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comment on the direct final rule. FDA
stated that the effective date of the
direct final rule would be December 8,
2003, and, if the agency received no
significant adverse comments, it would
publish a notice of confirmation of the
effective date no later than June 11,
2003. FDA received no significant
adverse comments within the comment
period. Therefore, FDA is confirming
that the effective date of the direct final
rule is December 8, 2003. As noted in
the direct final rule, FDA is publishing
this confirmation document 180 days
before the effective date to permit
affected firms adequate time to take
appropriate steps to bring their bottled
water products into compliance with
the quality standard imposed by the
new rule.

Dated: June 2, 2003.
Jeffrey Shuren,
Assistant Commissioner for Policy.
[FR Doc. 03—14477 Filed 6—-6—-03; 8:45 am]
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I. Background

In the Federal Register of October 10,
1978 (43 FR 46694), FDA published an
advance notice of proposed rulemaking
to establish a monograph for OTC
antiperspirant drug products, together
with the recommendations of the
Advisory Review Panel on OTC
Antiperspirant Drug Products (the
Panel), which evaluated the data on
these products. The agency’s proposed
regulation (TFM) for OTC antiperspirant
drug products was published in the
Federal Register of August 20, 1982 (47
FR 36492).

In the Federal Register of November
7, 1990 (55 FR 46914), the agency issued
a final rule establishing that certain
active ingredients in OTC drug products
are not generally recognized as safe and
effective and are misbranded. These
ingredients included seven
antiperspirant ingredients, which are
included in § 310.545(a)(4) (21 CFR
310.545(a)(4)). In this rulemaking, the
agency is adding one additional
ingredient to this section. (See section
II1.1 of this document.)

In the Federal Register of March 23,
1993 (58 FR 15452), the agency
requested public comment on two
citizen petitions, and a response to one
of the petitions, related to the safety of
aluminum compounds in OTC
antiperspirant drug products. This final
monograph completes the TFM and

provides the substantive response to the
citizen petitions.

Twenty-four months after the date of
publication in the Federal Register, for
products with annual sales less than
$25,000, and 18 months after the date of
publication in the Federal Register, for
all other products, no OTC drug product
that is subject to this final rule and that
contains a nonmonograph condition
may be initially introduced or initially
delivered for introduction into interstate
commerce unless it is the subject of an
approved new drug application (NDA)
or abbreviated new drug application.
Further, any OTC drug product subject
to this final monograph that is
repackaged or relabeled after the
compliance dates of the final rule must
be in compliance with the monograph
regardless of the date the product was
initially introduced or initially
delivered for introduction into interstate
commerce. Manufacturers are
encouraged to comply voluntarily as
soon as possible.

In response to the TFM on OTC
antiperspirant drug products and the
request for comment on the citizen
petitions, the agency received 20
comments. One manufacturer requested
an oral hearing before the Commissioner
of Food and Drugs on six different
issues. Copies of the information
considered by the Panel, the comments,
and the hearing request are on public
display in the Dockets Management
Branch (HFA-305), Food and Drug
Administration, 5630 Fishers Lane, rm.
1061, Rockville, MD 20852. “OTC
Volumes” cited in this document refer
to information on public display.

The agency received some ‘““feedback”
communications under the OTC drug
review procedures (see the Federal
Registers of September 29, 1981 (46 FR
47740) and April 1, 1983 (48 FR
14050)). The agency has included these
communications in the administrative
record and addressed them in this
document.

The safety issues raised by the citizen
petitions are discussed in section IL.F of
this document. The agency believes it
has adequately responded to the six
issues related to the hearing request;
therefore, a hearing is not necessary.

II. The Agency’s Conclusions on the
Comments

A. General Comments on OTC
Antiperspirant Drug Products

(Comment 1) One comment requested
that FDA reconsider its position that
OTC drug monographs are substantive,
as opposed to interpretive, regulations.

The agency addressed this issue and
reaffirms its conclusions as stated in
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paragraphs 85 through 91 of the
preamble to the procedures for
classification of OTC drug products
(May 11, 1972, 37 FR 9464 at 9471 to
9472) and in paragraph 1 of the
preamble to the TFM in the present
proceeding (47 FR 36492 at 36493).

