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SUMMARY: The Food and Drug Administration (FDA):' is issuing 'a‘: final'rule'in |

the form of a final monograph establishing conditions under which over-the-

counter (OTC) antiperspirant drug products are generally recognized as safe

and effective and not misbranded as part of FDA’s ongoing review of OTC drug

products. FDA is issuing this final rule after considering public comments on

its proposed regulation, issued as a tentative ﬁ‘ﬁélxm;ondgi‘abh (TFM) ‘and all

new data and information on antiperspirant drug products that have come to

the agency’s attention.
DATES: Effective Date: This rule is effectlve [msert date 18 montbs after date

of publication in the Federal Reglster]

Compliance Dates: The compliance date for products with annual sales

less than $25,000 is linsert date 24 months dﬁér ddté‘Ofpub'IicdtiOn‘ in/the

Federal Register]. The compliance idkaté‘ for aﬂll 'of’thye‘r"i)fo‘(‘hki’étsv 1s[1nsertdate

18 months after date of publication in the Federal Register].

cd9636

< 'NFﬁl



FOR FURTHER INFORMATIO‘NCONTAéTGera]dMRachanowCentPr f&ii b}ﬁg R

Fishers Lane, Rockville, MD 20857 301- 82‘7 2307

SUPPLEMENTARY INFORMATION:

Table of Contents

L Baokground

II. The Agency’s Conclusions on the Comments

A. General Comments on OTC Antlpersplrant Drug Products -
B. General Comments on Labehng of OTC Antlpersplrant Drug Products
C. Comments on Category I Effectweness Testing
D. Comments on Testing Gu1de]1nes - |
E. Comments on Antiperspirant Active Ingré‘diénts’
F. Comments on the Safety of A'IuminumﬂII‘iygrediéntSV

III. Agency Changes | | |

IV. Summary of Changes From thé, Proposed Rule

V. The Agency’s Final Conclusions |

VI. Analysis of Impacts N

VIIL. Paperwork Reduction Act of 1995

VIIL Environmental Impact

IX. Federalism

X. Section 369.20 Revision ~

XI. References

Monograph (Part 350)

L. 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
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antiperspirant drug products, together with the recommendations of the

Advisory Review Panel on OTC Antlpersplrant Drug Products(the Pane]) B

which evaluated the data on these products. The agency’s proposed ’regu‘]a’t'ion
(TFM) for OTC antiperspirant drug products was pubhshed in the Federal
Register of August 20, 1982 (47 FR 36492). |

In the Federal Register of November 7, 1990 (5;’5 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 Inisbranded.

These ingredients included sevenfa‘n‘tiperspirant 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 _II'I.'l
of this document.) | D

In the Federal Register of March 23, 1993 (58FR15452),theagency -
requested public comment on‘two:cit‘izen p\etition's,. and a fesnonse to oneof
the petitions, related to the safety of aluminum Cornpounds 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*"'dateof publication in the Fé&\étél”ﬁé‘;‘;ﬁéféf R

for products with annual sales less than $25 000, and 18 months after the date -

of publication in the Federal Reglster 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 dehveredforlntmducnon S

into interstate commerce unless it is the subject of an approved new drug -

- application (NDA) or abb'r:eViated newdrug apphcatmnFurther,anyOTC drug o

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
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monograph regardless of ‘t“h‘e"'dé{e‘ff};ie“}’jfoyﬂuye‘t?\}vﬂésﬁ mltlallymtroduced or
initially delivered for introduction into interstate commerce Manufacturers are
encouraged to comply voluntanly as soon as p0351b1e |

In response to the TFM on 'OTC antiperspirant drug products ah’d the
request for comment on the mtlzen petltlons the agency recelved 20
comments. One manufacturer requested an oral hearmg before the
Commissioner of Food and Drugsyon six different i lssues. COPIGS of the
information considered by the Palélel’, the ee‘mrﬂnents%', a:rid,t’heheering request
are on public display in the Dockets Management Branch (HFA-305}, Food
and Drug Administration, 5630 F iehers Lane, rm. 1061, Rockvﬂle, MD 20852.
“OTC Volumes” cited in this document refer to infcf)rma'tioh" on public display.y

~ The agency received some “feedback” communmatlons 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‘;‘ei'tizen petitions garediscussed in seetion |
IL.F of this document. The agency‘believes it has adéduately iires‘ponded‘to the

six issues related to the hearing re'cﬁliiefst‘;’ ’Lherefore aheannglsnotnecessary
1I. The Agency5s COnclusions on tlie Comments

A. General Comments on OTC Antiperspirant Drug Products
(Comment 1) One comment requested that FDA ;eeonsider vi{t‘s_ pyes’ition tha{
OTC drug monographs are substanfive, as opposed to interpretive, regulations.
The agency addressed this iss&,é:'and reaffirms ite conclusions as stated
in 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
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paragraph 1 of the preamble to the TFM in thepresentproceedmg(47 R
36492 at 36493). | |

(Comment 2) Three comments disagreed with the agency’s proposed
definition of an antiperspirant: “A drug product that when‘a‘ppliedmtopi(‘:ally o
to the underarm will reduce the productron of persplratron (sweat) at that |
site,” (47 FR 36492 at 36503). One comment contended it was unduly
restrictive and unnecessary to l1m1t 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 modlfythedeflmtlon 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 . N

A second comment stated that the deﬁnltlon hmltrng use to the underarm

only would adversely affect its products labeled for use on the hands and for R

use with orthotic and prosthetlc apphances (to keep apphance—skm contact

and differences between axillary and foot persplratlon athird ¢ comment stated S

that ingredients effective in the underarm area are probably effectrve to control |

foot persplratron | |
The agency agrees with the flrst comment that 1t 1s not ’nec, ‘ sary to specrfy

the area of use on the body in the deflnltlon of an antlpersplrant because that

information is included in the product s labelmg Accordrngly, the agency is-

deleting the phrase “to the underarm” from the deflmtlon of an antlpersplrant

in §350.3 (21 CFR 350. 3) of this flnal monograph to read “Antzperserant A

drug product applied toplcally that reduces the productlon of persplratlon .

(sweat) at that site.” The use of an antlperspu‘ant on other areas of the body,
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as mentioned by the second and third comrments, IS discussed in section ILA,
comment no. 4 and section IL.C, comment 14 of this document.
(Comment 3) One comment stated that the TFM for OTC antiperspirant |
drug products was substantively and procedura]ly defectlve because it failed

to address adequately the Panel S Category 11 recommendatlons concernmg -

“enhanced duration of effect” and problem persplratlon and falled to state

what testing was required to substantrate these claims. The comment requested

that FDA issue a new or amended TFM to address these 1ssues R

The agency has determined that there is no need to w1thdraw amend, or
initiate a new TFM. Since the Panel s report was published in 197 8, the k'
procedural regu]atlons for the OTC drug rev1ew were revised to comply wrth |
~ the Court ruling in Cutlerv. Kennedy, 475 F, Supp 838 [D D C 1979) The N
revised regulations (46 FR 47730, September 29, 1981] prov1de that TFMs and |
final monographs w1ll no longer contaln recommended testing gurdehnes The
agency is not required by statute or regulatlon to include testlng gmdehnes ‘
as part of OTC panel reports or TFMs. The agency stated ‘1n 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 proVVi‘dingﬂgnidel‘ines that o
manufacturers may (emphasis added) usé in testing jfor'e’ffectiveness.’/’

The “enhanced duration of effect” and the "prohlem‘perspi‘rat’ihon"’issu‘es

are discussed in section II.C, comments 10 and 12 of this document.\EvXtended

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 forproblem persplratron areyoutsrde the scope o\f‘this; -



7 ;
monograph because no data were submitted to suppc'i*i s’uchh cl’,a“i“msy(see also
comment 10).
(Comment 4) One comment cohten'déa“théf the proposed monograph

would have a disastrous economic effect on its company, which markets an

antiperspirant product first formulated in 1902 ‘an‘(‘:li']’éﬁe]”ed‘er“exﬁcﬁevssi\}e” S

perspiration, including keeping the hands free of perspiretie‘n‘ (Iabeled for use

on the hands for tennis, racquetball bowhng, football and other sportlng uses),
and marketed for prosthesis and orthouc use (for amputees to keep their

appliance contact areas dry).

grandfather clause of the act, the drug product must have been subject to the
Food and Drug Act of 1"906, 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 clauseoftheact,a S

drug product which on October 9,&19’6‘2 was: (1)Commermally 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, recommend;e;d‘, or suggested in labehngw1threspectto S

such drug on that day.” (Public Law 87-781, section 107(c)(4), 76 Stat. 788,

note followmg 21U.8.C. 321).

The person seekmg to show that a drug comes W1thm a grandfather S A R A Y

exemption must prove every essentlal fact necessary for mvocatlon of the ‘
exemption. See United States v. An Amc]e of Drug #% T “BenteX U]cerme

469 F.2d 875, 878 (5th Cir. 1972) cert demed 412 U S. 938 (1973)

Furthermore, the grandfather clause will be strictly construed agamst one who
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invokes it. See id.; United Statesv. Allan Drug Corp., 357 F.2d 713,718 (10th

Cir.), cert. demed 385 U S. 899 (1966) A change in composrtron or ]abehng -
precludes the applicability of the grandfather exemptlon See USV o

Pharmaceutical Corp. v. Wemberger, 412 U.S. 655, 663 (1973).
Although the comment stated that its drug products have been marketed
since 1902 with hand persprratron labehng clauns no evidence was submrtted

to show that the labeling and composrtron of the products have remarned

unchanged since either 1938 or 1962 o) that they quahfy as grandfathered
products. The agency requested product labehngwfr’om these years onseveral

occasions (Refs. 1, 2, and 3), but none was ever pro‘;vided"W‘ithout such

evidence, the products do not quahfy for either grandfather exemptlon The R

burden of proof with respect to the grandfather exemptmn is not on FDA bt

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(8)) and not to the adul‘teratibn ahdf o

misbranding provisions. The OTC drug review was: desrgnedt01mplement o

both the misbranding and the new drug provisions of the act (See § 33010 o

(21 CFR 330.10), 37 FR 9464 a‘t'94’66 ) The graﬁafa‘tﬁer‘craﬁ"gﬁ‘ég‘aa"ﬁatpfée‘rﬁ‘aé’"‘“ A

regardless of whether it has grandfather protectmn from the new drug |

- provisions, in order to ensure that it is not mlsbranded

Although the comment claurned thls final rule would have a drsastrous o

economic effect on its company if antiperspirants C"?m be labeled On,ly fowr i

underarm use, it provided no documentation about this impact. The agency

notes that while the company’s products would need toberelaheledtobear
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different indications, as long as the monographcondltrons are rnet,the
products could remain in the marketplace after relabeling occurred. The
economic impact of this final rule is discussed in section VIof this document
B. General Comments on Labeling of OTC‘Antiperswp‘rroh t Drug Products
(Comment 5) Several comments contended that FDA shou]d not

1ncorporate the - ‘exclusivity policy” in the fmal monograph by prescrlblng

specific labeling terminology to the exclusron of other truthful nonmlsleadlng o

language.

After these comments were submitted, in the FederalReglsters ofMayl, B

1986 (51 FR 16258) and March 17, 1999 (64 FR 13254), thé;a'géhéy ppublis}ied o

final rules changing its labeling policy for ’stating'th"'e"'ind‘icationskfor use of

OTC drug products. Under § 330. l(c)(z) (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 }abehng provisions in §‘330.1(c)(2). In addrtlon, the

monograph labeling follows the format and.'cont'ent?requirem‘ents%of’§L\'201".'6V;6r o

(21 CFR 201.66).

(Comment 6) One comment ob)ected to limiting the terms proposed in

§350.50(b)(1), (b)(2), and (b)(3) to reduces ” “decreasea ” “dlmmlshes nd D

“lessens.” The comment stated that “lower” and “mltlgate” are Synonyms for o

“reduce” and other words and phrases state truthfully and accurately, the
effect of antiperspirants. | | o |
Several comments disagreed V\;rith the agency that Words such as "‘stop,"’
“check,” “halt,” “end,” “ehrnlnate and ‘protect” should not be used in the
labehng of ant1persp1rant drug products even if preceded by the word “he]ps
because these words imply the ablhty to stop underarm persplratlon totally

and would therefore mislead the consumer about the effectlveness of



antiperspirant drug products. ThecommentsmentlonedthemlnorltyPaneI -
position that “The Panel did not see scientific datafto indicate that a consumer
can differentiate between such words as ‘halts,’ ‘checks ! ‘stops and ‘ends,’

as drsa]lowab]e words versus drmlmshes and ‘reduces’ as al]owab]e words,”

(43 FR 46694 at 46725). One comment agreed with the mmorrty because a
review of the entire record of thls proceedmg found no studles 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 s’tatuskfor the

following labeling claims (43 FR 46694 at 46724): "Dry”’,'"’g"‘kdry’formu‘l'a,"" “‘éu/pér' B

dry,” “helps stop wetness,” “completely guards your family,””"‘he'lps stop
embarrassing perspiration wetness " “complete protectlon 7 “really helps keep
you dry,” and “‘gentle enough for sensrtlve areas of the body ” The comment

asked the agency to allow these clalms in the fmal monograph

The agency has re-evaluated these claims in hght of the comments
arguments and its current pohcy to prov1de consumer frrendly OTC drug |
product labehng The agency is deletlng one prev1ously proposed word
(““‘diminishes”) and adding some more consumer frlendly words (“sweat” and

sweatmg ) to antlpersplrant product labehng

The agency proposed the word dlmmrshes in § 350 50(b] as one of the
optional terms that could be used as the first word of the mdrcatmns statement.
While the word “diminish” means'to “reduce,” the agency does not consider
it as consumer- frrendly as the other optronal words ¢ reduces “ “decreases

r “lessens.” Therefore, the agency is not 1ncludmg “dlmmlshes in

§350.’50(b) of this final monograph as an F DA-appr'oved term. The ¢ agency

rejected the words “mitigate” and;‘i,‘lowery"’"inthe TFM (comment 14, 47 FR



36492 at 36496 to 36497). The agency’s position has not changed Whilethe

bR AN 1

terms “mitigate,” “lower,” and ° dlmlmshes are not in the monograph and
the agency does not favor therr use manufacturers may use these terms or |
other words or phrases that truthfully and accurately express a srrnllar o

meaning, under the flexible labehng pohcy in § 330 1(c)( )

The agency is not changing its position on the use of the wOrd helps’ -
in conjunction with the words ° stop,” “halt,” “check " “end 7 a and
“eliminate.” In the TFM (comment 14) the agency stated that these words
imply the ability to stop underarm ppersprratron totally and would therefore
mislead consumers about antiperspirant effectiveness. Although neither the
Panel nor the agency had any conslumer“comprehension ‘studies to support“aw .
decision to disallow this informatlon, the comments also did not provide any
data to support these terms. The agency would consider theseltermsif data
are provided to show that consumers would not be mlsled about the effect
of antiperspirant drug products. The agency is not mcludmg helps protect”
before “underarm dampness,” “‘underarm perspiration,” or underarm -
wetness,” because the language is not clear and could confuse consumers. l‘

The agency is not including any “dry” orslrhilar'clai‘ms”(‘""dry\,y” :"‘kdry -

I3 N1

formula,

super dry,” “really helps keep you dry ) in thls flnal monograph B

because no criteria have been estabhshed to defrne “dry 7 Thus what may be -

dry for one Inanufacturer s product may not be “dry” for another

manufacturer’s product. The agency ‘would consrder lncludrng “dry ‘claims

in the monograph if approprlate crrterla for such clarms are developed

The agency is not 1nclud1ng clarms such as complete protectlon or
“completely guards your family” in the monograph because there isno

evidence that antiperspirant drug products provide “complete” protection. The
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agency is not including the claim “gentle enough forsensmve areasof the B

body” because the words sensmve areas’ may 1mply that the product can

be used on other body areas in addition to the underarm The agency 1s not
including the claim “helps stop embarrassmg persprratlon Wetness because
what is embarrassmg or problem persplratron for one 1nd1v1dual may not
be embarrassmg or a problem” for others (See section H C comment 10

of this document.)

