposals designed (among other things) to couple
a greater magnitude of UVA protection to increases
in SPF values.

sunscreen active ingredients ¢ that the
panel recommended for classification as
GRASE when used under the conditions
described in the panel’s report (43 FR
38206 at 38219). In 1993, having
reviewed the panel’s report and related
public comments, FDA published a
TFM (58 FR 28194, May 12, 1993)
which (with one exception—padimate
A) proposed as GRASE all of the active
ingredients that had been included in
the ANPR. The TFM also included
specified maximum concentrations at
which the proposed ingredients would
be considered GRASE for use in
sunscreens.

In the years following the publication
of the 1993 TFM, FDA removed several
additional ingredients from the TFM
(see 59 FR 29706, June 8, 1994), as
described at 64 FR 27666 at 27681, and
proposed the inclusion of two more.” In
1999, FDA published a final sunscreen
monograph, which included the
following 16 sunscreen active
ingredients along with the conditions
(including maximum concentrations)
under which these ingredients would be
considered GRASE for use in
sunscreens: &

6 The ingredients were: Aminobenzoic acid,
digalloyl trioleate, 2-ethylhexyl 2-cyano-3,3-
diphenylacrylate, glyceryl aminobenzoate, menthyl
anthranilate, padimate O, sulisobenzone, cinoxate,
dioxybenzone, ethylhexyl p-methoxycinnamate,
homosalate, oxybenzone, 2-phenylbenzimidazole-5-
sulfonic acid, titanium dioxide, diethanoloamine p-
methoxycinnamate, ethyl 4-[bis (hydroxylpropyl)]
aminobenzoate, 2-ethylhexyl salicylate, lawsone
with dihydroxyacetone, padimate A, red
petrolatum, and triethanolamine salicylate.

7In 61 FR 48645 (September 16, 1996) (proposing
that avobenzone is GRASE up to 3 percent alone
and 2 to 3 percent when in combination with
cinoxate, diethanolamine methoxycinnamate,
dioxybenzone, homosolate, octocrylene, octyl
methoxycinnamate, octyl salicylate, oxybenzone,
sulisobenzone, and/or trolamine salicylate) and 63
FR 56584 (October 22, 1998) (proposing that zinc
oxide is GRASE alone or in combination with any
previously proposed GRASE active ingredient
except avobenzone). The list of active ingredients
was (and would continue to be) modified because
of, among other things, a lack of interest in
developing United States Pharmacopeia (USP)
compendial monographs for certain of the active
ingredients originally proposed (see 64 FR 27666 at
27681).

8See §352.10, now stayed; 64 FR 27666. The
active ingredient names used in that regulation, as
originally published, differ from those used in table
1, which are the current established names for these
active ingredients. We note that subsequent to the
publication of the Stayed 1999 Final Monograph,
we issued another final rule in 2002 amending the
names used for four of those ingredients to make
them consistent with the renaming of those
ingredients in the corresponding USP monographs
(67 FR 41821 at 41823, June 20, 2002). Under
section 502(e) of the FD&C Act, drug labels are
required to bear the established name of each active
ingredient, and if FDA has not designated an
official name under section 508 of the FD&C Act (21
U.S.C. 358), the compendial name is the established
name. To comply with section 502(e) of the FD&C
Act, sunscreen drug products must therefore bear
the current compendial names for their active

TABLE 1—SUNSCREEN ACTIVE INGRE-

DIENTS INCLUDED IN THE STAYED
1999 FINAL MONOGRAPH
Maximum

Active ingredient conC((eg/mt)ration
Aminobenzoic acid (PABA) .. 15
Avobenzone 3
Cinoxate .... 3
Dioxybenzone 3
Ensulizole .... 4
Homosalate .. 15
Meradimate .. 5
Octinoxate . 7.5
Octisalate .. 5
Octocrylene .. 10
Oxybenzone . 6
Padimate O .. 8
Sulisobenzone . 10
Titanium dioxide .... 25
Trolamine salicylate .. 12
Zinc oxide .....cccceeveiiiiiienenn. 25

Among other things, the Stayed 1999
Final Monograph established a
minimum SPF value of 2, and an SPF
of 30+ as the maximum labeled SPF
value (64 FR 27666). FDA concluded
that the above-listed ingredients (at the
listed concentrations) could also be
used in combination, with limited
exceptions, provided that each active
ingredient contributed a minimum SPF
of 2 to the finished product (64 FR
27666).9

The effective date for complying with
the Stayed 1999 Final Monograph was
May 21, 2001. This deadline was
extended (65 FR 36319, June 8, 2000)
and then stayed until further notice (66
FR 67485, December 31, 2001) to
provide additional time to resolve
various outstanding issues, such as the
labeling and testing of finished OTC
sunscreen products. As a result, the

ingredients, and the current compendial names are
used throughout this document. Because the 2002
final rule that changed those names was published
after part 352 was stayed, however, those
amendments have not yet been incorporated into
the published monograph regulation.