(Comment 2) Three comments
disagreed with the agency’s proposed
definition of an antiperspirant: “A drug
product that, when applied topically to
the underarm, will reduce the
production of perspiration (sweat) at
that site,” (47 FR 36492 at 36503). One
comment contended it was unduly
restrictive and unnecessary to limit use
only in the underarm area because it is
not the only area of the body upon
which these products could potentially
be applied. The comment asked the
agency to modify the definition to
parallel the pharmacologic activity of
the active ingredients and suggested: “A
drug product that, when applied
topically, will reduce the production of
perspiration (sweat) at that site.”

A second comment stated that the
definition limiting use to the underarm
only would adversely affect its products
labeled for use on the hands and for use
with orthotic and prosthetic appliances
(to keep appliance-skin contact areas
dry). Noting that the agency and the
Panel recognized the similarities and
differences between axillary and foot
perspiration, a third comment stated
that ingredients effective in the
underarm area are probably effective to
control foot perspiration.

The agency agrees with the first
comment that it is not necessary to
specify the area of use on the body in
the definition of an antiperspirant
because that information is included in
the product’s labeling. Accordingly, the
agency is deleting the phrase ““to the
underarm” from the definition of an
antiperspirant in § 350.3 (21 CFR 350.3)
of this final monograph to read:
“Antiperspirant. A drug product
applied topically that reduces the
production of perspiration (sweat) at
that site.” The use of an antiperspirant
on other areas of the body, as mentioned
by the second and third comments, is
discussed in section II.A, comment no.
4 and section I1.C, comment 14 of this
document.

(Comment 3) One comment stated
that the TFM for OTC antiperspirant
drug products was substantively and
procedurally defective because it failed
to address adequately the Panel’s
Category III recommendations
concerning “enhanced duration of
effect” and “problem perspiration” and
failed to state what testing was required
to substantiate these claims. The
comment requested that FDA issue a

new or amended TFM to address these
issues.

The agency has determined that there
is no need to withdraw, amend, or
initiate a new TFM. Since the Panel’s
report was published in 1978, the
procedural regulations for the OTC drug
review were revised to comply with the
Court ruling in Cutler v. Kennedy, 475
F. Supp. 838 (D.D.C. 1979). The revised
regulations (46 FR 47730, September 29,
1981) provide that TFMs and final
monographs will no longer contain
recommended testing guidelines. The
agency is not required by statute or
regulation to include testing guidelines
as part of OTC panel reports or TFMs.
The agency stated in proposed § 350.60
of the TFM (47 FR 36492 at 36504) and
states in § 350.60 of this final
monograph (21 CFR 350.60) that “To
assure the effectiveness of an
antiperspirant, the Food and Drug
Administration is providing guidelines
that manufacturers may (emphasis
added) use in testing for effectiveness.”

The “enhanced duration of effect”
and the “problem perspiration” issues
are discussed in section II.C, comments
10 and 12 of this document. Extended
duration of effect claims have been
placed in Category I based on data
submitted by other comments (see also
comment 12). The agency has
determined that claims for problem
perspiration are outside the scope of
this monograph because no data were
submitted to support such claims (see
also comment 10).

(Comment 4) One comment
contended that the proposed monograph
would have a disastrous economic effect
on its company, which markets an
antiperspirant product first formulated
in 1902 and labeled for excessive
perspiration, including keeping the
hands free of perspiration (labeled for
use on the hands for tennis, racquetball,
bowling, football, and other sporting
uses), and marketed for prosthesis and
orthotic use (for amputees to keep their
appliance contact areas dry).

To qualify for exemption from the
“new drug” definition under the 1938
grandfather clause of the act, the drug
product must have been subject to the
Food and Drug Act of 1906, prior to
June 25, 1938, and at such time its
labeling must have contained the same
representations concerning the
conditions of its use (21 U.S.C.
321(p)(1)). Under the 1962 grandfather
clause of the act, a drug product which
on October 9, 1962 was: (1)
Commercially used or sold in the
United States; (2) not a “new drug” as
defined in the 1938 act; and (3) not
covered by an effective NDA under the
1938 act, would not be subject to the

added requirement of effectiveness
“when intended solely for use under
conditions prescribed, recommended, or
suggested in labeling with respect to
such drug on that day.” (Public Law 87—
781, section 107(c)(4), 76 Stat. 788, note
following 21 U.S.C. 321).

