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Revlon, Inc., submits this additional information in support of its Petition for 
Reconsideration and Stay of Action, dated July 7,2003, with respect to this matter. Revlon has 
requested reconsideration and stay of the 24-hour limitation on a duration claim in the Final 
Monograph on Antiperspirant Drug Products for Over-the-Counter Human Use. 

A. Current Studies Using the FDA-Approved Protocol Demonstrate 48-hour 
Effectiveness 

In the preamble to the final regulation, FDA dismissed claims of duration longer than 24 
hours stating only that the agency “has not received any data to demonstrate antiperspirant 
effectiveness for more than 24 hours according to the Panel’s criteria.” 68 Fed. Reg. 34273, 
34278 (June 9,2003). Although the FDA justification for this action is unlawful under the 
Administrative Procedure Act and the United States Constitution for the reasons set forth in the 
Petition, Revlon has nonetheless proceeded to conduct 48-hour effectiveness tests in accordance 
with the protocol set forth in the FDA guidelines referenced in 21 C.F.R. 350.60, and is 
submitting the results of those tests as supplemental information to support the Petition. 

All of the 48-hour tests effectiveness previously conducted by Revlon (and by others in 
the industry as well) used a protocol that differs slightly from the protocol announced by FDA in 
the Final Monograph. Accordingly, it has been necessary to conduct new testing, in accordance 
with the new protocol, before relevant 48-hour data could be submitted for the administrative 
record. The results of the first two tests conducted by Revlon using the new FDA-approved 
protocol are as follows. 
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HTR Study No. 03-12 1791-1 12 (July 30, 2003): The test article demonstrated 
perspiration reductions of 36.39 percent at one hour, 42.99 percent at 24 hours, 
and 38.81 percent at 48 hours. 

HTR Study No. 03- 12 1794- 112 (September 24,2003): The test article 
demonstrated perspiration reductions of 45.88 percent at one hour, 38.26 percent 
at 24 hours, and 36.53 percent at 48 hours. 

Copies of the two test reports are attached. All test products met the requirement in the Final 
Monograph that a minimum of 50 percent of the population demonstrate at least a 20 percent 
sweat reduction. It is virtually certain, indeed, that this requirement would have been met if the 
tests had been continued on for several hours after 48 hours. 

B. Other Final and Tentative Final Monographs Authorize Claims Without 
Submission of Supporting Data to FDA 

As noted above, the preamble to the Final Monograph states that 48-hour claims were 
denied because data from 48-hour tests were not submitted to FDA. As the Petition points out, 
FDA never asked for the submission of such data. Moreover, the new test protocol was not 
made final until the Final Monograph was published. 

Even more important, FDA has on several occasions included in final and tentative final 
monographs testing requirements without a requirement that the test results be submitted to 
FDA. In fact, in none of these monographs has FDA required submission of supporting data to 
the agency. The supporting data which are required in order to justify making the claim, or even 
marketing the product, are retained in the manufacturer’s tiles. Prior to enactment of the Food 
and Drug Administration Modernization Act of 1997, FDA had no legal authority to inspect 
those records. Since 1997, it has had this inspection authority under Section 704(a)( 1) of the 
FD&C Act. The following OTC drug monographs and tentative final monographs contain 
performance testing standards with no requirement for submission of the resulting test data to 
FDA. 

Final Monographs 

1. Antacid Drug Products. Section 33 1.20 requires testing to determine the percent 
contribution of each active ingredient, calculated according to a formula set forth 
in the monograph. 

2. Anticarries Drug Products. Section 355.70 provides that a fluoride dentifrice 
product must meet biological test requirements for animal carries reduction and 
either an enamel solubility reduction test or a fluoride enamel uptake test. 
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3. Sunscreen Drug Products. Subpart D of Part 352 sets forth testing procedures to 
determine the SPF value of the product and to determine the water resistance of 
the product. 

4. Antiperspirant Products. Section 350.60 sets forth testing requirements to 
determine the effectiveness of final antiperspirant drug products to justify specific 
labeling claims. 

Tentative Final Monographs 

5. Topical Health-Care Antiseptic Drug Products. Section 333.470 proposes to 
require testing to demonstrate that the active ingredients provide in vitro activity 
against specified microorganisms and that the finished products demonstrate both 
in vitro and in vivo activity against specified microorganisms.’ 

6. Internal Analgesic Drug Products. Section 343.90 proposes to require dissolution 
testing requirements for final analgesic drug products. 