The agency is not including both “perspiration” and “wetness” in the

same claim because it con31ders the dupllcatlve wordmg unnecessary The |

currently allowed clalms are ““* xox underarm wetness or “x o x underarm k

perspiration.’ The agency ‘would have no ob}ectlon to B underarm o
perspiration wetness,” but such would have to be done under the ﬂexible
labeling provisions of § 330.1(c)(2;). The agency 18 adding the Word’s sweat |
and ‘“sweating” in § 350.50(b) as otherWays to describe “wetness” and

“perspiration,” because consumerjs‘“regularly use these terms to describe

perspiration. Based on the prevrous discussion, the agency concludes that a

hearing is not warranted on these Issues

(Comment 7) Three comments requestedtha’t’“‘“’(l)'ll*"(jwant'ip‘ersplrant drug S

products be exempted from the keep ‘outof'reach“of t:hila”reﬂéﬁd‘a'ccia’éaial' -

ingestion Warmngs in §330. 1(g) because these products are not toxrc by oral

ingestion. One comiment noted only one reported 1ngest10n m 30 years of

marketing antiperspirant products. Another comment stated that aerosols, in

particular, should be exempt from the ingestion ‘War’ning due to the

characterlsttcs of the dellvery system and the Warnlngs already requlred for

aerosols pressurlzed by gaseous propellants under § 369. 21 (21 CFR ).
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Although the comments did not submit any datatosho at
antiperspirant drug products are safe 1f ingested, the agency believes these
products should not be toxic by oral ingestion for most 1nd1v1duals However |
individuals with renal dysfunctlon or nnrnaturerenalfunctlon (i.e., infants)
are at a higher risk from any exposure to aluminum. Further, ingestion of the
various inactive ingredients present in these produ:cts may maké young N

children ill or cause other undesuable Consequences Wlthout adequate proof

of safety if accidental 1ngestlon were to occur, the agency has no bas1s to
exempt OTC antiperspirant drug products from the acmdenta] 1ngestxon
warning.

Although aerosol antiperspirant d’rug products are un‘likely tobe
accidentally ingested by most consun'lers, the agency notes that the Aproduot
containers are similar to those usefd”for some,'foodproducts. Sp‘raying‘ 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 1n dispenserS‘preS'SuriZ‘ed
by gaseous propellants, are not related to ingestion, but state the foHowmg
“Avoid spraymg in the eyes. Do not puncture or 1ncmerate Do not store at
temperatures above 120 °F Keep out of reach of chﬂdren The agency does
not consider these warnmgs a b351s to exempt aerosol antlpersplrants from the
accidental 1ngest10n warnlng requlred by § 330. 1(g) for toplcal drug products
The last statement of the warning ryequlred by §369.21 and the flrstwarnlng
required by § 330.1(g) (i.e., “Keep out of reach of children.”) are identivoal as
of March 17, 1999 (64 FR 13254 at 13294) Section 350 50(c)(4)(u)) of the fmal"

monograph requlres aerosol antlpersplrant drug produots to bear the language B

in §369.21. These products do not have to repeat the flrst general warnlng
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required by § 330 1(g) but need to have the aoc1dental mgestron Warmng

required by § 330.1(g).

(Comment 8) Two comments objected fathapfcspasaa‘waﬁ;ﬁg FE

§ 350.50(c) for aerosol antiperspirants, which states: “‘A‘v‘ord e'xoessive'
inhalation.’ ’ The comments arguel:lthat thewarmng duphcates and glves less o
information than the current warni‘ng} required for aerosol drugproducts :under
§369.21. | ; |

Section 369.21 requires the followmg Warning'stat‘em’ent fora drug
packaged in a self—pressuriz‘e'd oontainer in which the propellant consists in
whole or in part of a halocarbon or hydrocarbon: f‘llseonly as directed.

Intentional misuse by deliberatelyE concentrating and in’h‘al'in“g‘“ﬂ’{é'c‘;‘oﬁtents can

be harmful or fatal " The agency does not Con31der thls Warnlng (Whlch R

addresses deliberate misuse) as bemg the same as a general statement ‘warning

people to avoid excessive 1nhalat10n 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 mhalatlon The warning appears in the

final monograph in more consumer fr1endly language and in the new labehng

mouth to avoid breathmg it.” (See § 201, 66(b (4) for descrlptlon of a “bullet ”)

C. Comments on Category III 'Effectiveness Testing
(Comment 9) Several comments ob]ected to user perceptlon testlng to
substantiate Category III effeot1veness claims. (See oomment 24 47FR 36492 -

at 36499.) The comments oontended that the user perceptlon test 1s not rellably

indicative of product effectiveness and offers at besta crude index ofactivity

that is difficult to employ for preolse quahtatrve and quantrtatrve evaluatlons S

The comments considered ob]ectlve gravrmetrlc sweat collectlon procedures o
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more reliable than user perception testing to assess antrpersplrant acti\kity
levels and requested thatuserp‘erception testing be deleted. Three comments
submitted data on user perception testing of Category III claims, lncludmg
extra effective, 24-hour duration, emotional sweatmg, and foot persplranon o

(see section 11.C, comments 11 through 14 of this document)

The agency has determined that user-perception test d_ata support |
emotional sweating, 24-hour protection, and extra effective claims.
Accordingly, the agency concludes,that there are sufficient dataon user
perception tests (including both user and independfent observer perception
tests) for use of antiperspirants 'fdi} the underarmNofurtheruserperceptlon o
tests are necessary if an underarm? antiperspirant shows at least 20 perCent -
sweat reduction by gravimetric tests for emotional SWeating and 24-hour
protectlon claims or 30 percent sweat reductton for extra effectlve clarms
Adequate user perceptlon tests have not been conducted for parts of the body
other than the underarms, such as ‘the hands or feet The agency WﬂI stlll
require user perception and other effectiveness data to support use of~
antiperspirants on the hands and feet (see section IIA, comment 4 and section

I1.C, comment 14 of this doCument)Ql

(Comment 10) Several COmmen’ts,v'Objected'to’\"the Cétégbry'ttf*st":‘atﬁs bfﬁ‘the S

claims “problem perspiration” and espec1ally troubIesome persplratron ” One
comment contended these clauns are not 1nherently mlsleadrng or untruthful
and many people who do not persplre heavily may, at times, con‘31der |

themselves,to have “problem” or “troublesome” perspiration.

Other comments ob]ected to the agency s defmltlon of problem e

perspiration as affecting the upper 5 percent of persplrerers contendmg that

a more realistic approach would be to let consumers deflne the 1 meam‘ng of
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these words by running effi‘cacy studies on pe‘Op]e whordentrfy ’t‘}'i"éﬁis’erv‘ééf -

as having problem or especially trou’b_lesome persptrat‘i‘on; One comment N ‘ " -

objected to the economic conse‘q‘u‘”ences ‘of test’ing t}#’retop 5 percentofthe )

population to establish a “‘problem perspiration” c];aim;'because thiscould |
raise the price for one efficacy evdaluation from the current$5,[ﬁ)00_‘to $1000O
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 "espeCiallytrouble'SOme’“’" S

perspiration. The agency is not aware of any products that Currently quahfy
as effective for those conditions. If products are found to be effectlve in the o
future the agency Wlll mclude a defrmtron and labelmg for problem or

“especially troublesome” persprratlon in the monograph The agency proposed

in the tentative final monograph that a 30 percent reduction in sweat 7

production in the upper 5 percent of perspirerers is necessary for a “problem
perspiration claim” (47 FR 36492 at 36500). As discussed in section IL.C,

comment 9 of this document, gravimetric testing is sufficient to prove these

claims. The agency would fivndac(i:eptablean antrpersplranteffectlvenessstudy B

on a popu]ation of individuals whp‘perceive‘thems‘e]’yes?to:kﬁayezf‘yfproEl‘emx' S

perspiration,” éé"éh‘e“camhiéﬁt‘éﬁ“ggéstéd. Bﬁaséd ;ori"‘Chan"gés“iﬁ”thé téstingto -
support these claims, the agency concludes that a hearlng is not needed

(Comment 11) Several comments ob]ected to the agency s proposed

Category 11 classification of the clalms extra strength - “extra effectlve o‘r R

any other comparatrve effectiveness claims (see comment 19, 47 FR 364923{ -

36498) The comments argued that if manufacturers can demonstrate by

appropriate testing and methods of statrstlcal analys1s that one product 1s more S
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effective than another, they should be ‘pe‘rrﬁitt‘é’d‘to“s"b"mform'c:onsnrnéfs The )
comments noted that the agency had approved an NDA for an acetammophen
“extra strength” product and allowed sunscreen products to label their degree o

of effectiveness. One comment requested a hearlng on this sub]ect

To prove the vahdrty of comparatlve claims, two comments submitted both

gravimetric and perceptual data (Refs. 4 and 5). Another comment Submitted S

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 antiperspirantlproducts This comment ‘s'tatéd"that adequate“

data (Ref. 8) had been submitted to the Panel (43 FR 46694 at 4671‘5) to show o

that as differences in ant1persp1rant performance levels mcrease larger it
numbers of consumers perceive th_e difference. These da,t,a mClﬂ@?d,@,i C,h,art
plotting differences in sweat reduction again’st the percentage of subjeCt‘s whol |

noted variations in axillary wetness ‘The chart shows that at 20 percent sweat

reduction, approximately 45 to 50 percent of the sub]ects notlced a dlfferenc S

at 35 percent sweat reduction, approximately 60 percent notrced a dlfference;
and at 50 percent sweat reduction, apprOXimately 75 percent noticed a
difference. The comment contended that this study conﬁrmed the Panel s

determlnatlon that the user can percelve a shift of at least 10 percent in

~ antiperspirant effectiveness and that a product provrdmg a30 percent oo

greater sweat reduction is percelve‘d as more effectrve than a standard
antiperspirant. The comments requested monograph status for extra strength” o
- and’ extra effectlve clalms as quahfled by grav1metr1c studres | |

The agency has determmed that some of the studres (Ref 4) meet the =
Panel’s *‘guidelines for user perceptron test to be. done for clalms of ’ extra—

effectrve to be classified as Category I (43 FR 46694 at 46730) In these | -
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studies, two solid stick antiperspirant products (contamlngerther10percent o
or 25 percent aluminum chIorOhydrate)‘were compa’réd by both a grayimetric
and a user perceptron test. In the gravimetric test, 91 female suh]ects used the
10- percent product, and 88 used the 25- percent product A 17- day condltronmg
period Wrth no antiperspirant use was followed by four darIy apphcatrons of
one of the products to a randomly selected axrlla (armplt or underarm) The
opposite axilla received no treatment and served as the control Basehne sweat

production was determined the flrst day of the test. On days two and three

the antiperspirant was applied and 1 hour later a sweat production s'aﬁipré” R

was collected. On day five, 24 hours after the foﬁrﬂth‘appli‘céﬁbh‘;’a sweat
production sample was collected. Both the 10- and 25- percent products were )
more effective than the no treatment control for all time perrods accordlng o
the statistical methods (Wllcoxon srgned rank test) in the agency s gu1dehnes o
for effectiveness testlng of oTC antrpersplrant 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 (Wr]coxon ‘test) at least 20

percent better than the control axrlla for all trme perlods (p < 0 001 for all S

'

three cases). Thus, both products met the requrrements for standard
effectiveness, i:e.; a-minimum of ZO—percent reductlon in‘underarm

perspiration. Applying the same s‘tatis‘tical,,metho,ds;to a 30-percent reduction

imundoramm perspiration on the lsst 24-hour dta showed that the 25 percont

product was more effectlve than no treatment (p < 0 001) and thus met one

of the extra effectlve criteria,

The same study design was used in the user perceptlon test except that -

the subjects apphed the 10—percent product under one axrlla and the 25-

percent product under the other axﬂla On day f1ve 24 hours after the fourth o
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application, the 100 female subjects were asked “Under which arm do you

feel drier?” All subjects had a preference: 33 favored the 1 O-percentproduct -

and 67 favored the 25-percent preducf.‘ Astatrstrcallysrgmflcamnumberof S

the subjects were able to perceive that the 2 5;ﬁer’c‘éﬁt product was"‘m’@r‘é &

effective than the 10-percent product (p = 0.0005 o‘rre-sided). ’THi/s“re‘s“ulﬁfm R

exceeded the Panel’s reQuiremen’gt'h‘a’(;S{} 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 determ’inedfthet th‘estudies indicya‘te: that grav1metr1c o

testing shows an adequate difference between a standard antlpersplrant(wrth “

a 20-percent reduction in sweat) and an yantiperspirfant with at least a 30- -

percent reduction in sweat, as required by the Panel, to support an “extra

effective” c‘;l‘a‘im‘.‘ The agency stated in the tentatlvefrnalmonograph(47 ¥R

36492 at 36499) that once the level of activity that 1s pefCeiVaBIe'by”users has

been established using the Panel’s ‘rf'ejfc'o“‘n*rrne’nded guldehnesrtwﬂl notbe

necessary to perform user perception teSting on individual preducts

Accordingly, the agency concludes that no further user perceptron testlng 1s

necessary for an “extra effectrve” clarm whrch is bemg 1nc1uded inthe

monograph for those : antrpersplrant products that reduce underarm
perspiration by 30 percent or more usmg the guldehnes for effectrveness testmg

of antrpersplrant drug products referred to in § 350.60.

The Panel p]aced “extra- strength” claims in Category II because 1t R

concluded that “the presence of more active mgredrent in an antrpersprrant S

product cannot be used as a ba31s for a clalm of added effectlveness because

addltlonal amounts of antlpersplrant active mgredrent do not necessarlly result
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2 ) The Pane] a]so

in improved product effectivenes:s; (43 FR 46694 at |

stated that ““the term ‘extra-strength’ normaHy refers to increased concentratron .

of the active ingredient which would normal]y mean added effectrveness
Several comments agreed that more active 1ngred1ent may not yxeld more
effectiveness. Thus, a product contammg 20 percent of an active mgredrent
(compared to 15 percent) that drdnot ‘provideBO percent 'or"mogre‘SWeat

reduction could not claim “‘extra strength™ or “extra effective.”

strength” is as informative to consumers as the c‘la'iin“ "‘*’é‘i&a‘e'fteéﬁvé 2The

agency consrders ‘extra effectrve” to be the key mformatron that consumers" R

want to know to select an approprlate antrpersplrant product The agency lsf

including this new labeling claim in § 350. 50(b)(4) of this fmal ':'nograph

Based on this discussion, the ag‘ency‘concludes that ahearmg is hot needed B

on this subject.

(Comment 12) Several comments objected to the Panel s Category IH

classification of claims for enhanced duratron of effect such as “24 hour kk | ” k' ,y S

protection,” “one spray keeps you comfortably dry all day,”_ “prolonged
protection,” etc. (43 FR 46694 at 46728). One comment stated that 1f an -
antiperspirant product can be shown to prov1de the requrred 20 percent
reduction in persprratron under hotroom condltrons for 24 48 etc hours after &

application, then duration clarms have been substantlated

Three manufacturers submltted grav1metr1c stud1es (Refs 4 7 10 and 11)

that used a hotroom to mduce sweatlng and measured sweat coHected in cotton

pads twice over a 24-hour period. The tested 1ngred1ents showed : a 20- percent S

or more reductlon in sweat productlon for both collectlon tlmes Whlch the

comments contended satisfied enhan‘cedduratron claims such as “24 ho,ur B
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protection” and ““all day protection One comment added that 1ts data (Ref
11) support a variety of product forms (cream roll- on sohd stlck) 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 prOtOcolsin seven
of the studies (Refs. 7 and 10) varied only shgh‘dy from the Pane] s
recommended protocol. Sub]ects 1n one study abstamed from antlpersplrant o
use for 2 weeks prior to the study. Sub]ects in the other six stud1es stopped
using antiperspirants 4 weeks prror to the studtes The sub]ects Were pretreated
with an antlpersplrant for the 5 days prior to beglnnlng sweat collectlon h
procedures. Sweat was collected 4 and 24 hours followmg the Tast

antiperspirant application. Five studies included untreatedax‘illacontrolsl,k and

two studies included placebo controls. One product was tested in two dlfferent -

studies (one with a placebo and one without), and thé results were v1rtual]y o
identical. The tests supported enhanced duration efficacy of 20 percent sweat

reduction over the 24-hour period for alumin’urn'zirconiumtetrachloride (15.5

percent roll-on and 18.2 percent st“ick)‘,“z'iféoni‘um‘t‘étra“a}il‘pri’dé”(“2’0‘“p‘éféeht“ S

roll-on), aluminum chlorohydrate (68 percent"aeros;olk)k,‘van&d aluminum chloride

(20 percent solution).

Other data (Ref. 4) also supported enhanced duratlon of effectlveness for D

antlpersplrant solid sticks contalmng 10 and 25 percent alumlnum
chlorohydrate. Sub]ects who ahsta'lned from antlpersplrant use for 17 'days |
prior to the study, were pretreated W1th an antlpersplrant for the 3 days pI‘lOI‘
to sweat collection, 1 and 24 hours after the Iast antlpersplrant apphcatlon

Standard hotroom and sweat collectlon procedures were used Over the 24- B

hour period, both 10 percent and 25 percent aluminura chlorohydrate sticks
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reduced sweat production in the treated axilla by 20 percent compared to the

untreated axilla. The 25-percent aluminum chlorohydrateproduct also showed =~

a 30-percent reduction in sweat production.