The person seeking to show that a
drug comes within a grandfather
exemption must prove every essential
fact necessary for invocation of the
exemption. See United States v. An
Article of Drug * * * “Bentex
Ulcerine,” 469 F.2d 875, 878 (5th Cir.
1972), cert. denied, 412 U.S. 938 (1973).
Furthermore, the grandfather clause will
be strictly construed against one who
invokes it. See id.; United States v.
Allan Drug Corp., 357 F.2d 713, 718
(10th Cir.), cert. denied, 385 U.S. 899
(1966). A change in composition or
labeling precludes the applicability of
the grandfather exemption. See USV
Pharmaceutical Corp. v. Weinberger,
412 U.S. 655, 663 (1973).

Although the comment stated that its
drug products have been marketed since
1902 with hand perspiration labeling
claims, no evidence was submitted to
show that the labeling and composition
of the products have remained
unchanged since either 1938 or 1962, so
that they qualify as grandfathered
products. The agency requested product
labeling from these years on several
occasions (Refs. 1, 2, and 3), but none
was ever provided. Without such
evidence, the products do not qualify
for either grandfather exemption. The
burden of proof with respect to the
grandfather exemption is not on FDA,
but on the person seeking the
exemption. See An Article of Drug
* * * “Bentex Ulcerine,” supra.

The 1938 and 1962 grandfather
clauses apply only to the new drug
provisions of the act (see 21 CFR
314.200(e)) and not to the adulteration
and misbranding provisions. The OTC
drug review was designed to implement
both the misbranding and the new drug
provisions of the act. (See § 330.10 (21
CFR 330.10), 37 FR 9464 at 9466.) The
grandfather clauses do not preclude the
agency from reviewing any currently
marketed OTC drug product, regardless
of whether it has grandfather protection
from the new drug provisions, in order
to ensure that it is not misbranded.

Although the comment claimed this
final rule would have a disastrous
economic effect on its company if
antiperspirants can be labeled only for
underarm use, it provided no
documentation about this impact. The
agency notes that while the company’s
products would need to be relabeled to
bear different indications, as long as the
monograph conditions are met, the
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products could remain in the
marketplace after relabeling occurred.
The economic impact of this final rule
is discussed in section VI of this
document.

B. General Comments on Labeling of
OTC Antiperspirant Drug Products

(Comment 5) Several comments
contended that FDA should not
incorporate the “exclusivity policy” in
the final monograph by prescribing
specific labeling terminology to the
exclusion of other truthful
nonmisleading language.

After these comments were submitted,
in the Federal Registers of May 1, 1986
(51 FR 16258) and March 17, 1999 (64
FR 13254), the agency published final
rules changing its labeling policy for
stating the indications for use of OTC
drug products. Under § 330.1(c)(2) (21
CFR 330.1(c)(2)), the agency provides
options for labeling OTC drug products.
The final monograph in this document
is subject to the labeling provisions in
§330.1(c)(2). In addition, the
monograph labeling follows the format
and content requirements of § 201.66
(21 CFR 201.66).

(Comment 6) One comment objected
to limiting the terms proposed in
§350.50(b)(1), (b)(2), and (b)(3) to
“reduces,” “decreases,” “‘diminishes,”
and “lessens.” The comment stated that
“lower” and “mitigate”” are synonyms
for “reduce” and other words and
phrases state, truthfully and accurately,
the effect of antiperspirants.

Several comments disagreed with the
agency that words such as “stop,”
“check,” “halt,” “end,” “eliminate,”
and “protect” should not be used in the
labeling of antiperspirant drug products,
even if preceded by the word “helps,”
because these words imply the ability to
stop underarm perspiration totally and
would therefore mislead the consumer
about the effectiveness of antiperspirant
drug products. The comments
mentioned the minority Panel position
that “The Panel did not see scientific
data to indicate that a consumer can
differentiate between such words as
‘halts,” ‘checks,” ‘stops,” and ‘ends,” as
disallowable words versus ‘diminishes’
and ‘reduces’ as allowable words,” (43
FR 46694 at 46725). One comment
agreed with the minority because a
review of the entire record of this
proceeding found no studies or data to
support a decision to disallow
“protects,” “halts,” “checks,” and
“stops.” Another comment requested a
hearing on this issue.