7. Oral Antiseptic Drug Products. Section 356.90 proposes to require final product 
testing demonstrating in vitro reduction of specified bacteria.3 

We reiterate that in none of the above instances has FDA found it necessary or appropriate to 
require the submission of data to the agency to justify the use of the claims involved. In each 
instance, it has been sufficient that the manufacturer of the drug product has in fact conducted 
the required testing in accordance with the FDA-specified protocol and has achieved the required 
results. FDA is then free to examine those results at any time, if it wishes to do so. 

I 59 Fed. Reg. 31402,31444-31452 (June 17, 1994). 
2 53 Fed. Reg. 46204,46260 (November 16, 1988). 
3 59 Fed. Reg. 6084,6 1226124 (February 9, 1994). 
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C. Conclusion 

For the reasons set forth above, Revlon reiterates its request for reconsideration and stay 
of the 24-hour limitation on a duration claim in the Final Monograph on Antiperspirant Drug 
Products for Over-the-Counter Human Use. Revlon requests that this limitation be deleted and 
that any duration claim, of any length, be permitted as long as it is justified by testing conducted 
in accordance with the FDA-approved protocol under 21 C.F.R. 350.60. 

Counsel for Revlon, Inc. 

cc: Charles J. Ganley, M.D. (HFD-560) 
Daniel E. Troy, Esquire (GCF-1) 
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1.0 SUMMARY 

0 The objective of this study was to evaluate antiperspirant efficacy of the test articles 
on axillary sweating at specified post-treatment intervals. The study followed a paired 
comparison test design of one pair of antiperspirant test articles (A hydro-solid stick 
antiperspirant and B hydro-stick placebo). Within the pair of test articles, one test 
article was randomly assigned to either the right or left axilla and the opposite axilla 
received the remaining test article. There was a 17 to 21-day conditioning period 
during which no antiperspirants were used in the axillary area. Thirtytwo female 
subjects completed the study. 

0 The following test articles were used in this study. 

HTR Code Sponsor Code Description 
A 509-016/A Hydro- solid antiperspirant 
B 509-016/B Hydro-solid placebo 

0 No adverse events were reported during the course of this study. 

0 Based on the results of this study, hydro-solid antiperspirant 509-016/A (HTR Code 
A) was significantly effective in reducing axillary perspiration at 1, 24 and 48 hours 
after eight daily applications. The test article demonstrated reductions of 45.88 % at 1 
hour, 38.26% at 24 hours and 36.53% at 48 hours. 

At each interval antiperspirant 509-016/A (HTR Code A) satisfied the OTC 
antiperspirant final monograph requirements [$ 250.60 (21 CFR 350.60) of the final 
monograph (final rule) for OTC antiperspirant drug products, published in the 
FEDERAL REGISTER on June 9,2003 (68 FR 34273)] that a minimum of 50% of 
the population demonstrate at least a 20% sweat reduction. 

September 24, 2003 
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3.0 SPONSOR PERSONNEL 

Michael Dickens, Ph.D. 
Director of Biological Sciences 
Revlon Research Center 

There was no onsite monitor visit. 

4.0 INVESTIGATIVE PERSONNEL 

Investigator: Linda P. Oddo, B.S. 
Study Manager: JoAnne Jubinville 
Biostatistician: James P. Bowman, M.S. 
Manager Biostatistics: Barbara M. Fath 
Study Coordinator: Dianna Christensen 

5.0 CLINICAL RESEARCH STANDARDS 

The study was conducted in compliance with applicable Good Clinical Practice 
Regulations (investigator responsibilities, test article accountability, informed consent, 
study documentation, AE reporting), the Standard Operating Procedures of the Hill 
Top Research, Inc., and the study protocol. Informed consent was obtained in 
accordance with Title 2 1 of the Code of Federal Regulation, Part 50. 

6.0 PROTOCOL 

The study protocol was followed (see Appendix I) with the exception of the deviations 
summarized below. 

l Product was over-applied to the axillary vault on 25 occasions. The study 
coordinator and trained technicians reported that the test articles (especially HTR 
code A) were slightly “crumbly” and often small pieces were lost in the process of 
application. 

l The humidity fell out of range briefly on Days 9 and 10 during the warm up 
period, but was within range during the B and C collections. 

A complete listing of deviations is available in Appendix II. In the opinion of the 
Investigator, the deviations did not compromise the integrity of the study. 