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‘fol]’oyv’ing“enh'ancved“dnrat: c

§350.50(b)(3) of this final moﬁograpﬁ;*‘an aa‘y “praté‘caan""’""*Ié‘sts all d"ay'b"" R

“lasts 24 hOurs or “24 hour protectlon 7 In order to make such a clalm an "
antiperspirant product must reduce sweat productlon by at least 20 percent
over a 24-hour period after apphcatlon using the gu1dehnes for effecnveness

testing referred to in § 350.60. Antlpersplrant products that meet the extra

effective criteria (see section I1.C, Comment 11 of thls document) over a 24- B

hour period can be labeled with both extra effective and enhanced duratlon -

claims (e.g., “24 hour extra effectlve protectlon,” “all day extra effective

protection,” “extra effective protection lasts all day,"’ etc.). Claims ofenhanced cm

duratlon for more than 24 hours are nonmonograph because the agency has

not received any data to demonstrate antlpersplrant effectlveness for more thanw’t S

24 hours according to the Panel’s crlterla

(Comment 13] Several comments ob]ected to the Panel s Category III

classification of clalms for control of emotlonal sweatmg, e. g 1nduced by
tensmn or stress (43 FR 46694 at 467 28) The comments contended that a f

- product’s antlpersplrant act1v1ty 1s the same Whether the sweat is due to

thermal conditions or emotional factors. Some comments‘ dtsagreed w1ththe D
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need for additional testing, espec1ally consumer perceptron testrng to estabhsh S

these clalms One comment requested a hearmg

One comment submitted clinical data (Refs. 7 and 12) which it contended

showed: (1) There isa valid scientifi‘c”p’rOtOCOl'that'COrnhines a granirnetric '
sweat test with a word-quiz stress, test to measure reductlon in ernotlonally— |
induced sweat; (2) an antrpersplrant is not Washed from the axrllae durrng
controlled emotional stressing, and excessive sweat does not drmlnlsh

antiperspirant effectiveness; (3) an antlpersplrant effectlve m réducrng

thermally-induced sweat is effective in reducing enic;ﬁona‘n‘y-maﬁced sweat

also; and (4) an antiperspirant that reduces emotronally-rnducedsweatbyZO R

percent or more meets the standard for antiperspirant effectiveness for which‘ -

user perception and benefit has already been accepted and thus there is no D

need for additional user perception testing. The studles 1ncluded aerosol roll—

on, and stick products containing al}urn;inu‘rncthrchydrate or aluminum

* zirconium tetrachlorohydrate, the major antrpersplrant “etéytivé‘iihgfédien‘tsﬁ“ B

The agency has determined that gravimetric sweat tests combined with

mental stress tests support an emotionally-induced é’Wéa‘fiﬁg clalmThedata S

included 12 studies with the same de51gn of 5 days each on panels of
approximately 25 female sub]ects T’retest abstennon frorn all antrpersplrants

for at least 4 weeks prior to the study; day ,one—;—pretreatment control sweat‘

collection under no stress; day twc——vpretreatrnent centfol” swea‘t‘col‘lé‘“ct‘ion“ .

under emotional stressing; days two through flve——apply test product and days
four and five—posttreatment sweat collection under emotlonal stressmg
Sub]ects apphed the antlpersplrant test forrnulatron to one axrlla and used
either a comparatrve forrnulatron a control placebo formulatlon or no )

treatment on the oppos1te axrlla A control emotlonal challenge test Wthh



24

lasted for about 60 minutes, was done on day two and an emotlonal challenge -

test was done on days four and flve of the study

Emotional sweating was 1ndu,ced by having suhj"eiitshdo aworddeflnltron .

test conducted by a moderator experienced at insuring optimum stress. The |

~ subjects received monetary rewards for a correct definition, but forfeited some
of their rewards for incorrect or untimely definitions. SubjeCtshad a 5-second
time limit to begin a response and a15- second maximum trme to glve the

“actual word definition. After 60 mmutes sweat was measured gravmaetrlcally

from the preweighed absorbent pads Standard sweat collectlon and statlstlcal -

evaluation procedures were used. The median sweat output for the 12 studres |

was 1,257 milligrams (mg) for the pretreatment control under emotronal
stressing compared to 415 mg for the pretreatrnent control under no stress Thrs

word defrmtlon test effectlvely ehclted a sweat response

In the 12 studies using the word defmmon test, there was at least a 20-
percent reductron of sweat productron ‘The top 10 percent of heavy sweaters N
from each study (25 sub]ects) havrng the highest sweatrng rates on the )
untreated axrlla had a 36. 8 percent average sweat reduotlon Compared to 38 2 o
percent reduction in the remarnmg 90 percent of each populatlon (196 S
subjects), showing no srgmfrcant drfference in effectlveness in the two groups
Ma]ors and Wild (Ref 13) obtalned smu]ar results when Comparlng 1nd1v1dual h
percent reductlon in thermal sweatlng in the antlpersprrant treated axrlla to
rate of sweating from the untreated axilla in 89 sub]ects They found that heavy
sweating did not affect the rate of reductlon

The products tested under tho emotional sweat protocol were also
evaluated under a standard thermal,,sweat protoCOIat 100 °Fvw'ifth' 30‘pereent | |

relative humidity. The average percent sweat reduction for aerosols was 37.0
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percent for emotional sweatlng and 34.0 percent for thermal sweatlng for

sticks it was 46.0 percent for emotronal sweatlng and 41 4 percent for thermal -

sweating, and for roll-ons it was 51.3 percent for ernotronalsweatrng and 53.3
percent for thermal sweating. These data show thatthe sarneproducts have
similar average percent sweat reduction for both ernoti’onal and thermal
sweating. | k

The agency concludes that gravimetricsw‘eat tests ‘combined with mental

stress tests are sufficient to show effectivenessfor control of e‘motionally-

induced sweating; the data show antiperspirant drug products that are effectlve:

for thermal sweating are also effectlve for emottonal sweatlng The agency has
determined that no additional testing (e.g., user perceptlon tests) is requrred
for an emotionally-induced sweatlng claim for'prost(‘:ts”containing monograph |
1ngred1ents that meet the guldehnes for effectlveness testlng of antrpersplrant |
drug products referred to in § 350.60.

The agency is including the followrng emotionally—induced'SWeating ’Cl‘airn
in § 350. 50(b)(2) of this final monograph “also [select one of the followrng
decreases > ‘lessens,’ or ‘reduces’ ] underarm [select one of the followmg

‘dampness,’ persplratmn, sweat, ‘sweating,” or wetness]due to stress

Based on the previous discussion, the agency concludes',that”a:hreéring‘ Vi;'snot' -

needed on this subject.
(Comment 14) One comment requested monograph status for 25 percent
aluminum chlorohydrate to control foot persplratlon based on gravrmetrlc and ‘

perceptual data from four randomlzed double-bhnd hrlateral palred-

comparison trials, each having 12 fernale sub]ects (Ref 14) Treatrnent Was e

randomly assigned; aluminum chlorohydrate was used on one footk and placebo‘

on the other foot. A 25 percent aluirninUm Chlorohydrate SOIut'ion in 50 percent
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“ethanol:50 percent water and a placebo control con51stmg of 50 percent
ethanol:50 percent water were used in the first study The same solutions i in

“aerosol form were used in the other three studies. The procedure in the

agency’s “Guidelines for Effectiveness Testing of OTCAntlpersplrantDrug o

Products” (Ref. 0) was modified for foot testing: (1) A 3-day pre-treatment

period during which subjects were not to use any foot care products wrth each R

subject rece1v1ng four daily product apphcatlons prlor 10 fmal hotroom "

posttreatment testing collection; (2) sweal collectlon medla were cotton socks R

rather than absorbent pads; (3) a requ1red 5 mmute perlod of mlld exer01se R

(walking around the hotroom at the begmnlng of each collectron perrod) and

(4) a modified method to calculate effectiveness due to the erratlc rate of sweat

collectlons for both treated and control feet.

agency’s guidelines could not be used for the followmg several reasons: (1)
The increased number and higher concentration of :sweatglandsln' the foot

area, (2) the occlusive nature of the foot area, and (3) the erra’uc rate of sweat '

collections for both treated and’ control feet The comment contended that by‘ S

considering the baseline, the posttreatment sweat collectlons and the

preferential subject perception data statlstlcally 31gn1f1cant dlfferences could -

be shown between sweat collection values for the treated foot compared to -

basellne Values.

The comment stated that based on at least a 5~percent dlfference between -

the measured sweat output of each foot sweat reductlon was ac

.;eved for the SNSRI

treated foot in 25 of 48 subjects (52 percent) compared to only 10 of 48 sub]ects -

(21 percent) for the control foot. The comment added that based on the usi : o

perception questionnaire, 75 percent of the subjects (29 out of 39'sub)ects who
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were able to discriminate) were able to perceive after the hotroom exposure

‘that the treated foot was drier compared to only 21 percent of the subjects

(10 out of 48) Who perceived the contro}”foottohe drier._:

A second comment submrtted a proposed chmcal protoco] (Ref 15) but

never submltted any clinical data V
The agency has found the data,are insufficient to support a foot
antiperspirant claim. In axillary st/veating tests SUhmit,ted to the‘P‘anel, the

range of effectiveness (average 'percent sweat reduction) of antiperspirants was

20 to 40 percent in most tests, w1th aerosols havmg a reductlon range of 20 S

to 33 perceént (43 FR 46694 at 46713] In the comment s studres on a]ummum o

chlorohydrate for foot antiperspirancy (Ref. 14), the average percent sweat

minimum level of sweat reduction recommendedby the Panel for e'f‘ﬁ’ca’cy;“ I

testing of OTC antiperspirant drug products onthe“toot"(éiéf FR46728). m"

addition, the agency”h’as“a\nﬁmtsérf“d“f'ébhééfﬁs"‘ab“a‘u‘t”f}ié‘“é“é‘iﬁmeﬁf’s dataw
treatment methods: (1) The partlcular sweat co]lectlons selected for analy51s
were not chosen cons:tstently across studies but were based on arbltrarlly

chosen final sweat measurements that varied with the different ‘studies, (2) the

choice of a 5-percent difference betWeen the measured:st)\}eat output ofeach

foot as “clinically significant”” seems arbitrary and was ot prespec1f1ed in the

protocol, (3) the efflcacy criterion used (greater than 15 percent reductlon from/i:”d e

baseline) was apparently defined after the data were collected and the results

are therefore potentially biased, and (4) comparison w1th baseline isnotan =~

adequate basis upon which to conclude product éfﬁ‘aa‘"cy"bé‘c‘aus“e’a ignores

placebo and time effects that are accounted for in between product

comparisons. The agency s ana1y31s of “across study” data (using the axzéfége“ o
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of the two sweat collections on déy‘four, or 'ayerag'e of thefour co]]ectrons Ca
on day four and five as the baseline, and the average of the twofina] c’ol]ethons J
" as a measure of the final sweat ,product) did not showastatrstrcal]y s’igni’fi’cant
mean (or mean percent) sweat reductiOnfrorn ba‘se}iinefin treated or control

feet.

The agency does not agree wrth the comrnent S evaluatlon of 1ts user :

perception data, but considers the product as 1neffect1ve both in sub]ects who

preferred p}acebo and in subjects w1th no preference It appe”
comment chose to ignore tied preferences However When sub)ects w1th no | : ; |
preference were included in the ana1y51s 22 out of 48 sub}ects (45 8 percent)
and 29 out of 48 subjects (60.4 percent) preferred the treated foot, before
entering and after leavrng the hotroorn respectlvely Both proportlons arenot -
significantly dlfferent from 1/2 (two talled p=0 28 and 0 15 respectlvely)
Furthermore, the subjects apparently could not percelve Wthh foot treated

or untreated was drier. More sub]ects falled to choose the drrer foot than ‘k ; B
chose it correctly, both at baseline and posttreatrnent Thus the wetness‘
perception study failed to show that subjects are able to tell margmal - : |

dlfferences in sweatrng of the feet

: “‘that the SR

The agency has concluded that no statistically srgnlflcant treatmenteffect D

was found in sweat reduction or in sub]ect S perceptlon of sweat (Ref 16)

Thus, 25 percent aluminum chlorohydrate has not been shown to be an l
effective foot antiperspirant, The agency provrded the second comment
suggestlons on its protocol a rev1sed protocol was acceptable (Ref 17) but o
no test data were ever submrtted The agency is not 1nc1ud1ng foot

antlpersplrancy claims in the,,,,fmalmon_ograph-
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D. Comments on Testing Guidelines™~

(Comment 15) Several'oomrn"ents'reqnested that K’die Backgroundwseoti‘on B

of the effectiveness testmg gmdehnes lnelude the followmg “FDA recogmzes R

that alternatlve methodologies may be : approprlate to quahfy an antlpersplrant |

drug product as effective. These guidelines do not preclude(the“use of

alternative methodologies that prov1de solentlflcally Vahdresults” S

The agency is adding thlsstatement(butChanglngthe words ‘alternatlve cm

| methodologi'es alternate methods”) and addmg sub]ect to FDA approval”f B

to provide for alternate methods and statlstlcal evaluatlons of effectlveness test
data.
(Comment 16) Several comments requested that the relative humidity of

'35 to 40 percent in the effeotiveness testing guidelines"be lowei"ed'to 3'0 o

percent, the hotroom cond1t1on w1dely used by 1ndustry One comment

submitted the results of effectlveness studles (Refs 7 10, and 18) that used
a hotroom operated at 30 + 3 percentrelative hnmidity. The oomment stated

that 30 percent relative humidity acourately measures antiperspirant )

| effectiveness without causing excesswe dlscomfort to test sub}ects Tw ) ot er “ o

comments submitted effeotlveness test data where the relatlve humldity inthe

hotroom was about 35 percent” (Refs. 19 and 20) or 35 percent +5 per’cent”
(Ref. 21). | |

Based on these data, the agency is revising the relative humidity range =~

for hotroom conditions in the antiperspirant effectiveness testing guidelines

from 35 to 40 percent to a range of 3”0"to 40 per’c‘eﬁt' ‘sevén's"tﬁd"ié"st (Ref 10) “ S

that showed an enhanced duratlon of effectlven oSS of 20 percent sweat

reduction over a 24 hour penod for several antlpersplrant products (see a]so S

section I1.C, comment 12 of this document) used a protocol (Ref 18) in Wthh S



the subjects were placed in a controlled envrronment ‘with the temperature o

held at 100 £ 2 °F and the relatlve humldlty held | at 30 +3 percent Because o

the subjects were able to generate at least 150 mg of sweat per axrlla per20

minute period, the agency considers the results”of thegravrmetrlctestsvahd T

In other studies (Refs. 20 and 21), sweating was induced by having the subjects

sit in a hotroom maintained at a temperature of 100 +2 °F and at a relatitfe o

humrdlty of about 35 percent or 35 + 5 percent. These studres support clalms |

of extra effectlveness and enhanced duration (24-—hour clalms) See sectlon 1I. C

adequately durmg the hotroom test the agency is addlng the followmg basehne |

persplratlon rate condition: * Base]me persprratmn rate. Test sub]ects must
produce at least 100 milligrams of sweat from the untreated or placebo control

axilla in a 20- minute collection i in the controlled envrronment

(Comment 17) Two comments requested rev1s1on of the part of the

antiperspirant effectiveness testmg gu1del1nes that 1nvolves apphcatlon of a ,’

control formulation to the alternate axilla durmg testrng Notmg that the
guidelines state that the control formulatlon is to be “devord of any

antrpersplrant act1v1ty * k% determlned ina test compared to 1no treatment ”

a comment contended that it should be approprlate to compare antrpersplrant

activity directly agamst an untreated axilla and, thereby, reduce the time,

complexity, and cost of the testmg, especmlly the cost of developmg a control

formulation “devoid” of antlpersplrant act1v1ty The comment requested that A

formulation or no treatment to the other axﬂla of each

comment submltted data from two studles (Refs 22 and 23) where one o

stpsub]ect The other : d

antrpersplrant formulatron was tested agalnst both a placebo control and an_ -
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untreated axilla control with Virtually identicalresplts; _therefore, a placeho '
control was unnecessary to evaluate product effectlveness." '
The data (Refs. 22 and 23) involved an aerosol spray contammg 6 8 percent
aluminum chlorohydrate tested by two gravrmetrlc sweat tests under hotroom
conditions to substantiate the clarm that the product prov1des all day wetness ”

protection.” Both studies had the same de51gn Day one——-pretreatment ‘control

collectlon days two, three, and four——appllcatlon of antlpersprrant and days -

four and five—posttreatment sweat collection 4 and 24 hours after apphcatlon

The data were evaluated using one of the statlstrcal methods recommended

in the antlpersplrant testmg gu1delrnes In one study (Ref 22) the product was’ i

tested agalnst a placebo aerosol 1n 44 sub]ects The placebo was 1dent1cal to
the test formulation and supposedly dev01d of antrpersplrant act1v1ty, the |
U formula drfference was ad]usted w1th aerosol propellant The results were »
statistically 51gn1f1cant and showed that the alummum chlorohydrate aerosol
effectively reduced sweat productron by at least 20 percent more thanthe
placebo aerosol at 4 and 24 hours after application. However the placebo
showed some antlpersplrant act1v1ty In the second study (Ref 23) the same | | f

product was tested against an untreated axrlla control in 49 sub]ects w1th

statistically significant results. The alummum chlorohydrate aerosol effectlvely'” -

reduced sweat production by at least 20 percent more on the treated axﬂla |

than the untreated control axilla at 4 and 24 hours after apphcatlon

The agency is unable to conclude from these"datay'that an untreated

comparator is eq’u’ivalent to use of a ‘placebo. The oloserved”effeCt”Of “atrfeatrnent -