9 An exception to this rule involving avobenzone
was retained from the TFM: The Stayed 1999 Final
Monograph stated that avobenzone may not be
combined with PABA, phenylbenzimidazole
sulfonic acid, menthyl anthranilate, padimate O,
titanium dioxide, or zinc oxide. In 2007, we
proposed to include in the monograph a condition
permitting the marketing of sunscreens containing
avobenzone in combination with either zinc oxide
or ensulizole based on safety and effectiveness data
about these combinations provided to the docket
(“Sunscreen Drug Products for Over-the-Counter
Human Use: Proposed Amendment of Final
Monograph”, 72 FR 49070 at 49074, August 27,
2007). As described in section VIL.A, we now
anticipate finalizing a monograph that would
permit all listed active ingredients to be combined
without limitation. This approach is consistent with
the approach to sunscreen combinations generally
taken throughout the OTC Drug Review for
sunscreens.
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Stayed 1999 Final Monograph has never
been in effect.

In 2011, FDA published a draft
guidance for industry, “Enforcement
Policy—OTC Sunscreen Drug Products
Marketed Without an Approved
Application,” addressing the
circumstances under which FDA
intended to exercise its enforcement
discretion with respect to certain
marketed OTC sunscreen products in
the period until a final OTC sunscreen
monograph becomes effective. This
guidance was finalized in May 2018
(2018 Final Guidance) (Ref. 1). Unless
the failure to pursue regulatory action

poses a potential health hazard to the
consumer, FDA generally does not
intend to object to the marketing of OTC
sunscreen products that do not have an
approved NDA or ANDA provided that
they: (1) Contain as sunscreen active
ingredients only the active ingredients
or combinations of active ingredients
listed in 21 CFR 352.10 and 352.20
(both currently stayed); (2) do not make
claims addressed in §§201.327(c)(3) and
(g) and 310.545(a)(29)(ii); (3) comply
with the requirements for OTC drugs set
forth in part 201 and §330.1 (21 CFR
330.1), the requirements for adverse
event reporting for OTC drugs set forth

in the FD&C Act (see section 760 (21
U.S.C. 379aa)), and the provisions of the
FD&C Act addressing adulteration; and
(4) follow applicable labeling and
testing requirements for OTC sunscreens
set forth in § 201.327.

2. Recent Significant Rulemakings
Relevant to This Proposed Rule

Since publishing the Stayed 1999
Final Monograph, FDA has issued a
number of Federal Register notices
relating to OTC sunscreens. Major
notices pertinent to today’s proposed
rule are summarized briefly in table 2

below:

TABLE 2—RECENT SIGNIFICANT Federal Register NOTICES PERTINENT TO THIS RULE

Federal Register notice

Information in notice

Insect Repellent-Sunscreen Drug Prod-
ucts for Over-the-Counter Human Use:
Request for Information and Com-
ments; 72 FR 7941, February 22, 2007.

Sunscreen Drug Products for Over-the-
Counter Human Use: Proposed
Amendment of Final Monograph; 72
FR 49070, August 27, 2007.

Labeling and Effectiveness Testing: Sun-
screen Drug Products for Over-the-
Counter Human Use (L&E Final Rule);
76 FR 35620, June 17, 2011.

2011 Proposed Rule: Revised Effective-
ness Determination (Max SPF PR); 76
FR 35672, June 17, 2011.

2011 ANPR and Request for Data and
Information on Certain Dosage Forms;
76 FR 35669, June 17, 2011.

We issued a notice stating that we were considering amending the Stayed 1999 Final Monograph to include conditions for
marketing insect repellent-sunscreen drug products and requested information to form a regulatory position on these
products. The Environmental Protection Agency, which regulates the insect repellent component of insect repellent-sun-
screen combinations, published a similar notice concurrently with ours, also seeking information and comment on these
products.