One comment disagreed with the
Panel’s Category II status for the
following labeling claims (43 FR 46694
at 46724): “Dry,” “dry formula,” “super

9 ¢

dry,” “helps stop wetness,” “completely
guards your family,” “helps stop
embarrassing perspiration wetness,”
“complete protection,” “really helps
keep you dry,” and ‘““gentle enough for
sensitive areas of the body.” The
comment asked the agency to allow
these claims in the final monograph.

The agency has re-evaluated these
claims in light of the comments’
arguments and its current policy to
provide consumer friendly OTC drug
product labeling. The agency is deleting
one previously proposed word
(“diminishes”) and adding some more
consumer-friendly words (“sweat” and
‘““sweating”) to antiperspirant product
labeling.

The agency proposed the word
“diminishes” in § 350.50(b) as one of
the optional terms that could be used as
the first word of the indications
statement. While the word ““diminish”
means to “reduce,” the agency does not
consider it as consumer-friendly as the
other optional words “reduces,”
“decreases,” or “lessens.” Therefore, the
agency is not including “diminishes” in
§ 350.50(b) of this final monograph as an
FDA-approved term. The agency
rejected the words “mitigate” and
“lower” in the TFM (comment 14, 47 FR
36492 at 36496 to 36497). The agency’s
position has not changed. While the
terms “mitigate,” “lower,” and
“diminishes” are not in the monograph
and the agency does not favor their use,
manufacturers may use these terms, or
other words or phrases that truthfully
and accurately express a similar
meaning, under the flexible labeling
policy in § 330.1(c)(2).

The agency is not changing its
position on the use of the word “helps”
in conjunction with the words “stop,”
“halt,” “check,” “end,” and
“eliminate.” In the TFM (comment 14),
the agency stated that these words
imply the ability to stop underarm
perspiration totally and would therefore
mislead consumers about antiperspirant
effectiveness. Although neither the
Panel nor the agency had any consumer
comprehension studies to support a
decision to disallow this information,
the comments also did not provide any
data to support these terms. The agency
would consider these terms if data are
provided to show that consumers would
not be misled about the effect of
antiperspirant drug products. The
agency is not including ‘“‘helps protect”
before “underarm dampness,”
“underarm perspiration,” or “underarm
wetness,” because the language is not
clear and could confuse consumers.

The agency is not including any “dry”
or similar claims (“dry,” “dry formula,”
“super dry,” “really helps keep you

dry”) in this final monograph because
no criteria have been established to
define “dry.” Thus, what may be “dry”
for one manufacturer’s product may not
be “dry” for another manufacturer’s
product. The agency would consider
including “dry” claims in the
monograph if appropriate criteria for
such claims are developed.

The agency is not including claims
such as “‘complete protection” or
“completely guards your family” in the
monograph because there is no evidence
that antiperspirant drug products
provide “complete” protection. The
agency is not including the claim
“gentle enough for sensitive areas of the
body” because the words ‘‘sensitive
areas’” may imply that the product can
be used on other body areas in addition
to the underarm. The agency is not
including the claim “helps stop
embarrassing perspiration wetness”
because what is “embarrassing” or
‘“problem” perspiration for one
individual may not be “‘embarrassing”
or a “problem” for others. (See section
I1.C, comment 10 of this document.)

The agency is not including both
“perspiration”” and “wetness’ in the
same claim because it considers the
duplicative wording unnecessary. The
currently allowed claims are “* * *
underarm wetness” or “* * * underarm
perspiration.” The agency would have
no objection to “* * * underarm
perspiration wetness,” but such would
have to be done under the flexible
labeling provisions of § 330.1(c)(2). The
agency is adding the words “sweat” and
“sweating” in § 350.50(b) as other ways
to describe “wetness” and
“perspiration,” because consumers
regularly use these terms to describe
perspiration. Based on the previous
discussion, the agency concludes that a
hearing is not warranted on these issues.