(e.g., antiperspirant) may represent the sum of the pharmacologlcal effects of

the test drug and other effects assocrated wrth the 1nterventron effort Wthl’l

may 1nclude psychologlcal effects and the effects of the excrprents used m a -



product formulation. Although studles have been conducted in the past usmg
no treatment for one ax1]]a the use ofa p]acebo control for that ax1]]a aIlows o
~ for assessment of the net treatment effects of the test artlcle Therefore the |
agency is retaining the requrrem'ent for a placebo/vehrclecoutrol in the -

antiperspirant effectiveness testmg gu1dehnes

The proposed gu1dehnes stated that the control formulation is as sumlar - o

as possible to the test formulation and dev01d of any antlpersplrant act1v1ty
As the placebo used in one study (Ref 22) was not completely dev01d of
antiperspirant activity, the agency is revising the gu1dehnes to state

Hotroom procedure. (1) For gra\(imetric and user;percept"’ionftest iin'g} treat m ey ts .

consist of the application of the test formulation to one axilla and the application |

of a placebo control formulation to the other axﬂlaof ;each’ test sub]ect Except for

the active ingredient, the placebo control formulatlon shou]d be as 31mﬂar as p0331ble -

to the test formulatlon

The agency concludes that thls rev1sed testmg procedure W1H reduce the N -

time, complex1ty and cost of testmg because 1t ehmmates the cost of

developing a control formulatlon “devoid” of : antlpersplrant actlvvylty.‘ e

E. Comments on Antiperspirant ActiVeIngredients

(Comment 18) Several comments noted a dlscrepancy ina headmg in an

active ingredient table in the Panel s report (43 FR 46694 at 46697) Where

“Metal'Hahde is used, and in proposed §350. 10 (47 FR 36492 at 36504)

where “Al:C]” is used. Two comments suggested that “Al Cl” in the table

heading and in § 350.10 shou]d be changed to “Metal Cl 7 because the rat1o e

range in the table is for the ratlo of the “Cl” to elther alummum [“AI”) r

aluminum plus zirconium (“A1+Zr”).
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The agenéy,notes that the rat'folraﬁééddes’igﬁafeéd'a's/‘ ‘AlClrn ‘tbe TFM o
should have been “Metal'Halide as it was in tbe Panel s report The agency’ ,
is not including the ratio range table in'§ 350 10 of thls flnal monograph
because this information is now included in the U.S.‘Pharmacopela—Natlonal ,,
Formulary (USP-NF) monograph§ for ,,88,_(,3}1, ,aCtiVe,,ingredient included in
§ 350.10,’where applicable. The agency is ch’anging{'tbe introductory textof
§ 350.10 to state: “Where applicable’, the ingredient must meetthe ’aluminurnp‘
to chloride, aluminum to zirconium, and alumi’nurr;l’ipluszlrcomum to chloride l'
atomic ratios described in the United St,ates”PharmacopeialN ational B
Formulary. | - | | a
(Comment 19) Two comments agreed w1th the : agency that buffer ‘

components present in the compound such as glycrne or glycol, should be o

omitted when calculatmg the maximum allowable concentratron of actlve

ingredients in an antlpersplrant product (47 FR 36492 at 36495) One comment R

noted a potential source of confusion because the actlve mgredrents table in

proposed § 350.10 included the buffer names along thh the actrve mgredlent -

names. To minimize confusion and:to be consistent wlth_theagency s policy
regarding buffers, the comment re(jues.ted the’agenc'y to remove the buffer
names from the “active ingredient 'Column in § 350 10. The comment
proposed a number of changes in the actlve 1ngred1ent sectlon )

When the’Panel first dlscussed terminology for}alummum‘ 'chlor‘fde and |
aluminum chlorohydrate antiperspirant active ingredientsdthe‘buffer add1t1ves |
were not included (Ref. 24). Subsequently, the Cosmetlc Toﬂetry, and
Fragrance Association (CTFA) An‘upersplrant Task Force developed deflnltlons
for aluminum chlorohydrex complexes W1th propylene glycol or polyethylene "’

glycol, and for alummum zirconium chlorohydrex complexes W1th glycme
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(Ref. 25). The Panel adopted these defmlttons mcludmg those for 1ngred1ents A

with buffered additives, in its report (43 FR 46694 at 4\6‘696 and 46697) and

the agency proposed this nomenc]ature in the TFM (47:FRl ‘36492]. Smce the | T

‘comment was submitted, the USP~NF developed names for these

antrpersp1rant actlve ingredients that mc]ude the names of the buffers where S

applicable, and active 1ngred1ent names in thls fmal monograph 1nclude the R

buffer, where apphcable

The agency considers calculation of the concentratxon of an antlpersplrant -

ingredient present ina product based on ‘the amount of anhydrous ingredient

to be approprlate ‘Buffered antlpersplrant 1ngred1ents contain the same actrve -

chemical m01ety as the correspondmg nonbuffered mgredlents and the R

antrpersplrant act1v1ty of both lngredlents 1s srmﬂar

(Comment 20) One comment requested the agency aHow concentratlons o

of antiperspirant active 1ngred1ents above those proposed in the monograph )

as long as the amount of 1ngredlent apphed to the skin is not greater than .

the amount judged safe by the Panel. The comment noted that 1n the IF
(comment no. 12, 47 FR 36492 at 36495 to 36496) the agency had dlsagreed

with earher Comments on thts 1ssue and stated that: “the comments 1nc1u {

no new data to show that a higher concentratlo‘n of antlpersplrant active

ingredient marketed in a partlcular contamer would dehver no more than the I

amount of active 1ngredlent ]udged safe by the Panel O

- The comment submltted new data from elght usage studles (Ref 26) to R

support a higher (up to 35 PGI‘CGDU active 1ngred1ent concentratron for powder S

roll-on antiperspirant drug products Flfty male and female sub]ects between

- the ages of 18 and 55, partlcrpated in each study Sub]ects were grven a

prewelghed product and 1nstructed to use only that product o keep a recordmd" e
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of how many times they used i, and not}to ‘a‘f"]‘low anyoneelse 1n the household |
to use the produ,ct,‘An average of 43 subjects completed the ‘1‘~tfve,et< studies |
and returned their product tothe laboratory where 1t was rewelghed o
 The amount of product applied with each use was camaaaﬁ The four
powder roll-ons, which contained 33 percent alumrnum zrrconrum |
tetrachlorohydrate were found to dehver between 23 and 44 mg of

antlper5p1rant 1ngredlent per aera per use The other product forms (sohd

stick, creaml, or hqurd roll on) contarmng 18 to 19 percent of erther alummum -
chlorohydrate or aluminum zirconium tetrachlorohydrate were found to
deliver between 54 and 98 mg of antlpersplrant 1ngredlent per axrlla per use.

The comment contended these,_dat;a;show that%,hlgher concentratrons of actrve

antiperspirant 1ngred1ents as used in powder roll on systems deposrt no moref'“ R

and, in fact depos1t less active 1ngredrent than is deposrted 1n a hqurd roll—
on, solid stick, or cream product contalnrng proposed monograph |
concentrations of active 1ngredlents Thus the comment argued that
concentrations up to 35 percent of Category I actrve 1ngred1ents should be B o
allowed in powder roll-on antlperSprrants o |
This issue was specrfrcally brought before the Panel Wthh d1d not agree o
to change the maximum concentratlon (Ref. 27) The Pane] noted that |
alumlnum antrpersplrants can be 1rr1tat1ng, expressed concern that a small

amount of a concentrated formulatron may be more 1rr1tat1ng than a ]arge | o

amount ofa more drlute formulatron and concluded that antlpersprrant ,.

, products w1th a hrgher concentratlon would need an NDA wrthﬁaddrtronal S

safety studies. The agency notes that 1ncreasmg the concentratron of alumlnumfj.f -

antiperspirant ingredients increases the acidity of the material and irritation

of the skin (Refs. 28, 29, and 30). The agency concludes that safety dataare
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needed to show that powder roll on dosage forms contaxnmg up to 35 percent
alummum chlorhydrates or alummum zirconium chlorhydrates are not o |

irritating.

Smce the TFM ‘was pubhshed several citizen petltlons have ralsed

‘concerns about the amount of alummum absorbed from toplcal antrpersplrant
drug products. (See section ILF, comment 23 of this document ) The agency
has no data showing that products contamlng up to 35 percent alummum
chlorhydrates or aluminum 21rcon1um chlorhydrates increase alummum '

absorption and is not revising themonograph to proylde forpow_der roll{—on” |

dosage forms containing up to 35 per‘centantiperspirant 'active i‘n‘gredient;if o

without additional safety data 'being provided.
(Comment 21) One comment requested monograph status for alummum

sesqu1chlorohydrate prepared by neutrahzlng alummum chlorldeﬁwnh

magnesmm hydroxide even though the alummum to chlorlde (Al Cl) ratlo of

the 1ngred1ent prepared in this manner does not fallﬂw1th1n the range specrfled "

- for alummum sesqu1chlorohydrate in the TFM The comment stated that .

during the course of the rulemaking all aluminum chlorhydrates placed in
Category I were prepared by conventional techniqu‘es‘: Either by neutra’lization; -
of aluminum chlorlde with alummum monoohlorohydrate or by a controlled

reaction of alumlnum metal with hydrochlorlc ac1d Thus the comment argued

that it was botht,app_roprlate and convenient to characterize the various

aluminum chlorhydrates in terms of their AL:Cl ratios. SRR

The comment stated that its data showed that the reaCt’iOIi"fof aluminum

chloride with magnesium hydroxide yields ‘alumi'nhm ;sesaui‘(‘:h]orohydrate U

equivalent to that listed in the TFM and the neutrahzer magnesmm hydroxrde

does not contribute elther alummhm or chlorlde 1ons to the neutrahzatlon .
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process; thus, the Al:Cl ratio of alumlnumSesqmch}orohydratepreparedthls -

way will always remain 0.33, the'sam‘e as aluminum ‘ch]"oridealone '"The

comment was concerned because thlS AI Cl ratlo of 0 33 does not faH within

the ratio range of 1.9 down to but not 1nclud1ng 1. 25 1 proposed for alummumi
sesquichlorohydrate in the tentative fmal monograph (47 FR 36492 at 36504) |
The comment contended that if the final product is regarded as a mrxture of

aluminum sesquichlorohydrate and magnesium chlor,ld,,e’, and if the amount of
chloride that serves as counter ions for the ,magnesiﬁni ’iéﬁs Z’v',v‘ére,subtr,acptéd“ |

from the total chloride, then the AL:Cl rat_io' of the_al'iuminum

sesquichlorohydrate component of the mixture would have the Al.Cl ratio.

specified in the TFM. The comment submitted data (Ref. 31) using gel

substance separated out by Washmg) to show that alummum j o

sesqumhlorohydrate prepared by thls neutrahzatlon method 1s : b o )

chromatographrcally 1nd15t1ngulshable from that prepared by conventlonal . -

methods. The comment suggested desrgnatmg the 1ngred1ent prepared by the N

neutralization method as “aluminum sesqurchlorohydrate MAG o

The agency does not find these analytlcal data suff1c1ent to support the f ) |
comment’s claim that the mgredrent prepared by thls neutrahzatlon method
is chemically equivalent in compo‘s1tlon to alﬂumlnumsﬁesqulchlorohydr‘ate.k” )

The chromatographic indistinguishability from aluminum sesquichlorohydrate

prepared by conventional methods only demOnstrates that 'the éﬁroﬁmtc’sgrép'hit‘; .

method in thls study is 1nsuffrc1ent to support the clarm Thrs result perhaps
is to be expected because the gel permeatlon chromatographlc method used
in this study is based prlmarrly on a size exclusron pr1nc1ple however the

agency doubts that any chromatographlc method wrll prov1de such support



USP 23—NF 18 Flfth Supplement (Ref 32) added a monograph for -
aluminum sesqurch]orohydrate and descrrbed it as consrstlng of complexk asrc B

aluminum chlorlde that is polymerlc and loosely hydrated and encompasses h

a range of alummum to-chloride atomlc ratlos between 1 26:1 and 1.90: 1 s

chemical formula is stated as: A]y(OH)gy zCl nHzO

According to the method descrlbed in the comment Whenalumrnum R
sesquichlorohydrate is prepared by the reactron of alumlnum chloride w1th N
magnesium hydroxrde the product must be a mrxture of alummum T
sesquichlorohydrate and magneslunr ‘chlorrde‘ The agency doe“s not consider@f N
it suitable from a technical point of view to srmply desrgnate thrs materlal as -
~aluminum sesqurchlorohydrate Informatron prov1ded by the comment showst: e
that the alternate process materlal is not * equlvalent in Composmon because

the aluminum to chloride ratio of 0.33 is outside the spec1f1ed range for

aluminum sesqulchlorohydrate and because the materlal contams measurable“

amounts of magnesium. Also, as dlscussed in section ILE, comment 18 of this
document because the atomrc ratro range should be metal to hahde
magnesium should be counted as a metal in the atomlc ratlo range of the -

comment’s material. Using the name alumlnum sesqulchlorohydrate foran

- ingredient prepared by neutrahzatlon of alummum chlorlde W_ hmmagn m .
hydroxide would be misleading because thrs would 1mp1y that the drug 1s the e

same identifiable ingredient as alumlnum sesqurchlorohydrate 'prepared by

neutralization of alummum chlorlde wrth alummum chlorohydrate The

agency beheves the materlal descrlbed in the comment should be: clas 'hed

as a new ingredient, perhaps an alummum magnesmm chlorohydrate,rather o

than aluminum S'eSqU‘i‘chlorohydrateﬁ. N
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The agency concludes that ad,ditionalinféi‘rﬁé"f“iﬁﬁ“dﬁ” the chemical

charactenzatlon of the proposed materla] partrcularly its IODIC structure 1s” -

needed to permit a more screntrfrc review. The submrtted mformatron does,:’
not provide a technical basis for al]owmg the substltntron of alumlnum |
sesqurchlorohydrate manufactured by neutrahzatlon w1th magnesrum chlonde
~ for that neutrahzed wrth alumlnum monochlorohydrate The USP NF .
monograph (Ref 32) does not contam 1nformat10n to charactenze or 1dent1fy
an aluminum sesquichlorohydrate contaln‘rng magnesrnm ‘(‘e’_g{;nq ,‘
‘identification or content test, and %no ass‘ay involving magnesmm tcalc'ulations).'
Further, the agency notes that no clinical efficacy data VWere proyided to
show that the material proposed in the comment would be equally effectlve
as aluminum sesqurchlorohydrate prepared in the conventronal manner Even o
minor variations in formulation, such as the addltlon of emolyhents or buffers,
can alter the effectiveness of an antiperspirant ingredient.f‘(See comment no.
8 in the TFM (47 FR 36492 "at":‘ 36494).) The new mixture 'm‘ay be just as
effective. However, whether such a flndmg would apply to equal amounts, or
whether an eqmvalent effect cou]d be achleved W1th a greater or lesser amount
of aluminum sesqmchlorohydrateprepared with magnesmm hydroxrde,
should be determined by effectiveness testing that follows the gliiide]ines
referred to in § 350.60 of the final monograph The agency needs approprlate
effectiveness data and an appropriate USP-NF monograph amendment (see 21 o

CFR 330.14(i)) before the ,1ngred1ent prepared by the new method can be

generally recognized as safe and effective and iﬁ"clu‘ae‘d“in the 'fiﬁél“ monograph.