We proposed to amend the Stayed 1999 Final Monograph to address, among other things, formulation, labeling, and test-
ing requirements for both UVA and UVB radiation protection.

We issued a final rule establishing labeling and testing requirements for sunscreen products. Among other things, the L&E
Final Rule established optional broad spectrum labeling, created an optional indication relating to decreasing the risk of
skin cancer and early skin aging for broad spectrum products with an SPF of 15 or higher, and required a labeling
warning for sunscreens that did not both satisfy the broad spectrum test and provide an SPF of at least 15.

We proposed to raise the limit on the maximum permissible labeled SPF value for sunscreen products to “50+.” Among
other things, we sought comment on the appropriateness of a formulation cap for sunscreen products.

We issued an ANPR describing the sunscreen dosage forms that we considered to be part of the OTC Drug Review and
thus eligible for potential inclusion in a sunscreen monograph, as well as those dosage forms that we did not consider
eligible. We requested data to enable us to ensure that the administrative record would be adequate to support GRASE
determinations for the eligible sunscreen dosage forms. In particular, we emphasized that additional safety and efficacy
data would be needed to support final monograph status for spray dosage forms. We also announced that we were
issuing a draft guidance document (discussed above) explaining the Agency’s intended enforcement policy for sun-
screens marketed pursuant to the monograph system, including with respect to dosage forms. The Agency’s approach
to enforcement of spray sunscreens is now described in the 2018 Final Guidance.

IV. Scope of This Rulemaking

Eligibility for inclusion in an OTC
monograph was originally limited to
active ingredients and other conditions
that had been used in drugs marketed in
the United States prior to the inception
of the OTC Drug Review in 1972. After
publication of the final sunscreen
monograph in 1999, FDA published its
TEA regulation (§ 330.14), (67 FR 3060
at 3074, January 23, 2002), which sets
forth criteria and procedures by which
OTC drugs initially marketed in the
United States after the OTC Drug
Review began and OTC drugs without
any U.S. marketing experience can be
considered for inclusion in the OTC
drug monograph system. Congress later
passed the SIA, which, among other
things, supplements FDA’s TEA
regulations for OTC sunscreen drug
products (21 U.S.C. 360fff through
360fff-7) (2014).

This proposed rule addresses the
GRASE status (and conditions of use
applicable to) sunscreen drug products

containing active ingredients listed in
the Stayed 1999 Final Monograph. It
does not address the pending sunscreen
active ingredients that were originally
submitted under the procedures
established in the TEA regulation and
are now being addressed through the
SIA process.10 As discussed further in
section VII, however, the safety data we
described as necessary to evaluate the
safety and effectiveness of sunscreen
products containing those active
ingredients are the same as what we are
now describing as needed to establish
that the active ingredients listed in the
Stayed 1999 Final Monograph are
GRASE for use in sunscreen products.
We are not revisiting the contribution
that the active ingredients listed in the
Stayed 1999 Final Monograph make to
the effectiveness of sunscreens. The
Agency has not received information

10FDA’s proposed sunscreen orders on each of
these ingredients can be found at https://
www.fda.gov/drugs/guidancecompliance
regulatoryinformation/ucm434843.htm.

suggesting that it is necessary to revisit
its prior decision about the effectiveness
of the active ingredients at this time.

V. Legal Authority

We are issuing this proposed rule
under sections 201, 301, 501, 502, 503,
505, 510, 586E, 701, 702, 703, 704, and
721 of the FD&C Act and under section
351 of the Public Health Service Act (42
U.S.C. 262).

VI. Need for Additional Safety
Information

A. Increased Consumer Exposure to
Sunscreen Active Ingredients

Consumer exposure to sunscreen
active ingredients has increased
dramatically since FDA began its initial
safety evaluations of the sunscreen
active ingredients at issue in this
proposed rule. Many factors have
influenced this increase, including the
following:


https://www.fda.gov/drugs/guidancecomplianceregulatoryinformation/ucm434843.htm
https://www.fda.gov/drugs/guidancecomplianceregulatoryinformation/ucm434843.htm
https://www.fda.gov/drugs/guidancecomplianceregulatoryinformation/ucm434843.htm
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o Significant increases in the number
and types of consumers using
sunscreen products (Refs. 2 and 3)