September 24, 2003 
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7.0 

8.0 

9.0 

6.1. Study Procedures 

Subjects participated in a conditioning period for 17 to 21 days prior to 
enrollment. Subjects that read and signed the consent form, qualified during 
screening and sweat a minimum of 1OOmg of sweat/20 minutes/axilla were 
enrolled. Enrolled subjects also received a test article application on Day 1. 

On days 2, 3,4, 5, 6 and 7 subjects reported for axillary evaluation (irritation, 
if any, was assessed), supervised wash and test article application. On day 8 
subjects also participated in sweat collection. On days 9 and 10 subjects had 
axillary evaluations and participated in sweat collection. 

6.2. Protocol Amendments 

There were no amendments to the protocol. 

SUBJECTS 

Forty female subjects were screened and signed the Consent Form. Thirty-two 
subjects who met the study criteria were enrolled. All enrolled subjects completed the 
study. 

STUDY SCHEDULE 

Conditioning Period: August 14 through September 3,2003 
Date Initiated: September 4,2003 
Date Completed: September 13,2003 

TEST ARTICLES 

The following test articles were received by Hill Top Research on August 26, 2003: 

HTR Code Label Information Description 
A New Improved Formula 3 1 green transparent containers 

) 509-016/A 1.8 oz 1 with green transparent lid 
Co-Brand Test containing solid test material 

B New Improved Formula 30 green transparent containers 
509-016/B 1.8 oz with green transparent lids 
Co-Brand Test containing white solid test material. 

Two containers had labels that were 
no longer legible and therefore, 
were not used. 

September 24,2003 
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Each subject received eight test article applications of each product to the axillary 
areas according to the randomization. The test articles were applied to uniformly 
cover approximately a 4x6- inch area centered in the axillary vault at the rate of at least 
0.35gm per axilla/treatment. 

Remaining test articles will be returned to the study sponsor upon issue of the final 
report. 

10.0 ADVERSE EVENTS 

There were to adverse events reported during the course of the study. 

11.0 METHOD OF STATISTICAL ANALYSIS 

11.1 Antiperspirant Analysis - Signed Rank Test 

The first method used to evaluate the data was the Wilcoxon Signed Rank Test, which 
is recommended in the guidelines for Effectiveness Testing of OTC Antiperspirant 
Drug Products, June 2003. The source data used for these analyses were the adjusted 
ratios, Z-values, which were calculated from the pre-treatment and post-treatment 
average B and C collections for each individual (shown in Table 4AB). 

Z=(PCxT)/(PTxC) 

Where Z was the adjusted ratio, PC was the pre-treated measure of moisture for the 
control axilla, PT was the pre-treatment measure for the test axilla, T was the treated 
measure for the test axilla, and C was the corresponding quantity for the control axilla. 

The hypotheses tested in the signed rank test (a=0.05) are stated as follows: 

IX,: median Z 2 0.80 
H,: median Z < 0.80 

The following hypotheses were also tested in the signed rank test (a=0.05): 

&: median Z 2 0.70 
H,: median Z < 0.70 

September 24,2003 
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11.2 Antiperspirant Analysis - Ratio Method 

The efficacy of the test material was evaluated by calculating A/B ratios from the 
milligram data for each subject (509-016/A Hydro-solid antiperspirant - HTR Code A, 
509-016/B Hydro-solid placebo - HTR Code B). Let Rj equal the ih A/B ratio for the 
jth subject. Rj measured prior to the first treatment represents baseline ratios (CR,) 
and l$ measured after individual treatments represents treatment ratios (TR,). Since 
baseline ratios are dependent upon the individual subject, treatment effects were 
estimated from the TRi, after TRij had been adjusted from CRj by calculating an 
adjusted ratio (ARij) for each subject. The following formula was used for this 
calculation: 

m ij = TR ij 
Avg. CR j 

The average CR, (CR,) for the jth subject was calculated using the following formula: 

n 
CRj = z CRij/n 

i=l 

Where n = number of baseline ratios to be averaged. 

The adjusted ratio (A/B) was used to evaluate treatment effect in the statistical models 
described below and reflects the activity of HTR Code A relative to that of the placebo 
side. If the activities of HTR Code A and placebo are equal, the ratio is 1 .OOO. When 
the adjusted ratio is greater than or less than 1 .OOO, the activity of HTR Code A is 
proportionately less than the untreated side or greater than the placebo side, 
respectively. 