(Comment 22) One comment ob]ected to the agency 'S re]ectlon of 1ts earlier
request (discussed in comment no 9 of the TFM 47 FR 36492 at 36495) that

comblnatlons of two or more Category I ant1persp1rant mgredlents should be
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Category I. The comment stated that the combtnatlon pohcy m |

§330. 10(a)(4)[1v) allows combmatrons of two or more safe and effectrve actlve

ingredients; thus, the Panel should be reversed

In the TFM (47 FR 36495), the agency concurred Wrth the Panel (43 FR |
46694 at 46718) that both combmatlons of antrpersprrant actrve 1ngred1ents and -
combrnatlons of antlpersprrant actrve rngredlents wrth other types of actrve o
ylngredlents (except for a deferred antrpersplrant/ antrfunga} comblnatlon) are

Category II because of no 1nformat10n on the exrstence of any such !

combinations or any data to support thelr safe and effectrve use

The agency classrfled antlpersplrant/ antlfungal combmatron drug products
in Category IIl in the TFM for OTC antrfungal drug products (December 12

1989, 54 FR 51136 at 51148 and 51149) No addltronal data were submltted

to support this combination, and in the fmal monograph for OTC antrfungal o

,_ drug products (September 23, 1993 58 FR 49890

891) the agency

classified all antifungal comblnatton drug products as nonmonograph

The comment did not provrde any supportmg data or spec1f1c examples S

of Category 1 antlpersplrant 1ngredrents that would be surtable for use in -

combmatron w1th other antlpersplrant or nonantlpersplrant Category I

1ngred1ents Thus the comblnatlon pohcy does not apply These combmatrons o

remain nonmonograph However new chmcal data may be submltted to

support safety and effectrveness,, e

F Comments ofi the Sa fety"o £ A ]ufm;mum rngfé dien T TS Tl O TR R O B

(Comment 23) The 1nformatron and arguments presented by the crtlzen B

petitions that questloned the safety of alumlnum contarnlng 1ngred1ents 1n o

OTC antiperspirant drug products and the comment that drsagreed Wlth one : -

of the citizen petitions were drscussed in detarl in the 1 Federal Reglster of - |
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March 23, 1993 (58 FR 15452 at 15453 and 15454). One petition was concerned

that aluminum can be absorbed and get into the blood and that some of the o

aluminum in the blood enters the brarn where it remains and accumulates
The petition cited a study by Perl and Good (Ref. 33) that suggested that |

mha]ed aluminum compounds could have a direct nasal olfactory pathway to

the brain. The other petrtlon contended that two 1nha1atron studres (Refs 34 N

and 35) provrded by industry showed a]urnrnurn absorptlon in the T

peribronchial lymph nodes, brarn and adrenal g]ands of the anrmals after 12
- and 24 months. Both petitions expressed concern about the potentlal .
neurotoxicity of aluminum upon chronlc use, especlall‘yxa possrble link to
Alzheirner*s disease. | |

The comment that disagreed with one petition contended that the majority

of the petitioner’s references described findings frorn in vitro Studies thatdid'

not consider the blood-brain barrrer Wthh is the braln s main defense agamst
extraordmarrly high concentrations of alumrnum ‘were used in these studresf N ‘
and that aluminum from antlpersplrants would never reach a brologrcally

significant level to be of concern. The comment stated that the ma]orrty of

researchers investigating the etiology of Alzheimer’ sdlsea’s’e“would consider

current evidence msufﬁcrenttohnkalummumtoAlzhelmer’sdlseaseThe .
comment concluded ,that current3c1ent1f1c1nformat10ndoes thé?upport the o
need to reclassify the safety of alummum contalnlng antlpersprrants

The agency does not find the current evidence suffrclent to conclude that

aluminum from antlpersplrant use results in Alzhelmer s dlsease Both

petitions mentlon the Wldely quoted study by Per] and Good (Ref 33) as | ”

showing that inhaled aluminum compounds may .fg,?t,dl.rectlrmto,ths.btala B
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by a nasal- olfactory pathway. The agency does not con51der thrs amma] study
(published as a one-page Letter to the Editor in Lancet) as adequate to estabhsh |
a direct nasal-olfactory pathway for aluminum. Thls study was on]y a srnaH o

pilot animal study, about whrch the agency has a number of concerns
First, the method of 1ntroduc1ng the alurnlnurn to these anrmals was not |

physrologlcally relevant. Two strlps of Gelfoarn (absorbable ge]atln sponge o

USP) saturated with hlgh concentrations of aluminum salts (15 percent

aluminum lactate or 5 percent alu{minu‘m chloride) iwere‘ins‘:erted 1ntorabb1ts’ R

left nasal recess through a hole drilled into thefrontal bone Whﬂethe authors e

attempted to demonstrate the accessibility of alumrnum from the nasalrecess

to the brain, the agency questionskfwhether the‘norrnal use ofantrpersprrant T

a‘e‘rosols would ever produce a high”amminu‘m"co’ﬁe‘e'htrat'ic)’ﬁ Y'in thi‘s rel‘ativyelyw

distant anatomlc site. Second, the size of this’ study was very small (only three‘”
rabbits in each group) The agency is concerned that any error in thlS ‘ " o
cornphcated surgical procedure to 1ntroduce the alurmnurn salts orin
preparing the specimens for ana1y31s could have caused a ma]or dlfference 1n B
the final results. Third, the results were not consrstent Of the three ammals -
exposed to aluminum lactate, besi;dyes the involvement of the leftolfac:toryjbulb o
and the cerebral cortex, only one rabbit had a lesion in the hippocampus while
the other two rabbits had granulomas found in the pyriform cortex. In the

group exposed to aluminum chIoride,'only one rabbit had a granuloma Wihe

olfactory bulb while the other' two rabbits _w‘ere' freéfof“le"sions;The dis'tributioﬁ S

of lesions in this study was fairly random If a nasaléolfactory pathwayexists“ o

for neuronal alummum transport the agency beheves that the drstrrbutlon of

these lesmns should follow a rnore per31stent anatomrcal pattern In addrtlon -

the authors were unable to explaln why two of the srx rabbxts were free of S
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lesions. Flnally, although some of the rabblts had granulomas theseleslons B

did not resemble the plaques or neuroflbrlllary tangles found in Alzhe1mer s o

disease, and none of the rabbits had any symptomatlc neurologm deflclt Whlle a8

this study 1mphed that access to the brain via the nasal recess may be p0551ble

under nonphys1ologloal condltrons a dlreot nasal- olfactory pathway and any

relatlonshlp to Alzheimer’s dlsease cannot be estabhshed Several other f f ]

studies, Wl’llCh were not done w1th alumlnum are of no value 1n estabhshmg

a direct nasal-central nervous system pathway for alummum antlpersplrants

Alummum lactate one alummum salt used in thls study (Ref 33) 1s not o

1ncluded in this final monograph Sodlum alummum lactate has been used

as a buffer for aluminum sulfate i ina nonaerosol dosage form but that product

is nonmonograph

In one of the 1nhalatron studles (Ref. 34), the l1fe span of the male hamsters,; o

1~w(‘583 days) than t, ,at‘? e

lexip‘osed to the alumlnum ohlorhydrate aerosol was shf‘
of the Controls (661 days). The female hamsters exposed |
chlorhydrate had a slightly longer l1fe span (489 days) than the controls (481 -

days). Male hamsters exposed to alummum chlorhydrate ooated w1th a hlgh

concentration of isopropy!l myristate, an emolllent frequently used to 1ncrea$.§ SRR

the retention on the skln of the aluminum salts used in antlpersplrant

products, had a life-span (646 days) comparable to the controls (661 days)

Overall, these numbers do not follow a con51stent pattern and could be affeo : d ) o

by other experlmental condmons

The same pet1tlon Cr1t1C1zed the other 1nhalat10nustudy (Ref 35)

contendlng that the results showed that the anlmals had suffered 51gn1flcant

weight loss and mcreased termmal braln to—body werght ratlos results 1t ‘ -

considered consistent with cllmcal alumlnum tox1c1ty, and that the mcrease .



in brain weight was possrbly due to cerebral edema The petmon clarmed that

because aluminum was found to be deposrted in the anlmals brarns

peribronchial lymph nodes and adrenal glands thrs proved that ‘svystern

absorption of aluminum had occurred and that a]umrnum had been transported -

to the brain. Other comments drsagreed wrth the petmon E argument that the ,, B

rats in this study were found to have detectable alumln m
after 12 months, contending that this finding may only be artificial consi R

the analytical methods used. The comrnents added that if alumlnum did

accumulate in the rats’ brarns those rats should have had syrnptoms of
neurotox1cxty, Whlch they did not have The comments concluded that the B
artrflcral finding should be 1gnored | - =

The agency does not concur Wlth the petrtron E extrapolatlons The Welght -
loss occurred only in rats and not in gu1nea prgs that were sumlarly treated o
The increase in terminal brain- to—body Werght ratio occurred only in the fernale‘ -

rats at 12 months in the low; and high-dose 8TOHPS:Th9 female rats “ln the

middle-dose group and all the males were not affected. At 24 months, this

same ratio was found to increase only in the‘hi”gh-dose gro‘up’saf‘bbth sejées* R

however, the increase in the fernale ‘high-dose g group was not statlstlcally B e

srgmfrcant The agency notes that all of these fmdmgs d1d not folIow‘ any
predictable pattern or a pattern that would be expected from a dose related

or cumulatlve toxin exposure.

The pattern of deposrtron was, not con31stent In the gulnea prgs alurnmurn'; et

was found in the perlbronchlal lymph nodes but not m the adrenal glan“ =
and brains (as occurred in the rats) The agency flnds it p0351ble that alumrnum” R

absorption and deposrtlon may be annnal dependent If thlS were the case, then '

even if the rat data Werejevrdenc_e of a problem, the s same ;sfrtuatrofn‘ ‘m‘ay“‘not o
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apply to humans. The agency is not aware of other investigators having similar

results.

The petitions and the,,,c,omm;elnt had different views on a study by Rollin,
Theodorou, and Kilroe-Smith (Ref. 36} in which rabbits W@I&e‘){p’osed to

aluminum oxide dust for 8 hours a day, 5 days a Week, for 5 months., ,The c,

authors of the study found that the brams of these rabbits had a SIgmfrcant

increase in aluminum at the end of the study. The flrst petltlon contended

that this study showed that the inhalation of aluminum tas.,r;tmersplrants\poses

a special risk because this VI;QHtQ},Qf delivery bypassés the blood—bralnbarrrer e

The comment calculated that this study would be equivalent to a person using
spray antiperspirants for approxirhately 10 seconds daily for 789 years to
experience the same toxicity. Thei second petition contended that this 10-‘

seconds-exposure assumption was 1ncorrect because the alummum partlcles ;

in an antiperspirant aerosol remain suspended in the a1r for a long perlod of

time, and the exposure will be more than the comment calcul ed,

The agency finds this study has a number of hrrntatlons (1) The | -

extraordinary high concentratmns of alurmnum ox1de exposure in the ammals

(2) the small sample size (eight anlmals in each group) and (3) an overlap

in the standard deviations of the results obtalned decrease:s the power and

generalizability of the study. Whrle the study shows an accumulatmn of S

aluminum in the rabblts body trssues under certam exposure COIldlthIlS the

~agency does not consider the study as prov1d1ng ev1dence of a dlrect nasal- o

--------

would prov1de comparable results Further the second pet1t1on s posrtlon T

includes a nurnber of assurnpuons wluch Imght not occur (1) That the place B
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the user remains in the vicinity of the diSpersed aefagg‘tjf@_;é p’éri\o‘d of fima™

durlng which 51gn1f1cant 1nhala On;would occur,

One petltlon claimed. that an epldemlology study by al (Ref.

37) has shown that Alzheimer’s, dlsease was assocrated w1th the use of

aluminum antiperspirants and that a hrgh 1nc1dence of amyotrophlc lateral

sclerosis (ALS) and Parkinson’ s dxsease 1n Chamorro natlves of Guam as_ e e

reported by Garruto (Ref 38) may be related to hlgh env1ronmental alumlnum

The agency has looked closely at the Graves et al study (Ref 37) because 1t o

explored the association between exposure to alurnlnum through the hfetrme

use of antiperspirants and antamds and Alzhelmer s dtsease ThlS was a case-

control study of 130 matched palrs where the controls were frlends or ,' R

- nonblood relatives of the case. Sub]ects (cases and controls) were matched by

age, sex, and the relationship between the case/ CQIJtr,ol;,_a“nd hls or her surrogate

(spouse Or child)

The authors mentroned that 1n general antlpersplrants contaln alumlnum” S

and deodorants do not, except for some deodorants marketed for women. The o »

authors reported that there was no assoc1at10n between the use. of any

antlpersprrant/deodorant and Alzhenner s dlsease However when the data )

were stratified by alumlnum contatnlng anttpersplrants the overall odds rat1o o

-showed a modest increase in risk and a statlstlcally &gmﬁcant trend emerged

between increasing lifetime use of alumlnum—contalnmg antlpersplrants and

the estimated relative risk of Atheim'er’s disease. -

The authors commented that to the1r knowIedge thls was the flrst

epldemlologlcal study of this assOc1atlon between antlpersplrants and

A]zhelmer s disease, and there were several methodologtc ]1m1tattons that -

made 1nterpretat10n of thelr resultsdlfflcult Flrst ther ‘were \‘ ;;ssmg data
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because the case su'rrogate'and the contr(jl surrogate could ‘dﬁ}fg}”}éc‘éil”a’u”"’: |

varrahles (frequency and duratron of use, and product brand namel 1n about

one-half of the matched palrs Second there rnlght have been some

misclassification because the analyses were based on the most common brand o

prov1ded while some sub)ects may have used multlple brands Thlrd the

authors considered the Vahdrty of the data resultrng from dlfflculty in learnmg/ h

the sub)ects exposure using telephone 1nterv1ew methods to he a cr1t1cal

limitation. Desplte these hm1tat10ns the authors con51dered an assocratlon o

‘between aluminum-containing antlpersplrants and Alzhermer s drsease as o

biologically plausible, but concluded that their fmdlngs are provocatlve and,

due to methodologlc problems, should be consrdered prehmmary

Garruto (Ref. 38) descrrbed efforts to estabhsh models of chronrc Inotor ” o N

neuron degeneratlon ina long term effort to understand the cellular and

molecular mechanisms of alummu:rn neurotox1c1ty He studled foc1 of demen’uaw,,_ S

(ALS and Parl(mson S drsease) in western Pac1f1c populatlons He mentroned

experimental models in Tabbits and cell culture as demonstratlng that chronic,

rather than acute, toxicity is the cause of hum,ann,e’

generatlve dlsorders B

‘with a long latency and slow progressron However Garruto stated that he and o

his colleagues had been most deficient in the de31gn and 1mplementat10n of

good epldemlologlcal studles partrcularly of Alzhe1mer s d1sease and the -

: eprdemmlogy of aluminum 1ntox1catlon per se, and descr1bed what he felt was

needed for future we,ll—desrgned studies.

The petitions/comment also discussed environmental exposure to

aluminum, percutaneous absorption after topical us,e,' inhaled abSorptibn after

“aerosol use, alumrnum neurotox1c1ty (and a possrble relatlonshlp to

Alzheimer’s disease), and possrble mechanlsms of actron Numerous references



were provrded The agency has rev1ewed these references and other hterature o

published on alurnrnum since. the petrtrons were submrtted Many early

references were s,l,rmply hypothesesaand Vd,xfferentt,h;eones that_ havenot been o

studies were pllot pro]ects in a few annnals and the agency 1s unab]e to draw

any definite conclusions based on the srna]] sarnple sizes.

The agency notes Priest’s (R,ef.. 39) statement that m,Qs_t,miféfs;iigatbrs now

agree that aluminum is,.un.likaly to be implicated in causing Alzhéimer’s | )

disease, whereas Rowan (Ref 40) contended it wou]d be consrderably more

correct to state that the issue is controversral More recen’dy, Savory ot a} (Ref

41) stated that the quest1on Whether alumrnum presents a health hazard to

humans as a contributing factor to Alzhenner s drsease is str]l sub]ect to debate.‘ |

The agency frnds the hterature shows the 1ssue of alumlnurn toxrcrty and

Alzheimer’s disease remains controversral and is not resolved Scott et al. (Ref

42) reported that alumlnum has been detected in Alzhetrner neurofrbrrllary

tangles, but the srgnrfrcance of its presence is unknown Kasa Szerdahelyr and o

Wrsnlewskl (Ref. 43) reported that hrstochermcal stalnlng showed that
di

ey

aluminum was present in brain sarnples from Alzhelrn ase v1ct1ms but

the structural localization 1ndtcated that it 1s not prlmarlly 1nvolved 111 the

etiology of the disease. Candy et al. (Ref. 44) reportedthat data from post

mortem brain examinations of 'patients with chronic renal failure who did not,

have dialysis encephalopathy suggest that 1t is unhkely that alummum plays

any major role in neuroflbrtllary tangle formatron and that its role in senlle S

plaque formation is likely to be only part of a com_plex cascade of changes.

Savory et alg'(Ref;, 41) stated that the lack of agreement on the question whether
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the brain content of aluminum is increased in Alzheimer’s disease attests to

the complexity of the issue.

Savory et al. (Ref. 41) indicated that most of the data linking aluminum

exposure to Alzheimer’s disease have been deri\{ed,from several

epidemiological studies of alununum in drrnkrng water whlch represents only

a small percentage of the total exposure. They concluded that quantrfrcatlon .

of the risk of Alzheimer’s disease frorn other sources of alummum (such as

food additives, cosmetics, deodorants antrpersplrants pharmaceutrcals and |

respiratory dusts) is needed before the total risk from all envrronmental sourcesf;i_\;,;

of aluminum can be fully evaluated.