¢ Sunscreen products containing a
greater number of active ingredients at
greater concentrations (Ref. 4)

o Increased awareness of the risks of
sun exposure and encouragement of
routine sunscreen use by medical and
public health authorities (see, e.g.,
Ref. 5)

e Evolving directions for use on
sunscreen products instructing
consumers to use greater amounts of
sunscreen per application and to
reapply sunscreen products more
frequently (76 FR 35672 at 35678),
codified as § 201.327)

¢ Expanding availability and use of
many different types of sunscreen
products, including daily-use
products such as facial makeup,
moisturizing creams, and lipstick

Relatively few sunscreen products
were in use when the U.S. Army
initially funded research into the
development of effective sunscreen
products for use by military personnel
on aircraft carriers (and others routinely
exposed to long periods of intense
sunlight) during World War II (Ref. 2).
The reach of sunscreen products began
to broaden when they were later
marketed for use specifically by
consumers who sunburned readily (i.e.,
fair-skinned individuals) in situations of
intentional sun exposure, such as
sunbathing on a beach (Ref. 6).
Sunscreen products are now routinely
used by a much broader range of
consumers for protection against many
types of sun-induced skin damage, not
just sunburn. Accumulating data
demonstrate that increased sun
exposure increases the risk of
developing skin cancers and premature
skin aging (Ref. 2). To help reduce the
risk of these types of sun-induced skin
damage, public health organizations
(including FDA) have for years urged
consumers to use sunscreen products
along with other sun-protective
behaviors like limiting time in the sun
and wearing protective clothing (Refs. 7,
8, and 9).

Another factor driving increased
consumer exposure to sunscreen active
ingredients has been the introduction
and widespread adoption of sunscreen
products with higher labeled SPF
values. The maximum SPF value
proposed for sunscreen labeling has
progressively increased from SPF 15 in
the 1978 panel report, to SPF 30+ in the
Stayed 1999 Final Monograph, to SPF
50+ in the 2011 Max SPF PR. To achieve
these higher SPFs, many currently
marketed products are formulated with

more active ingredients combined
together in higher concentrations than
were generally combined in products
when FDA’s review of OTC sunscreens
began. Increased knowledge about the
role of UVA radiation in causing skin
damage has also encouraged the
formulation of broad spectrum products
with combinations of active ingredients
designed to achieve protection against
both UVA and UVB radiation. In
addition, other widely used products,
such as facial makeup, moisturizing
creams, and lipsticks, have had
sunscreen active ingredients added to
their formulations. These trends are
reflected in the evolution of the current
labeling provisions for sunscreen
products regulated under the OTC
monograph system.

Changes in the instructions for using
these sunscreen products have also
contributed to increased use of, and
exposure to, sunscreen active
ingredients. The labeling recommended
by the advisory panel in 1978 simply
instructed consumers to apply
sunscreen products liberally and to
reapply after swimming or excess
perspiration (43 FR 38206 at 38215).
The labeling currently required, by
contrast, encourages consumers to
always use a broad spectrum SPF 15 or
higher product, to use sunscreen
products regularly, and to apply them
generously/liberally 15 minutes before
sun exposure and at least every 2 hours
or more frequently when swimming or
sweating (§ 201.327(e)).

B. Emerging Safety Concerns

In recent years, a growing body of
data has suggested that the transdermal
absorption of some sunscreen active
ingredients is greater than previously
thought, and thus may raise previously
unevaluated safety concerns, including
the potential for reproductive,
developmental, or carcinogenic effects.
As discussed in further detail in section
VIII.C.1.a, newly available information
suggests, for example, that there is the
potential for toxicity associated with the
transdermal absorption and systemic
availability of oxybenzone. This new
information about absorption and
potential safety risks is inadequate, by
itself, to support an affirmative
conclusion that products containing the
active ingredients at issue are not safe.
Coupled with the lack of clinical
pharmacology and nonclinical safety
data for certain sunscreen active
ingredients, however, it leads us to
conclude that, for some sunscreen active
ingredients, the current record does not
include adequate evidence of safety to
satisfy the applicable legal standards for

general recognition of safety and
effectiveness as set forth in §330.10.

VII. Framework for Evaluation of
Safety Data

In light of these safety concerns, FDA
held a meeting of its Nonprescription
Drugs Advisory Committee (NDAC) on
September 4 and 5, 2014, to discuss the
scope of safety testing that should be
conducted to support general
recognition of safety and effectiveness
for active ingredient