(Comment 7) Three comments
requested that OTC antiperspirant drug
products be exempted from the keep out
of reach of children and accidental
ingestion warnings in § 330.1(g) because
these products are not toxic by oral
ingestion. One comment noted only one
reported ingestion in 30 years of
marketing antiperspirant products.
Another comment stated that aerosols,
in particular, should be exempt from the
ingestion warning due to the
characteristics of the delivery system
and the warnings already required for
aerosols pressurized by gaseous
propellants under § 369.21 (21 CFR
369.21).

Although the comments did not
submit any data to show that
antiperspirant drug products are safe if
ingested, the agency believes these
products should not be toxic by oral
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ingestion for most individuals.
However, individuals with renal
dysfunction or immature renal function
(i.e., infants) are at a higher risk from
any exposure to aluminum. Further,
ingestion of the various inactive
ingredients present in these products
may make young children ill or cause
other undesirable consequences.
Without adequate proof of safety if
accidental ingestion were to occur, the
agency has no basis to exempt OTC
antiperspirant drug products from the
accidental ingestion warning.

Although aerosol antiperspirant drug
products are unlikely to be accidentally
ingested by most consumers, the agency
notes that the product containers are
similar to those used for some food
products. Spraying an aerosol into the
mouth and ingesting it could be more
hazardous than ingesting other dosage
forms of the product because of the
aerosol propellants. The warnings
required under § 369.21, for those drugs
in dispensers pressurized by gaseous
propellants, are not related to ingestion,
but state the following: ““Avoid spraying
in the eyes. Do not puncture or
incinerate. Do not store at temperatures
above 120 °F. Keep out of reach of
children.” The agency does not consider
these warnings a basis to exempt aerosol
antiperspirants from the accidental
ingestion warning required by § 330.1(g)
for topical drug products. The last
statement of the warning required by
§369.21 and the first warning required
by §330.1(g) (i.e., “Keep out of reach of
children.”) are identical as of March 17,
1999 (64 FR 13254 at 13294). Section
350.50(c)(4)(ii)) of the final monograph
requires aerosol antiperspirant drug
products to bear the language in
§ 369.21. These products do not have to
repeat the first general warning required
by §330.1(g) but need to have the
accidental ingestion warning required
by §330.1(g).

(Comment 8) Two comments objected
to the proposed warning in § 350.50(c)
for aerosol antiperspirants, which states:
“Avoid excessive inhalation.” The
comments argued that the warning
duplicates and gives less information
than the current warning required for
aerosol drug products under § 369.21.

Section 369.21 requires the following
warning statement for a drug packaged
in a self-pressurized container in which
the propellant consists in whole or in
part of a halocarbon or hydrocarbon:
“Use only as directed. Intentional
misuse by deliberately concentrating
and inhaling the contents can be
harmful or fatal.” The agency does not
consider this warning (which addresses
deliberate misuse) as being the same as
a general statement warning people to

avoid excessive inhalation. There are
many people who would not
deliberately misuse the product who
should be alerted to keep away from
their face and mouth and to avoid
excessive inhalation. The warning
appears in the final monograph in more
consumer friendly language and in the
new labeling format as follows: “When
using this product [bullet] keep away
from face and mouth to avoid breathing
it.” (See § 201.66(b)(4) for description of
a “bullet.”)

C. Comments on Category IIT
Effectiveness Testing

(Comment 9) Several comments
objected to user perception testing to
substantiate Category III effectiveness
claims. (See comment 24, 47 FR 36492
at 36499.) The comments contended
that the user perception test is not
reliably indicative of product
effectiveness and offers at best a crude
index of activity that is difficult to
employ for precise qualitative and
quantitative evaluations. The comments
considered objective gravimetric sweat
collection procedures more reliable than
user perception testing to assess
antiperspirant activity levels and
requested that user perception testing be
deleted. Three comments submitted
data on user perception testing of
Category III claims, including extra
effective, 24-hour duration, emotional
sweating, and foot perspiration (see
section II.C, comments 11 through 14 of
this document).