Despite Graves et al.’s acknowledgrnent of the hmitatioﬁs’of their'study o

- (Ref. 37), other authors eg Anane et al (Ref 45) report that Graves et al

found an increased risk of Alzhelmer s dlsease w1th hfetlrne use of alummurn—

'contarnmg antiperspirants after an ep1demlolog1cal study. Anane et al apphed |

low aqueous concentrations (0. 025 to 0 1 mlcrograms (ug)/ square centrmeter)

of aluminum chlorlde (AlCls. BHzO) to healthy shaved Swrss mouse skln for e

130 days They reported that this led to a srgmflcant 1ncrease 1n urme seru R e

2

and whole braln alumlnum especrally in the hlppocampus area compared to -

control animals. They mentioned that thls percutaneous uptake and

accumulatlon of alumlnum in the braln was greater than that caused by dretary ‘

exposure to 2 3 ug per day in feed and water

Anane et al. Conducted in v1tro and 1n v1vo mouse sl<1n studres and

‘showed for the first time thatsalummum is absorbedthrough mouse skin and

*this contributes to a greater body burden than does oral uptake. Theyalso

mentioned that several antiperspirant preparations containing AICh SH.O are

applied to sensitive regions of the skin, which may increase penetration and
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could be an nnportant source of body alurmnum burden Anane et a]

recommended that an epldemlologlcal study be conducted to asc | tarn

use of AlCl;.6H,O-containing antrpersPrrants coyrryelatoe‘swwglth S

neurodegenerative vdiS_eaSe,because such cannotbe BXduded baSBdonthe
results of their study. : Tt TR

Forbes and Agwani (Ref. 46) stated”‘that theTBISunCertalnty LR
aluminum-containing substances enter the body, but current information =

suggests that the skin and/or the lung are ‘import‘a‘nt‘. They‘mcentiTOnedthét, B

Priest (Ref. 39) noted that at least sorne antlpersplrant sprays contam o | | |
aluminum compounds ofa parttcle 31ze of about 1 nucrorneter (mrcron) ( ),

which is ideally SlzedrrfOf,dGPPSi?EQWP,Ehfi deep lung, and .F.h?t, such dePco?l“éhw o

may also be relevant for skin. A e - O

Salib and Hﬂher (Ref 47) examrned chnlca]ly dlagnosed Alzheuner s

disease patlents and controls (other dementlas and nondementtas) and . : o

collected information to examine the association be

" and aluminum occupation. They reported that manual work, such as 'Weldlng,

expected to be in direct contact. Wlth aluminum dust and fumes does not \

~appear to be srgnlflcantly assoc1ated Wlth th I‘ISk of Alzhelrner s dlsease The e

authors concluded that no 51gn1f1cant assoc1atron was shown between ‘

developing Alzheimer’s disease later in hfe and prev1ous occupatlonal hlstory'”” S

for all of the occupatlons in the study This 1ncluded both man; 1 workers
who would be expected to have had a hlgher exposure opportunlty to |

aluminum dust and fumes, and other workers at analumlnum factory The N |

authors concluded that neither Alzheimer’s ,dt_sease nor dementia in general _

were shown to be associated with previous aluminum occupation.



Salib and Hillier (Ref. 47), in 1996, fépeated Doll’s (Ref. 48) conclusions

from 1993 that it is generally accepted that th'e delayed e/ffeCt‘s“‘Of "c’hr’onicj" -

aluminum exposure have not been adequately assessed in man Factors that -

govern the broavallabrhty, neurotox1c1ty, and the effect of Cl’lI‘ODlC low dose o
exposure to aluminum cqrnpounds remain un,clear,.; Fla,ten,,,\e,tra..l; (Ref. 49) stated
that the l,ac‘lgof areadily available;r‘adioactiye i,sotope of aluminum has been’ |
a major obstacle toward elucidating the meChanisrns Of, absorptlon, - ‘ .

distribution, and excretion of the metal

Both Doll (Ref 48) and Sahb and Hﬂhel’ (Ref 47) Stated that the p0551b1l1’(y" R

of a causal link between alunnnum and Alzhenner E drsease must be kept open" '

until uncertalnty about neuropathologlcal ev1dence is resolved and the
,prognosrs of humans exposed to alurnlnum by 1nhalat1on 1s known Flaten et -
al. (Ref. 49) stated that mult1d15c1pl1nary collaboratlve research efforts ) |

involving scientists from many drfferent spemahtres are needed w1th

~ emphasis placed on: (1) Increasing knowledge of the, chemistry Ofahlmmum -

in biologic systems and determining the cellular and molecular mechanisms -

of aluminum toxicity, and (2) variations in neuropathology from long-term,

“low-level exposure toealuminum;ci e

In summazy, the literature shows that at high doses and long-term
industrial exposures, aluminum c?an'heassociated With“rebdg‘ﬁiz‘ame ‘specific
neurologlc effects. However, to date the agency con31ders the ev1dence H

1nsuff1c1ent to link alumlnum to Alzheuner s dlsease Parklnson s dlsease or

ALS. Although alumlnum uptake and transport by a nasal olfactory pathway ‘ " |

has been suggested in a nonphysrologlc study m anan,’mal ‘model (Ref 36)

the agency is not aware of any ev1dence in humans that supports an olfactory- ‘

neuronal transport of alummurn to the bram o R



92

One petition suggested that the agency requrre thatk )

 particles of an aerosol alumlnum antlpersplrant be greater than 50 u (currently o

the requlrement is between 10 and 50 u) to reduce exposure to. heupper

resprratory tract. The agency notes that both Prlest (Ref 39) and Forbes and

Agwam (Ref. 46) d1scussed a partlcle srze of 1 W for deposmon in the deep

lung. Based on current knowledge [no proof in humans of an olfactory
neuronal transport of a]umlnum to the braln) and the ]ack of lnformatron on
a minimum partlcle size to affect the resprratory tract, the agency flnds no ba51s,‘e

--to impose a greater than 50u requrrement at this tune Flaten etal. (Ref 49)

exposure animal and human studles submltted toc

monograph status of aluminum contarnlng ant1persp1rants The agency wﬂl

continue to monitor the scientific hterature on alumlnum and 1f new o

information appears, will reassess the status of ,alumlnum—contatnlng‘ “

antiperspirants at such time.

The agency acknowledges that small amounts of alummum can be »

percent,rof the o o

absorbed from the gastromtestlnal tract and through the skm Assummg a |

person has normal renal functlon accumulatlon of alumlnum resultlng from

usual exposures to antlpersplrant drug products (apphcatlon to the underarrns ‘ ’, ',

once or twice darly) and subsequent absorptron is consrderei

However, people with renal dysfunctlon have an 1mpalrment in normal

excretion of alumlnum

Flaten et al. (Ref. 49) noted that the flrst human COl’ldlthIlS generally

accepted to be causally related to aluminum exposure did not occur until the
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1970’s, shortly after the mtroductron of routme dralysrs therapy 1n persons

with chronic renal failure. Dlalysw encephalopathy was perhaps the flrst .

disease recognrzed in this populatron (1972 1976) Later fracturrng

osteomalacia (1977, 1978) and a rnrcrocytlc hypochromrc anerma (1980) Were G

related to alumlnum exposure in d1alysrs pat1ents Flaten et al 1nd1cated that

aluminum can cause encephalopathy, bone dlsease and anemra in d1alys1s '

patrents resultrng frorn the 1ntroductron of alunnnum dlrectly 1nto the blood

stream via hlgh alumlnum dlalysate or the consumptlon of large oral doses of

aluminum-containing phosphate binders. Reduced urine productron (the ma]or

route for alummum excretion) contrlbutes to thls problem The authors noted

that, in the early 1980’s, reports began to appear descr1b1ng alumlnum f o

neurotoxicity and osteotoxicity in children with renal failure who werenot e

“on dialysis treatment.

The ¢ agency is concerned that people w1th renal dysfunctron may not be

aware that the darly use of antlpersplrant drug products contalmng alumlnum T

may put them at a higher risk because of exposure to alumlnum in the produ,ct.‘

The agency con51ders it prudent to alert these people to consult a doctor bl' fore

using or continuing to use these products on a regular ba31s and is 1nclud1ng

a warnmg in the final monograph: “Ask a doctor before use 1f you have krdney

disease."

Flaten et al. (Ref. 49) mentioned s,eyweralmrepmts: ,Ofcalurninurn accumulation

and toxicity in indiViduals without chronic renal failure especiall‘y"‘pr’eterrn o

infants (primarily fed lntravenously) and stated that preterm mfants are eatr rrsk -

for aluminum loadrng because of the',ff'lﬁ,,ﬁf.r.‘f‘

with normal renal function may also be at risk because of thelr rapldly growmg

kr ‘ney functlon Termﬁ 1nfants_' - :

and 1mmature bram and skeleton, and an 1mmature blood—braln barrler ! l R
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they are 1 to 2 years old, 1nfants have lower glomerular frltratron rates than . | '
adults, which affects their krdney functron The agency is Concerned that S

| t”' hlgher rrsk

young children and chrldre,n,wrth_‘1mm.at1;rerenal functmn@

resulting from any eXposure to aluminum. ACCOleDgly the agenpy‘ is requm]_ng N

both general warnings in § 330. 1(g)'on all aluminum—containing antiperspirant

' drug products to 1nform parents and others to’ keep these products away from

children, and to seek professronal assrstance 1f accrde‘ |

(See also section II.B, comment 7ofthlsdocum8nt)

(Comment 24)’One comment fsnbmitted a research paper (Ref 50) o

containing the author’s theorles concernmg how antlpersprrants and alumrnum o

gestron occurs R R e

in these products may be assocrated wrth breast cancer The secretrons of the - e

apocrine sweat glands contain androgens whrch are blocked by the
antiperspirant and thus caused to spread mternally These androgens may be
converted i n the surroundrng adlpose trssues to estrogens and excess estrogens

have been associated with an 1ncrease in breast cangcer. Alternatlvely, these

excess androgens may interfere w1th the normal functronmg of the .

hypothalamrc -pituitary axis, thereby causmg an 1mbalance of estrogen in the

body. About 50 percent. of breast cancers oceur in the' upper outer quadrant

of the breast, and axillary sweat glands are anatomlcally very close to thrs srte

A protein marker called GCDFP——lS (Gross Cystlc Dlsease Fl\‘ id Prof tern) Wthl’lM’ B

is normally found only in the sweat glands was found '1n the ﬂurds

breast cysts. The author postulated that the blocked axrllary sweat glands o

would cause GCDFP-15 and other mark‘ers to migrate to the breast ..due,r,t,or ltS o

proximity and gravity, and because the fetal precursors for apocrine sweat '

glands and mammary glands are the same, these mrgrated protern markers may |

stimulate the breast and play a role in the carcrnogenrc process " )
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The author also postulated that a]ummum may p]ay a ro]e in the | ,’ - -

development of breast cancer because ca]crfrcatron of breast tlssues (commonly N

seen in breast cancer] may be caused by a Ioca] electrolyte rmbalance 1nduced

by the absorbed alumlnum The author noted that breast cancer in ]apan was .

- more than flve times lower than 1n the United States and postulated thls has

‘occurred because ]apanese women especra]ly the older populatron do not use

antiperspirants. “The author noted that the breast cancer rate 1s currently on

the rise in Japan, especially among young premenopausal women and

postulated that thls is occurring because the young ]apanese generatlon has o

“adopted the western habrt of usmg antrpersplrants

The agency finds these theorres Iack suffrcrent ev1dence The agency notes

that the amount of androgens produced by the sweat glands is relatively
insignificant compared to normal physrologrc amounts producedbythe o

adrenals and the gonads The agency is not aware of any studres that have f

shown an mternal spread” ‘of androgens or that estabhs,,‘, tha ,GCDFP——lS or

other protein markers are carcinogenic in humans.

The agenCy considers the au’thOr’s views about a local elect olyte -

1mbalance by absorbed alumrnum ‘causing breast tlssue calcrfrcatron S s

inconsistent with knowledge about the calcrfrcatron process In addrtron there

, are many benrgn calcrfrcatlons Fmally, many proposals (e g dlet hfestyle -

changes) have been made as s to why there i is an mcreased 1nc1dence of breast S

cancer among }apanese women However there 1s no evrdence o0 associate

increase with an mcreased use. of antrpersplrants Thus the agency concludes

that there is insufficient ev1dence to support these theones

(Comment 25) The agency previously assessed_\the,QCal,‘,anof‘genic potential ’

of aerosolized aluminum chlorhydrate antiperspirants in comment 22 of the



TFM (47 FR 36492 at 36498 and 36499) Prrmary lung tumors granulomatoush o

“lesions, and macrophagic actrvrty were evaluated in ammal studles No o

ts grven doses -

at Jeast 100 times greater than the expected human eXposure Vlaaerosohzed -

antlpersprrants Normal macrophage response and pulmonary flhr051s Were -

noted in guinea pigs or hamsters at any dose Ievels in. the studres Whrle the ) -

agency removed aerosol antrpersprrant products contalnlng zrrconlum from the -

market because of granuloma formatron (August 16, 1977, 42 FR 41374) the B

agency is not aware of data that 1ndrcate alumrnum é@éa@;g%gtrpersplrants cause o

IIIL. 'AgenCy Changes

1. It has been agency pohcy srnce Aprﬂ 3, 1989 [54 FR 13480 at 13486)

that before any ingredient is 1ncluded ina flnal OTC drug monograph 1t must

have a compendial (USP—NF) monograph Compend1al monographs 1nclude an_ B -

‘lngredlent s official name, chemlcal formula, and analytrcal chemlcal tests to

confirm the quality and purity of the mgredlent These monographs estabhsh o

public standards for the strength, quahty, purity, and packaglng of 1ngredrents » -

and drug products available in, the United StateswErghteen of the 19

antiperspirant actrve 1ngredrents that the ‘agency proposed in § 350 10 of the B

- antiperspirant TFM (47 FR 36492 at 36504) Currently have Compendlal

monographs Nine of the official compendral names are the same as those B

proposed in §350.10, while 10 of the names have changed shghtly (See Tabled o |

1 of this document for the previous and current ingredient names.)



" Name in Tentative Final Monograph Current Name

Aluminuim chioride. “| same

AlGminum chlorohydrate ~o | Same.

Aluminum chlorohydrex polyethylene glycol'

Aluminum chlorohydre‘x polyelhylene glycolcomplex R

Alummum chlorohydrex propylene glycol complex Aluminum chlorohydrex propylene glycol '

Alummum duchlorohydrate Same

Aluminum dlchlorohydrex polyethylene glycol

Alummum dlchlorohydrex polyethylene glycol c ‘plex )

Alumxnum dlchlorohydrex propylene glycol cornplex Aluminum dlchlorohydrex propylene glycol

Alummum sesqunchlorohydrate Same

Alummum sesqwchlorohydrex polyethylene glycol complex' k | Algrminum sesquichioro- hydrex polyethy ene glycol

Alummum sesqwchlorohydrex propylene glycol complex

Alurninum sesqulchloro hydrex propylene glycol

Albminum sullale buﬂered’ "1 same

Aluminum zirconium 0ctachlorohydrale ~| same.

Alummum zirconium octachlorohydrex glycme complex ; h ) : 1 Aluminum zircenium ‘octachiorohydrex gly

Aluminum zirconium penlachlorohydrate ’ Same

Alummum znrconlum pentachlorohydrex glycme complex B | Aluminum zirconjum pentachlorohydrex gly

Aluminum zirconium tetrachlorohydrate | Same

Aluminum zirconium telrachlorohydrex gly

Alumlnum znrconmm telrachlorohydrex glycme complex k‘ o

| Same

Alumlnum zirconium lnchlorohydrate

Aluminurn zirconium,tric,blo vhydrex ‘glycine complex ‘ Aluminum zircorium trichlorohydrex gly

+ Alurminum sulfate buffered with sodlUm,aluminum ia

Only one active 1n’g’red1ent alumlnum sulfate buffered does not have a current o

or proposed compendial monograph Whlle alummum sulfate does have a

compendial monograph, the buffer component, sodlum alumlnum lactate does

not. This buffer ingredient must also have a compendral monograph or there; - - "

must be a compendlal monograph for alumrnum sulfate buffered in order for‘

aluminum sulfate buffered to be. 1ncluded in ) the antlpersprrant fmal

monograph. At the present time, thls 1ngred1ent is belng lncluded 1n —— -
§310. 545(a)(4)(11) asa nonmonograph mgredlent because the agency is not

aware of any pendmg compendral monograph bemg developed Should a

compendial monograph eventually be developed the agency Wlll movethrs ,

ingredient from §310.545@)(@)(i) to §350.00.