The mean adjusted sweating ratio is the arithmetic mean of the adjusted post-treatment 
ratios (A/B) for that post-treatment interval. This value is converted to an estimate of 
percent reduction in sweating using the following formula: 

% Reduction = (100) (1.000 - mean adjusted ratio) 

The 95% Confidence Interval (CI) for this %Reduction is computed in the following 
manner: 

95% CI = f (Standard error of the mean adjusted ratio) (to.05, “-1) (100) 

Where (ta.05, n _ 1) is the Student’s t critical value for 95% significance and D 1 degrees 
of freedom. 

The number of subjects with 220% reduction in sweating based on the adjusted ratios 
were also calculated. 

September 24,2003 
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12.0 RESULTS OF STATISTICAL ANALYSIS 

Based on the results of the signed rank test, HTR Code A was significantly effective in 
reducing perspiration at 1 hour, 24 hours and 48 hours after Application No. 8. The 
mean percent reductions in sweat, the 95% confidence intervals, the significance 
levels derived from the distributionfree signed rank test and the number of subjects 
showing 220% reduction are presented below. 

509-016/A (HTR Code A) 

2 s 50- 45.88 

5 40- 
Pi 
8 30. 

2 20- 

10- 

01 
1 hr./Appl. 8 24 hrs./Appl. 8 48 hrs./Appl. 8 

% Reduction Significance Level No. Subjects Showing 
Evaluation f Conf. Int. Ha: Zc.80 Ha: Zc.70 2 20% Reduction 
I-Hr. after Appl. 8 45.88 + 7.89 <0.0001* <0.0001* 30132 
24-Hrs. after Appl. 8 38.26 + 8.12 <0.0001* 0.0023* 27132 
48-Hrs. after Appl. 8 36.53 f 7.31 -=0.0001* 0.0227” 26/32 

* HTR Code A was significantly effective (signed rank test). 

September 24,2003 
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13.0 CONCLUSIONS 

Based on the results of this study, hydro-solid antiperspirant 509-016/A (HTR Code 
A) was significantly effective in reducing axillary perspiration at 1,24 and 48 hours 
after eight daily applications. The test article demonstrated reductions of 45.88 % at 1 
hour, 38.26% at 24 hours and 36.53% at 48 hours. 

At each interval antiperspirant 509-016/A (HTR Code A) satisfied the OTC 
antiperspirant final monograph requirements [Q 250.60 (21 CFR 350.60) of the final 
monograph (final rule) for OTC antiperspirant drug products, published in the 
FEDERAL REGISTER on June 9,2003 (68 FR 34273)] that a minimum of 50% of 
the population demonstrate at least a 20% sweat reduction. 

14.0 SIGNATURE 

HILL TOP RESEARCH, INC. 

Investigator 

~?w-u3 
Date 

September 24,2003 
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To assure compliance with the study protocol and standard operating procedures 
(SOPS) of Hill Top Research, Inc., the Quality Assurance Unit performed an in phase 
audit during the conduct of the study on 09/06/2003, completed an audit of the study 
records on 09/21/2003, and audited the final report on 09/24/2003. 

Any observations found during the course of the audit were reported (as applicable) to 
the Site Director, Study Director, Principal Investigator, Study Manager, Study 
Coordinator, Report Writer, and/or HTR Management. 

Report reviewed by: 

Valerie Fallert, B.S. CCRA 
Quality Assurance Auditor 

September 24,2003 
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APPENDIX I 

Total number of pages = 18 

Protocol and Consent Form 
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1.0 JNTRODUCTION 

An antiperspirant product is an OTC (over the counter) drug and is regulated by the Food 
and Drug Admbistdon (FDA). In order to be labeled an antiperspimt, a product must 
be formulated within the Category I guidelines of the Antiperspirmt Drug Products for 
Ova-the-Counter Human Use: Final Monograph (68 FR 34273), June 9,2003. The 
product must reduce axilhuy perspiration to a level that is statistically sigui&uttly greater 
than 2O?A reduction, or 30% reduction for a claim of extra e&ctive. 

Ifthe product is not formulated within the guidelines, the product will require submission 
of a New Drug Application (NDA) and be tested under an Investigational New Drug 
exemption (IND). 

The following test is carried out to determine the e&ctiveness of the test article in 
reducing axillq (underarm) sweat@. 

2.0 QBJECTIYE 

To evaluate antiperspirant efficacy of the test articles on axillary sweating at specified 
post-treatment iutefvals. 