The agency has determined that user-
perception test data support emotional
sweating, 24-hour protection, and extra
effective claims. Accordingly, the
agency concludes that there are
sufficient data on user perception tests
(including both user and independent
observer perception tests) for use of
antiperspirants for the underarm. No
further user perception tests are
necessary if an underarm antiperspirant
shows at least 20 percent sweat
reduction by gravimetric tests for
emotional sweating and 24-hour
protection claims or 30 percent sweat
reduction for extra effective claims.
Adequate user perception tests have not
been conducted for parts of the body
other than the underarms, such as the
hands or feet. The agency will still
require user perception and other
effectiveness data to support use of
antiperspirants on the hands and feet
(see section II.A, comment 4 and section
II.C, comment 14 of this document).

(Comment 10) Several comments
objected to the Category III status of the
claims “problem perspiration” and
“especially troublesome perspiration.”
One comment contended these claims

are not inherently misleading or
untruthful and many people who do not
perspire heavily may, at times, consider
themselves to have “problem” or
“troublesome” perspiration.

Other comments objected to the
agency’s definition of problem
perspiration as affecting the upper 5
percent of perspirerers, contending that
a more realistic approach would be to
let consumers define the meaning of
these words by running efficacy studies
on people who identify themselves as
having problem or especially
troublesome perspiration. One comment
objected to the economic consequences
of testing the top 5 percent of the
population to establish a “problem
perspiration” claim, because this could
raise the price for one efficacy
evaluation from the current $5,000 to
$10,000 up to $200,000. The comment
requested a hearing on this issue if FDA
did not revise its approach.

No data were submitted to the agency
to show that any OTC antiperspirant
drug product is effective in reducing
‘“problem” or “especially troublesome”
perspiration. The agency is not aware of
any products that currently qualify as
effective for those conditions. If
products are found to be effective in the
future, the agency will include a
definition and labeling for “problem” or
“especially troublesome” perspiration
in the monograph. The agency proposed
in the tentative final monograph that a
30 percent reduction in sweat
production in the upper 5 percent of
perspirerers is necessary for a ‘“problem
perspiration claim” (47 FR 36492 at
36500). As discussed in section II.C,
comment 9 of this document,
gravimetric testing is sufficient to prove
these claims. The agency would find
acceptable an antiperspirant
effectiveness study on a population of
individuals who perceive themselves to
have ‘“problem perspiration,”” as one
comment suggested. Based on changes
in the testing to support these claims,
the agency concludes that a hearing is
not needed.

(Comment 11) Several comments
objected to the agency’s proposed
Category II classification of the claims
“extra strength,” “extra effective,” or
any other comparative effectiveness
claims (see comment 19, 47 FR 36492 at
36498). The comments argued that if
manufacturers can demonstrate by
appropriate testing and methods of
statistical analysis that one product is
more effective than another, they should
be permitted to so inform consumers.
The comments noted that the agency
had approved an NDA for an
acetaminophen “extra strength’” product
and allowed sunscreen products to label
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their degree of effectiveness. One
comment requested a hearing on this
subject.

To prove the validity of comparative
claims, two comments submitted both
gravimetric and perceptual data (Refs. 4
and 5). Another comment submitted
gravimetric data only (Refs. 6 and 7) and
stated that one study showed that a 10
percent difference in antiperspirant
effectiveness can be measured with
currently marketed antiperspirant
products. This comment stated that
adequate data (Ref. 8) had been
submitted to the Panel (43 FR 46694 at
46715) to show that as differences in
antiperspirant performance levels
increase, larger numbers of consumers
perceive the difference. These data
included a chart plotting differences in
sweat reduction against the percentage
of subjects who noted variations in
axillary wetness. The chart shows that
at 20 percent sweat reduction,
approximately 45 to 50 percent of the
subjects noticed a difference; at 35
percent sweat reduction, approximately
60 percent noticed a difference; and at
50 percent sweat reduction,
approximately 75 percent noticed a
difference. The comment contended that
this study confirmed the Panel’s
determination that the user can perceive
a shift of at least 10 percent in
antiperspirant effectiveness and that a
product providing a 30 percent or
greater sweat reduction is perceived as
more effective than a standard
antiperspirant. The comments requested
monograph status for “extra strength”
and “‘extra effective” claims, as
qualified by gravimetric studies.