2. The agency is revising the form,a’tifoii .aicﬁﬂle,i;;ﬂg&féaients in§ 3’5”0-'10" fdr |

consistency with recent monographs The proposed chart format is now a

paragraph format listing 1ngred1ents in alphabetlcal order Th mount ' f

active 1ngred1ent is stated as * up to percent 71nstead of as _ perCent B

or less concentratron ” The 1nformatron about calculatmg the concentratron on

an anhydrous basisis moved to the preamble of § 350.10. The preamble

statement about alummum to chlorrde and/or alum' to zi conmrnratgios_';'

is revised to state “Where apphcable the mgredrent must meetthe alummum -

to’ ch]orlde aluminum to zrrconmm and alumlnum pIus 21rcon1um to chlorrde ,

atomic ratios descrlbed in the Un1ted States Pharmacopera Natlonal

Formulary.” The proposed ratio range tab]e is not mcluded m the fmal

monograph because this mformatmn is now mcluded in the USP—-NF e

monographs for each active 1ngred1ent in § 350 10 where apphcable

3. The agency is expandlng the 1nd1cat10ns proposed ln § 350 SO(b) of the | o N ’_ o | )

TFM to prov1de additional uses based On New. effectweness data ‘Th )

is also revising the uses format to make it more concise. = | B

Because the indications proposed in § 350.50(b)(1), (b)(2), and (b)(3) of the

TFM are very similar, the agency is combining them as a single indication with

ch01ces under § 350 50(b)(1) [S‘elec’t one of the follo'Win

“lessens, or reduces ] underarm” [select one of the followmg “dampness

b AN ¥ 4

persplratlon, sweat ”? “sweatlng, or’ wetness ] (See sectlon HB comment'

"‘decreases T '

6 of this document ) The agency is addmg anew addrtlonal 1nd1cat10n in_ I

§350.50(b)(2): “also [select one of the following: ‘decreasesy’_‘lessens, o

‘reduces’] underarm [select one of the followmgdampness persplratlon o

‘sweat,’ ‘sweating,’ or ‘wetness’] d’"u'e to streSS (See sectlon II B com 0

and section II C, comment 13 of thls document ) The agency is addmg a new o |
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additional 1nd1catlon in§ 350 50( )(3) Select one of the foll ":‘wmg “allday

protectron » “lasts all day,” ““lasts 24 hours or 24 hour protectlon }"(‘Sé ] o

section 11.C, comment 12, of thls document )‘The agency 1s addmg a new

addltlonal indication in § 350. 50(b)(4) that states extra effectlve 'Thls clalm B

applies to products that demonstrate 30 percent or more sweat reductron usrng

‘the guidelines for effectiveness testmg of antlpersplrant drug products referred -

to in § 350.60. (See section 1I.C, comment 11 of this. ] ) The agency

is adding a new additional 1nd1catlon in § 350 50(b)(5) for products that o

demonstrate extra effectiveness sustalne )perlod These "

products may state the clarms in §§ 350 50(b)(3) and (b)(4) elther 1nd1v1dually | o

or comblned e.g., ‘24 hour extra effectrve protectron ” “all day extra effectrve -

protectron > “extra effective protectlon lasts 24 hours,” or extra effectrve L

protectron lasts all day” (See sectron II C comment 12 of thls document ) o

4. The agency is revising the “Do not apply * * *7 warnlng 1n proposed o

§ 350. 50(c)[1) to the new labelmg format The warnrng now read

on broken skm and “Stop use 1f rash or. 1rr1tatlon occurs

5. The agency is 1nclud1ng a warnlng to alert people wrth renal |

dysfunctlon to consult a doctor before usmg antlpersplrants contammg

aluminum. The warnrng appears 1n the new labehng format and states “Ask ,
a doctor before use if you have kldney dlsease” (See sectlon H F comment

23 of thlS document.)

“DOIIO'[ e i

6. The agency has revrsed the August 1982 Gurdehnes for Effectrveness S

Testing. The rev1sed guldehnes (dated as of the date of pubhcatron of thrs ) -

document) state that “FDA. recogmzes that alternate methods may be

appropriate to “qualify‘anantipersplrant drug product as effec '

guldelmes do not preclude the use of alternate methods that provrde .
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scientifically valid resultssub]ect to FDA approva}”(see sectionIID,

comment 15 of this document.)
The agency has revised parts ‘of the test procednres sectiﬁonl of the
guidelines to delete the requirement that the control formulation be devoid

of ““any” antiperspirant activity. Therefore the contro‘l formulation no Ionger

needs to be compared to no treatment (See sectlon H D comment 17 of thls e

document.) The agency has changed the permltted relatlve hum1d1ty of the

hotroom conditions from 35 to ,40 percent,, toa range of 30 to 40 percent. (See .

section II D, comment 16 of this document ) The agency has added a

requlrement for “basehne persplratlon rate to assure that test sub]ects sweat o

adequately during a hotroom test: “Test Sub]ects rnust produce at least 100 -

‘mllhgrams of sweat from the placebo control axﬂla‘ln a 20—m1nute CQHGCUQI} o
in the controlled env1ronment (See comment 16 also )
Because the final monograph contalns 24- hour duratlon effectlveness -

claims, the agency has rev1sed sectlon 4(a)( ) of the guldehnes to state “Fe or

claims of enhanced duration of effect the test should be conducted at least o

two times during the perlod of the claim, such as 1 hour and 24 hours after
the last daily treatment for 24 hour cla1ms (See sectlon II C, comment 12

of this document. ) Because the fmal monograph contams extra effectlve

claims shown by standard grav1metr1c testing to have a 30-percent or more o

reductlon in sweat, the agency has revised the gu1dehnes to 1nclude a sectlon_ij o

on data treatment to demonstrate w1th hrgh probablhty, at least 50 percent
of the target population will obtam a sweat reduct1on of at least 30 percent

(See section II.C, comment 11 of thls document )

The revised ‘Guldehnes for Effectlveness Testlng of OTC Antlpersplrant o

Drug Products’ are now dated as of the date of pubhcatron of this flnal rule | 'k I
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and are on file in the,,Do_c:.ke.ts_,Mtaﬂnagerﬁent‘B’fan'ch (address above) and on
FDA’s Web site at http://www.fda.gov/cder/otc/indéx.htni.Pérsyoynys Wishiﬁg to |
obtain a copy of the guidelines should submit a Fr‘eedom”of ‘Info,rimatign (FOD
request in writing to FDA’s FOI Staff (HFI-35), 5600 FiSheljs Lan‘e,’ Rockvill_e,' |
‘MD 20857. The agency has revised § 350.60 to include this i,r;yformatiio,n, about

the guidelines.
IV. Summary of Changes from the Proposed Rule

1. The agency is modifying the definition Qf an an‘t‘ii‘pe‘rspiquntmth‘a‘t was
proposed in § 350.3 of the TFM to delete the p{hrase “to the underarm,f ’;:[See‘ _
section IL.B, comment 2 of this document.) |

2. The agency is revising the format for listing active ‘iyngréaiént‘é in
§350.10. (See section III.2. of this document.)

3. The agency is expanding the indicationfs’ for OTC antiperspirant drug
products based on new data that suppért these additional uses (see section
I11.3. of this dobument) and is exp“yan"ding the "Guidelines)for,E_ffecf‘i_veﬁess“ o
Testing of OTC Antiperspirant Drug Proy‘duc‘ts"’ tok a’dd’féss s’omeﬁof"these o

additional uses (see section II1.6. of this document).

V. The Agency’s Final Conclusions -

The agency is issuing a final ,,m‘onog’raph’els:tab‘lishil}g"(_':(Zj_ri'did’ti"ons under o | -

which OTC antiperspirant drug products are generally recognized as safe and
effective and not misbranded; 18 ingredients listed in §35010 are a mbnog‘raph
condition. In the Federal Register of November 7, 1990 (55 FR 46914), the
agency published a final rule in part 310 eétablishing ,t,h‘atkc'ertain active
ingredients that had been under Considé,ra_tion in a number of OTC drug

- rulemaking proceedings were not generally recognized as safe and,e;ffective.,
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That final rule included the antiperspirant mgfad’ie’ﬁfg alummum
bromohydrate, alurinum chloride (alcoholic solutions), aluminum chloride
{aqueous solution) (aerosol onlv), aluminum sulfate, aluminumsulfate buffered
(aerosol only), potassium alum, and sodium aluminum chlorohydroxy lactate
in § 310.545(a)(4), and was effectrve on May 7 1991 In thrs flnal rule the |
agency is redesignating the text of paragraph (a)(4) as paragraph (a)(4)(d),

adding new paragraph (a)(4)(i) headrng, and addrngnew paragraph ( )(4)(11)

product labeled, represented or promoted for use as an OTC antrpersprrant -
drug that contains any of the,rngredrents listed in § 310.545(a)’ 4) 1) or (a)(4)(n)’ N
or that is not in”’conformaneewit‘h the _monograph (21 C’FR part 350) may be

~ considered a new drug within the meaning of sectronZOl(p) of the Federal‘m o
Food, Drug, and Cosmetio Act (the act) (21 U.S.C. 321(p))" and miSbranded,
under section 502 of the act (21 U.S.C. 352). Such a drug product can not be
‘marketed for OTC antrpersprrant use unless itis the sub]eot of an approved
application under section 505 of the act (21 U.S.C. 355) and 21 CFR part 314
An approprlate citizen petition to amend the monograph may also be
submitted in accord with 21 CFR 10.30 and §330 10(a)(1 2)(1) Any OTC
antiperspirant drug product initially 1ntroducedor )1n1t1a11y dehvered for ”

introduction into interstate CommGICﬁ after the effectrvedateofthe frnal rule

for § 310.545(a)(4)(i) or after the compliance dates_:Qf this final rulethat ismot

in compliance with the regulations is subject to regulatory action.

Mandating warnings in an' OTC drug monograph does not Tequire a frndmg& -

that any or all of the OTC drug products covered by the monograph actuaHy N
caused an adverse event and FDA does not so frnd Nor does FDA s

requlrement of warnings repudrate the prror OTC drug monographs and
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monograph rulemakings under which the affected drugproducts ’}‘iﬁai}ebeeh’
lawfully marketed Rather, as a consumer protectlon agency, FDA has
determined that warmngs are necessary to ensure that these OTC drug products
continue to be safe and effective for their labeled mdlcat}ons under ordmary
conditions of use as those terms are defined in the act. This ]udgment balances
the benefits of these drug products against their potentxa] risks (see § 330 10(a)).

FDA’s decision to act in this instance need not meet t,,he“gtandaljdof prqof
required to prevail in a private tort action (Glastetterv Novartis
Pharmaceuticals, Corp., 252 F.3d 986, 991 (8th Clr 12001)). To mandate ;
warnings, or take similar regulatory actmn,‘FDA need not show, nor do we
allege, actual causation. For an expanded discds’s’ion‘ef ,ease,_law‘suppor"gikng
FDA’s authority to require such warn\ingysv,fsee“Labeyh’ng‘of‘piphenhyd‘ra‘minejv',
Containing Drug Products for Over-the-Counter Human Use, Fin’al’ Rule” (67

FR 72555, December 6, 2002).

VI. Analysis of Impacts

An analysis of ’Lhe costs and benefits of thls A‘Vreghlatifen, conducted under
Executive Order 12291, was discussed in the TFM for OTC antiperspirant drug
products (47 FR 36492 at 36503). The one comment received is addressed m |
section II.A, comment 4 of this ;fi_nal,, rule and further ad dressed later in this
section. | o |

FDA has examined the impacts of this final rule under Exeeutive Order
12866, the Regulatory Flexibility Act (5 U.S.C. 601-612), and the Unfunded
Mandates Reform Act of 1995 (2 U.S.C. 1501 et seq.). Executive Order 12866 |
directs agencies to assess all costs and benefits of available regulatory -
alternatives and,kwhen regulation lsnecessarytoselectregulatoryapproaches B

that maximize net benefits (including potential economic, environmental,
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public health and safety, and other advantages dlStIlbU’(lVe lmpacts and
equity). Under the Regulatory Flex1b1l1ty Act lf a rule has a 81gn1f1(‘ant
economic impact on a substantial number of small entities, an agency must -
analyze regulatory options that would minimize any Si’gni:fioant ‘impacf of the
rule on small entities. Section ZDZ(a) of the Unfunded MandaléskReform Act
of 1995 requires that agencies prepare a written statement of"anticipafed costs
and benefits before proposing any rule that may result in an ,‘e;{pendi‘tnre in
any one year by State, local, and tribal governments, in the aggregate, or by

the prlvate sector, of $100 million (ad]usted annually for lnﬂatlon) The

proposed rule that has led to the development of th1s fmal rule was pubhshed -

on August 20, 1982, before the Unfunded Mandates Reform Act of 1995 was
enacted. This final rule will not result in an expendlture in any one year by
State, local and trlbal governments, in the aggregate or by the pnvate sector
of $100 million.

The agency concludes ,thali this final ,rn,le 1s con51stent w1th the pnnmples
set out in Executive Order 12866 and in these two statutes, Additionally, the
final rule is not a significant regulatory action“aé defined by the Executive' B
order. The Unfunded Mandates Reform Act does not require FDA to prepare
a statement of costs and benefits for thlelnall”UIB, becausetheflnalrule Wﬂl -
not result in any 1-year expenditure that would excoed $100 million adjusted
for inflation. The current inflation adjusted statutory thresliold ls about $110
million. | | |

FDA has determined that this final rule will not have a SIgnlflcant
‘economic impact on a substantlal number of small entltles Whlle the exact
number of affected small entities is dlffmult to determlne at any glven tlme

the agency received only one comment from a small entlty, Wthh is dlscussed
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later in this section. This,di‘scuSSi‘.Qnexpl’éiins the égenkcy"s’ det’erminat’ion fhat
this final rule will not have a significant economic impact on a substantial
number of small entities.

The purpose of this final rule is to‘feﬂs‘tablish'CQnditiQn.S,liilﬂiéI WthhOTC o
antiperspirant drug products are generally recognized ‘asw;s‘a‘iie“gpvdy effectlve and o
not misbranded, Thié,in,(’:ludyes ésﬁabli,s’h‘:ing fhé alloiv’ab‘le‘frﬁélr‘lograph‘ |
ingredients and labeling. Eighteen of the 19 actlve ingi’ediénts; ﬁﬁder,’reﬁéw
are included in the final monograph. The remaining ingredieht cﬁould have
been included had a USP-NF monograph been devel(‘jped’for this i‘rigfrédi’ent.“ -
If a USP-NF monograph is developed beforek the effective date of this final
monograph, products containing this ingredient could continue to be ‘m‘arketed
without reformulation. Without a ;USP,——NE,IDQ_nbgréph f(jr‘;th‘e mgredl ent, -

product reformulations to include a monograph antiperspir antactlve

ingredient or discontinuation of the prbductsWiH need to occur. The agency

believes that this one antiperspirant active ingredient is currently in iny a
few products. Based on the large number of antiper‘spirant drug produCts in
the OTC marketpla(:e and the vast array of products that yone‘ known affected |
company currently markets, the agency considers the :eq}ijr"‘e‘dmr’efor:mu’l_atripn o
or discontinuation of a few products not to be overly burdensome or
substantial. The one known affected company marketé at lgaSt 30 products ‘npt’i
affected by this final rule. Only oné éf ité productS ihclyudés ,,ihe active
ingredient excluded under the final rule. Ai}yy'compan‘y usmg ”t}h’i‘ské(jtive |
ingredient has the option to: (1) Reformulate using any of ‘the‘,il8 active
-ingredients included in,this final rule, (2) reforn’llilylfaté,:Wifhout Lt’h\iswacti\‘fe_ )

~ ingredient and market the product as a deodorant, or (3) ‘discyontﬁinué thé

product.
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This final rule establishes thevmoﬁog‘l‘aph’ Iabe]i:og_for OTC éhtiperspiraht :

drug products and will require relabeling of all pfodUcts‘oovefé‘d bythe

monograph The agency’s Drug L1st1ng System 1dent1fles approx1mately 200 -

manufacturers and 700 marketers of 1,300 OTC antlpersplrant drug products
containing the 19 ingredients covered by this final rule. It is likely that there
are a,dditio,nwall/ products that are not 'Culfrenﬂy’inoﬂl‘odéd‘}ih ’tHé‘_é‘g"éhoy"s‘ ks}lyétér\n‘.’
While it is difficult to determine an exact number, thekagencyuost‘imates that
about 1,500 OTC antiperspirant drog produots will need to bo”rolabeled based
on this final rule.