The agency has determined that some
of the studies (Ref. 4) meet the Panel’s
“guidelines for user perception test to
be done for claims of ‘extra-effective’ to
be classified as Category I’ (43 FR 46694
at 46730). In these studies, two solid
stick antiperspirant products
(containing either 10 percent or 25
percent aluminum chlorohydrate) were
compared by both a gravimetric and a
user perception test. In the gravimetric
test, 91 female subjects used the 10-
percent product, and 88 used the 25-
percent product. A 17-day conditioning
period with no antiperspirant use was
followed by four daily applications of
one of the products to a randomly
selected axilla (armpit or underarm).
The opposite axilla received no
treatment and served as the control.
Baseline sweat production was
determined the first day of the test. On
days two and three, the antiperspirant
was applied and 1 hour later a sweat
production sample was collected. On
day five, 24 hours after the fourth
application, a sweat production sample

was collected. Both the 10- and 25-
percent products were more effective
than the no treatment control for all
time periods according to the statistical
methods (Wilcoxon signed rank test) in
the agency’s guidelines for effectiveness
testing of OTC antiperspirant drug
products (Ref. 9). Evaluation of the Z
values for the two 1-hour test days and
the 24-hour test day showed that both
products were statistically (Wilcoxon
test) at least 20 percent better than the
control axilla for all time periods (p <
0.001 for all three cases). Thus, both
products met the requirements for
standard effectiveness, i.e., a minimum
of 20-percent reduction in underarm
perspiration. Applying the same
statistical methods to a 30-percent
reduction in underarm perspiration on
the last 24-hour data showed that the
25-percent product was more effective
than no treatment (p < 0.001) and, thus,
met one of the extra effective criteria.
The same study design was used in
the user perception test except that the
subjects applied the 10-percent product
under one axilla and the 25-percent
product under the other axilla. On day
five, 24 hours after the fourth
application, the 100 female subjects
were asked “Under which arm do you
feel drier?”” All subjects had a
preference: 33 favored the 10-percent
product and 67 favored the 25-percent
product. A statistically significant
number of the subjects were able to
perceive that the 25-percent product
was more effective than the 10-percent
product (p = 0.0005 one-sided). This
result exceeded the Panel’s requirement
that 58 out of 100 subjects have a
preference for the test antiperspirant (43
FR 46694 at 46731). Thus, these studies
showed that the 25-percent aluminum
chlorohydrate met the Panel’s criteria
(gravimetric measurements and user
perception) for an extra effective claim.
The agency has determined that the
studies indicate that gravimetric testing
shows an adequate difference between a
standard antiperspirant (with a 20-
percent reduction in sweat) and an
antiperspirant with at least a 30-percent
reduction in sweat, as required by the
Panel, to support an “extra effective”
claim. The agency stated in the tentative
final monograph (47 FR 36492 at 36499)
that once the level of activity that is
perceivable by users has been
established using the Panel’s
recommended guidelines, it will not be
necessary to perform user perception
testing on individual products.
Accordingly, the agency concludes that
no further user perception testing is
necessary for an “extra effective” claim,
which is being included in the
monograph for those antiperspirant

products that reduce underarm
perspiration by 30 percent or more
using the guidelines for effectiveness
testing of antiperspirant drug products
referred to in § 350.60.

The Panel placed “extra-strength”
claims in Category II because it
concluded that “the presence of more
active ingredient in an antiperspirant
product cannot be used as a basis for a
claim of added effectiveness because
additional amounts of antiperspirant
active ingredient do not necessarily
result in improved product
effectiveness” (43 FR 46694 at 46724).
The Panel also stated that ““the term
‘extra-strength’ normally refers to
increased concentration of the active
ingredient which would normally mean
added effectiveness.” Several comments
agreed that more active ingredient may
not yield more effectiveness. Thus, a
product containing 20 percent of an
active ingredient (compared to 15
percent) that did not provide 30 percent
or more sweat reduction could not claim
“extra strength” or “extra effective.”

The agency does not believe that for
antiperspirants the claim “extra
strength” is as informative to consumers
as the claim “‘extra effective.” The
agency considers “‘extra effective” to be
the key information that consumers
want to know to select an appropriate
antiperspirant product. The agency is
including this new labeling claim in
§ 350.50(b)(4) of this final monograph.
Based on this discussion, the agency
concludes that a hearing is not needed
on this subject.

(Comment 12) Several comments
objected to the Panel’s Category III
classification of claims for enhanced
duration of effect, such as ‘““24-hour
protection,” “one spray keeps you
comfortably dry all day,” “prolonged
protection,” etc. (43 FR 46694 at 46728).
One comment stated that if an
antiperspirant product can be shown to
provide the required 20-percent
reduction in perspiration under
hotroom conditions for 24, 48, etc.
hours after application, then duration
claims have been substantiated.

Three manufacturers submitted
gravimetric studies (Refs. 4, 7, 10, and
11) that used a hotroom to induce
sweating and measured sweat collected
in cotton pads twice over a 24-hour
period. The tested ingredients showed a
20-percent or more reduction in sweat
production for both collection times,
which the comments contended
satisfied enhanced duration claims such
as “24 hour protection” and ““all day
protection.” One comment added that
its data (Ref. 11) support a variety of
product forms (cream, roll-on, solid
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stick) and, thus, the enhanced duration
effect is not limited to product form.

The agency has determined that the
data support a claim of enhanced
duration for 24 hours according to the
Panel’s criteria. The protocols in seven
of the studies (Refs. 7 and 10) varied
only slightly from the Panel’s
recommended protocol. Subjects in one
study abstained from antiperspirant use
for 2 weeks prior to the study. Subjects
in the other six studies stopped using
antiperspirants 4 weeks prior to the
studies. The subjects were pretreated
with an antiperspirant for the 5 days
prior to beginning sweat collection
procedures. Sweat was collected 4 and
24 hours following the last
antiperspirant application. Five studies
included untreated axilla controls, and
two studies included placebo controls.
One product was tested in two different
studies (one with a placebo and one
without), and the results were virtually
identical. The tests supported enhanced
duration efficacy of 20 percent sweat
reduction over the 24-hour period for
aluminum zirconium tetrachloride (15.5
percent roll-on and 18.2 percent stick),
zirconium tetrachloride (20 percent roll-
on), aluminum chlorohydrate (6.8
percent aerosol), and aluminum
chloride (20 percent solution).

Other data (Ref. 4) also supported
enhanced duration of effectiveness for
antiperspirant solid sticks containing 10
and 25 percent aluminum
chlorohydrate. Subjects, who abstained
from antiperspirant use for 17 days prior
to the study, were pretreated with an
antiperspirant for the 3 days prior to
sweat collection, 1 and 24 hours after
the last antiperspirant application.
Standard hotroom and sweat collection
procedures were used. Over the 24-hour
period, both 10 percent and 25 percent
aluminum chlorohydrate sticks reduced
sweat production in the treated axilla by
20 percent compared to the untreated
axilla. The 25-percent aluminum
chlorohydrate product also showed a
30-percent reduction in sweat
production.

Six other studies (Ref. 11) support
enhanced duration claims. Most
products showed a 20-percent reduction
in sweat production compared to an
untreated axilla for both the 4- and 24-
hour evaluation periods, with several
products showing a 30-percent sweat
reduction. However, the studies did not
identify the antiperspirant active
ingredients.

The agency is including the following
enhanced duration claims in
§ 350.50(b)(3) of this final monograph:
“all day protection,” “lasts all day,”
“lasts 24 hours,” or “24 hour
protection.” In order to make such a

claim, an antiperspirant product must
reduce sweat production by at least 20
percent over a 24-hour period after
application using the guidelines for
effectiveness testing referred to in

§ 350.60. Antiperspirant products that
meet the extra effective criteria (see
section II.C, comment 11 of this
document) over a 24-hour period can be
labeled with both extra effective and
enhanced duration claims (e.g., “24
hour extra effective protection,” “all day
extra effective protection,” “extra
effective protection lasts all day,” etc.).
Claims of enhanced duration for more
than 24 hours are nonmonograph
because the agency has not received any
data to demonstrate antiperspirant
effe