The agency has been informed that relabgli_ng Costo of the type requir’éd

by a final monograph generally average about $3,000 to $5,000 per stook |

keeping unit (SKU) (individual products, packages, and sizes). However, some -

of the relabeling that occurs as a result of this specific final m‘onogfraph"wil’l “
be due to additional indications that the agency has included in the final
monograph and that manufacturers will wish to add to their labeling.
Assurming that there are about 1,300 to 1,500 affected OTC SKUsln the
marketplace, total one-time costs of relabeling would be $3.9 million ($3,000
per SKU x 1,300 SKUs) to $7.5 million ($5,000 per SKU x I,SUO‘;SKUS). The
agency believes that actual costs will be lower for several ,I.GQSQD_SL-I First, many
o the lbelchanges will b made by rivat abel mamfacturers tht fond 0
use relatively simple and less éxpensive 1abeling Second t’he:vag'enoy has -

fmahzed a revised labeling format for OTC drug products in § 201. 66 The

agency is allowing manufacturers to incorporate the labelmg changes requ1red

by this final rule along with the new general OTC drug}gbe‘lﬂlfl}g’for/ma‘\[.‘Thps, B

the relabeling costs resulting from two different but related final rules willbe

~ individually reduced by implementing both required ohanges at the same time.
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Some relabeling costs will be further reduced because the agency is
allowing up to 18 months (24 months for products with annUél sales less than

$25,000) for these revisions so they may be done in the normal course of B

business. Thus, manufacturers who wish to add additional indications .~~~

included in this final monograph can do so at'thei’ri’néx;‘rregulyafvprinkting of
product Iabeling. Among the steps the agency is taking fo minimize the impact
on small entities are: (1)‘To provide enough tir‘“ne“t’o enableentltles to use up
existihg labéling "stkoclq(’, and (2) to allow the labellng Changesreqmredby thls
final monograph to be done concurrently with the Changés ‘requ"ired'ﬁby the new
OTC drug labeling format. The agency believes \that,th'ese acticjﬁ,é proﬁde small
entities substantial flexibility and“redlic‘tions,"i‘,nic;_os't,‘ o

The agency considered but rejected several labéling éljtematives: (1’) A
shorter or longer implementation period, and (2) an exemption from coverége o
for small entities. While the agency believes that consumers would benefit -
from having this new labeling in place as soon as possible, a Iongei.P “t‘ime period
would unnecéssarily delay the benefit of new labeli,ng" and ‘a,‘few revised

formulations. Conversely, a shorter time period was also considered but

rejected because it would be inflexible and more costly for the affected |

companies. The agéncy rejected an exemption for small éntit’ie,vshbecause, tkhe"
new labeling and revised formulations, where applicable, are also needed by
consumers who purchase products marketed by those entitiés; However, a
longer (24-month) compliance date is being prov1dedforproducts Wi’t’h’aknniivail «;

sales less than $25,000.

One small manufacturer has indicated that it will suffer economic =~~~

consequences because it will no longer be able to make claims for use of its

antiperspirant products on the hands, and fdi*“pIOSth‘eys'i's“éna orthotic use.



68

However, the manufacturer did not provide su'fficient data to show thatits

products were safe and effective for these uses and Clld not provrde

documentation to show the economic impact of this final rule on its. sales

The agency notes that the cornpany could: (1) Relabel its productsto contarn ‘
only the monograph indications and then remain in the marketplace or (2)
discontinue its products Whrle revrslng the product labelmg may have an
economic rmpact on a company, it wrll be able to cont1nue to market 1ts o
products and can use the expanded 1ndrcat1‘ons provided by the’flnalﬂ V
k monograph to try to enhance product sales | | | “

The final rule ‘would not require any new reportmg and recordkeeprng N
activities, and no additional professmnal skills are neededn TJ}@IQ@IQ noother
Federal rules that duplicate, overlap, or conﬂict with theflnalrule o

For the reasons in this section and under the Regulatory Flexibility Act

(5 U.S.C. 605(b)) the agency certifies that this final rule Will not haVe a e

significant economic 1mpact on a substantial number of small entrtres o

Therefore, under the Regulatory Flexrbrhty Act, no further analysrs is requrred,

VII. Paperwork Reduction Act of 1995

- FDA concludes that the labehng requlrements in thls document are not S

subject to review by the Office of Management and Budget because they do |

not constitute a ““collection of information” under the Paperwork Reduction

Act of 1995 (44 USC3501etseq) Rather, the lahel:ingﬁstaternents area

“public disclosure of information originally supplied by the Federal

government to the recipient for the purpose ‘ofﬁrdisclosure to the ;public” (5

CFR 1320.3(c)(2)).
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VIII. Environmental Impact

The agency has determined under 21 CFR 25.31(a) that this action is of

a type that does not individually or cumulatively have a significant effect on

the human environment. Therefore, neither an environmental assessmentnor

an environmental impact statement is required.
IX. Federalism

FDA has an_al‘yzed this final rule in accordan(::ewith Ih? ypﬁn‘cipl’esk set |

forth in Executive Order 13132. FDA has determined that the rule doesnot

contain policies that have substantial direct effects on the States, on the
relationship between the National Governméntahd the States, or on the
distribution of power and responsibilities among the various levels of

government. Accordingly, the agency has concluded thati the x,ul:é’ does not

contain policies that have federalism implications as defined in the Executive

order and, consequently, a federalism summary impact statement is not

required.
X. Section 369.20 Revision

~ Section 369.20 (21 CFR 369.20) contains a recommended warning and
caution sktate_ment for OTC antiperspirant drug :products undte’,r:the_heading
“ANTIPERSPIRANTS!” “Do ,nq,t,,ai)ply to brokén skin. If a rash develops,
discontinue use.”” This statement is very similar to, but not qu’ite as extensive
as, the warnings required by the final monograph: “Do not use on broken skin”
~and ““Stop use if rash or irritation obc_urs”. ,Thé agenlcy is re“mo‘\:fi‘ng the entry
for “ANTIPERSPIRANTS” under § 369.20 because it is Superseded by |

§§350.50(c)(1) and (c)(2).
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50. Comments No, C46, RPT2, and RPT3,

List of Subjects

21 CFR Part 310 ..

Administrative practice and procedure Drugs, Labehng, Medlcal dev1ces

Reporting and recordkeeping requrrements.

21 CFR Part350 .

Labeling, Over-the-counter drugs.
21 CFR Part 369
Labeling, Medical devices, OVer,-the-cgunter”drugs.

Therefore, under the Federal Food Drug, and Cosmetrc Act and under

‘authority delegated to the Commissioner of Food and Drugs, 21 CFR Chapter

Iis amended as follows:

PART 310—NEW DRUGS

Authorlty 21 U.S.C. 321, 331 351, 352 353, 355 360b—360f 360}, 361(&] 371

374, 375, 379%; 42 U.S.C. 216, 241 242(8) 262 263b—-263n o
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2. Section 310.545 is amended by redeaignating the text of paragra‘ph (a)(4)
as paragraph (a)(4)(i), by adding new paragraph a)(4)(1) headlng and |
paragraphs (a)(4)(ii) and (d](34) and by revising paragraph (d)( ) to read as

follows: |
§310.545  Drug products containihg certai’n active ingredi‘ke‘hts’, foered ,OVer,-,t,h‘e- N

- counter (OTC) for certain uses.

o P PR R T o “@»-308
()% * | s - | &wdﬁ/o?:iz
e i) Hasda o | j
(i) Ingredients—Approved as OfMay 7,1991. * x Qj)/)”,)
(ii) Approved as of [insert date 1 8 months after date ofpubhcatron in the
Federal Register]; [insert date 24 Lmonths_aﬁer date of pubhcatmn in the
Federal Register], for products wr'ih_ annual sales less than $25,000. - 63-03
_ . ‘ - - bbads 0/3/\’
&~—"Aluminum sulfate buffered with sodium aluminum lactate ing
* * * * % | . R k o é/}") k-s
(d) * X )

(1) May 7, 1991, for products subject to paragraphs (a)(1) through (a)(2)(),
(2)(3)(1), ()4)(), (2)(B)H)(A), (a)(6)(i1)(A), (a)(7) (except as covered by paragraph
(@)(9) of this section), ()(8)D, (10)() through (10)G), @A) through
@(2)(iv)(A), (2)(14) through (2)(15)(), (2)(16) through ()18))(A), ()(18)(i)
(encept s covered by parageaph (2)(22) of this seton), W3, (W18)6).
@OOOA), and WABW)A) of hissection.
(34) [Insert date 18 months after date ofpubhcatmn in the Federal S
Register], for products subject to paragraph (a)(4)(11) of this sectlon [Insert date o
24 months after date of publication in the ,Ee,d;erjalwl?‘{eglster], for_products with

‘annual sales less than $25,000.

* * * * *
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3. Part 350 isadded toread as follows: . . .

COUNTER HUMAN USE =~
Subpart A—General Pfov«i.sionsu,,, B ,k : ,V f

Sec.
350.1 Scope

'350.3  Definition. ,
Subpart B-—Actlve lngredlents

350.10 ,Antlpersplrant active ingredients.

Subpart C—Labeling

350.50 ‘Labeling‘of ahtiper‘s'p‘iyraﬁtfd‘rﬁ'g"ﬁrf(‘)da:c‘fé.f a A
Subpart D—Guidelines for Effectiveness Testing

350.60 Guidelines for effectiveness testing of antiperspirant drug products.

Authority: 21 U.S.C. 321, 351, 352, 353, 355, 360, 371.

PART 350—ANTIPERSPIRANT DRUG PRODUCTS FOR OVER-THE-

COUNTER HUMAN USE |

Subpart A—General Provisions
§350.1 Scope.

(a) An over-the-counter antiperspirant drug product in a form suitable for
topical administration is generally recogmzed as safe and effectlve and is not -
misbranded if it meets each condmon in this part and each general c:ondmon o
established in §330.1 of this chapter.

(b) References in this part to regulatory sections of the Code of Federal
4Regu1atlons are to chapter I of tltle 21 unless otherw1se noted o
§350.3  Definition. | |

As used in this partt:
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Antiperspirant. A drug product applied top‘ically‘that reduces the l )
production of perspiration (sweat) at that site.

Subpart B—Active lngredients R , k
§350.10  Antiperspirant active ingredients.. B

The active ingredient of the product consists of any of the followmg W1thm
the established concentration and dosage formulatron Where apphcable the |

ingredient must meet the aluminum to chloride, alummum to zirconium, and

aluminum plus zirconium to chlorrde atomic ratios descrlbed in the U S..

Pharmacopela -National Formulary The concentration of 1ngredlents in
paragraphs (b) through (j) of this SBCUOII is calculated on an anhydrous ba81s

omitting from the calculation any buffer component present m the compound

in an aerosol or nonaerosol dosage form The concentratlon of mgredrents in_

paragraphs (K) through (r) of this section is calculated on an anhydrous basis,
omitting from the calculation any bﬁfferéornpéﬁént present 1n :the:compound o
in a nonaerosol dosage form. The labeled declaration of the percentage of the
active ingredient should exclude any water, buffercom‘po’nents’, or propellant.

(a) Alumin_um chloride up to 15 percent, calculated on the’heXahydrate
form, in an aqueous solution nonaerosol dosage form e |

(b) Alummum chlorohydrate up to 25 percent

(c) Alummum chlorohydrex polyethylene glycol up to 25 percent

(d) Aluminum chlorohydrex propylene glycol up to 25 percent.

(e) Aluminum dichlorohydrate up to 25 percent. | -

(f) Aluminum cd‘ichlorohydrex polyethylene glycol up to 25 percent.

v () Aluminum dichlorohydrex propylene glycol up to 25percent
(h) Aluminum sesquichlorohydrate up to 25 percent. o | |
(i) Aluminum sesquichlorohydrex polyethylene glycol up to 25 percent

(j) Aluminum sesquichlorohydrex propylene glycol up to’ 25 percent.
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(1) Aluminum zirconium octachlorohydrate up to 20 percent.
(1) Aluminum zirconium octachlorohydrex gly U‘VVP ‘TO‘ZOIPGTCBm» |
(m) Aluminum zirconium pentachlorohydrate up t‘ovzﬂ‘pe‘;cem; o
(n) Aluminum zirconium p’entachylorohydrex g]y up to ZD'pei}cent.

(0) Aluminum zirconium tetrachlorohydrate up to 20 PB,TC'Bﬁt-

(p) Aluminum zirconium tetrachlorohydrex gly up to 20 perc:e;_lﬁta -

" (q) Aluminum zirconium trlchlorohydrate up to 20 percent
(r) Aluminum zirconium trlchlorohydrex gly up to 20 percent

Subpart C—Labeling
§ 350.50 Labeling of antiperspirant drug products.

(a) Statement of identity. The lébeling of the product coht’aiﬁs the
established name of the drug, if any, and idénﬁ'fi'és the ptqdﬁpt as an. |
“antiperspirant.” R

(b) Indications. The labeling of the produet states, under the heading
“Uses,” the phrase listed in paragraph (b)(1) of this section and may contam |

any additional phrases listed i in paragraphs (b)(z) through (b)(5) of thls sectlon '

as appropriate. Other truthful and nonmisleading statements, describing only
the uses that have been established and listed in paragxfaphs (b)(1) through
(b)(5) of this section, may also be used, as provided in § 330.1(0)[2) of this
chapter, subject to the ‘provis‘ic')ns'c‘)f section 502 of the FederalFOod Drug,
and Cosmetlc Act (the act) relatlng to mlsbrandlng and the prohlbltlon in
sectlon 301(d) of the act against the introduction or dehvery for mtroductlon
into mterstate commerce of unapproved new drugs in Vlolatlon of sectlon
505(3) of the act.

(1) For any pkroduct,‘tkhe lkabeling stetes [Select one of the foHQWing:

“decreases,” “lessens,” or “reduces”] “underarm” [select one of the following:

1268 !’ (X1 2y (KL

“dampness,” “perspiration,” “sweat, swea’ung, ‘or “wetness”].



P S
(2) The labeling may state ““also [select one of the followrng decreases
‘lessens,’ or ‘reduces’] underarm [se]ect one of the fol]owmg dampness
persprratron sweat sweatrng, or wetness ] due to stress

(3) For products that demonstrate standard effectrveness .“‘2‘“0 percent sweat

reduction) over a 24 -hour perrod the labehng may state [select one of the
following: “all day protectron ” “lasts all day,” “]asts 24 hours or 24 hour |
protection”].

(4) For products that demonstraté extra effectrveness (30 percent sweat

reduction), the labeling may state “extra effective”.

(5) Products that demonstrate extra effectrveness (30 percent sweat - \ ‘

, reductton) sustarned over a 24-hour perrod may state the clalms in paragraphs

(b)(3) and (b)(4) of this sectron erther mdrvrdually or comblned e. g , “24 hour

extra effective protection”, “all day extra effective protectron 7 “extra effectrve

protection lasts 24 hours,” or “‘extra effective protection lasts all day”.

(c) Warnings. The labeling of the product contains the following statements
under the heading “Warnings™”: |
(1) “Do not use on broken skin™. .~

(2) “Stop use if rash or irritation occurs’

(3) “Ask a doctor before use if 3 you have kldney drsease

(4) For products in an aerosolized dosage form (i) “When using this

product [bullet]* keep away from face and mouth to avord breathrng it”.

(ii) The warning required by § 369.21 of thrs chapter for drugs in

dispensers pressunzed by gaseous propellants

(d) Directions. The labehng of the product contams the followmg statement

" under the heading “Directions’”: “apply to underarms only

1 See §201.66(b)(4) of this Ch?PF?fFcf,o}fﬂ,?ftt‘;“’?n,qf bullet- R R
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Subpart D—Guidelines for Effectiveness Testmg |
§350.60 Guidelines for effectlveness testing of antlpersptrant drug products

An antiperspirant in finished dosage form may vary in degree of

effectiveness because of minor variations in formu]atibn‘ Toassurethe

effectiveness of an antiperspirant, the Food and Drug Admmlstra’uon is
providing guidelines that manufacturers may use in testmg for effectlveness‘., -
‘These gu1dehnes are on file in the Dockets Management Branch (HFA—BOS),
Food and Drug Administration, 5630 Fisihers”l;anle,; tm. 1061, Rockville, MD
20852. These guidelines are available on the FDA’s Web site at http://
www.fda.gov/cder/otc/index. htm or on request for a nomlnal charge by
submitting a Freedom of Information (F OI) request in Wl“itll’l’g’ tok FDA’S FOI o
Staff (HFI_35), 5600 Fishers Lane, rm. 12A16, Rockville, MD 20857,

PART 369—INTERPRETATIVE STATEMENTS RE WARNINGS ON DRUGS
© AND DEVICES FOR OVER-THE-COUNTER SALE

4. The authority citation for 21 CFR part 369 continues to read as follows:

Authority: 21 U.S.C. 321, 331, 351 ,352,353, 355,371.
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§369.20 [Amended]

5. Section 369.20 Drugs; recommended warning and caution statémenftsf, o

is amended by removing the entry for “ANTIPERSPIRANTS.”

Dated: < //C,/C‘?

May 16, 2003.

QL7

Jeffrey S@ﬁren,

Assistant Commissioner for Pollcy
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