3.0 STUDY SPONSOR AND MONITOR 

Revlon Reseamh Center 
2121 Route 27 
Edis NJ 08818 

Michael Dickens, Ph.D. 
Director of Biological Sciences 
Telephone No.: (732) 287-7715 
Fax No. : (732) 287-7784 

4.0 INVESTIGA’l-l-VE ORGANIZATION AND PERSONNEL 

Oqmimtion: 
Lacation: 

Telephone No: 
Fax No.: 

HillTopRwarch, Inc. 
3225 N. 75” St. 
Scabdale, AZ 85251 
480-949-7766 
480-946-2179 

Investigator: Linda P. Oddo 
Study Manager: JoAnne Jubinville 
Study Coordinator: Isanna christensen 

August 7,2003 
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CLINICAL RESEARCH STANDARDS 

The study will be conducted in complisnce with applicable Good Clinical Practice 
Regulations (investigator responsibilities, test article accountability, informed consent, 
study documentation, AB reporting), the Standard Opera@ Procedures of the Hill Top 
Research Inc., study protocol and protocol amendment(s), Wormed consent will be 
obtained in accordance with Title 21 of the Code of Federal Regulations, Part 50. 

The study will follow a paired comparison test design of one pair of antiperspirant test 
articles (A- hydra-solid stick antiperspirant and B-hydra-solid stick placebo). Within the 
pair of test articles, one test article will be randomly assigned to either the right or left 
axilla and the opposite sxilla will receive the remain& test article. It will include a 17 - 
21-day conditioning period during which no antiperspirants will be used in the axiUary 
area.. 

A baseline sweat collection, treatment regimen and post-treatment sweat collections will 
foitow the conditioning period. 

7.0 TEST ARTICLES 

The Study Sponsor will supply an adequate amount ofthe test articles for treatment of all 
subjects 

H 
f HTK Code -- * 

Sponsor Code 
6 

509-O 1 h/A antiperspirant . ““.___ .--- -~--~ 
509-O I G/B Hvdro-solid alacebo : 

Ail test articles will be returned to the Sponsor following the completion of the study. 

SUBJECT SELECTION 

A suficient number of subjects will be recruited to participate in the conditioning period 
to assure that approximately 30 complete the study. 

a. Instructions: To participate in the study the subjects must agree to observe the 
following instructions: 

a. 

b. 

Abstain from the use of all antiperspirants for the entire conditioning and 
test periods. 
Use only the deodorant product issued by Hill Top Research, Inc. or 

August 7,2003 
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c. 

d. 

nothing during the conditioning period. 
All axillary washing will be confined to the laboratory during the test 
period. 
Abstain from shaving the axihae two days prior to and during the test 
period. 

8.2 Inclusion Criteria: To participate in the test period of the study each subject must 
satisfy the following inclusion criteria: 

;: 
Female, age 18-65, in good general health 
Has had an annual medical screen& which qualifies them for 
anti~il-ant testing 

k 
J&s participated in at least a 1%21day conditioning period 
Has given signed infiomed consent (Exhibit A) 

e. Has participated in and sat&&d the established requirements of a brief 
medical screening just prior to enrollment (< 100 pulse, < 99.2% 
temperature, s 150 systolic, 22 90 diastolic) 

E Produces at least 100 mg of sweat/20 minutea’axilla during baseline sweat 
collection 

8.3 Exclusion Criteria: A subject will be exchrded f%om participation in the test 
period for any of the following exclusion criteria: 

b” 

C. 

d. 

c. 

f 

8, 
h. 

Has axilhy irritation 
Has a history of irritation or sensitivity to axilhuy antiperspirant, deodorant 
or soap products 
Has a retuning history of infections, boii, abscesses, or lymph node 
enlargementintheaxilla 
Has active psoriasis, eczema, skin cancer or a dermatological condition that 
may interfere with the conduct of the study 
Has heart disease, uncontrolled hypertension, kidney disease, significant 
respiratory disease, epilepsy, heat intolerance 
Taking any medication or has a significant disease that may interfere with 
the study results or present the subject as unhealthy 
Insulin dependent diabetic 
Taken a systemic antibiotic or used a topical antibiotic medication in the 
axillary area within two weeks prior to the enrolhnent 
Pregnant or lactating 

9.0 SUBJECT WTI’ECDRAWAL 

After admission to the study, the subject may withdraw at any time for any reason. The 
reason for withdrawal will be reported fairly and accurately. 

August 7,2003 
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10.0 PROCEDURE 

Conditioaine PeriOg: Each subject will be provided with a deodorant product to 
use as needed for a period of at least 17-21 days prior to enrolhnent. To affect a 
washout (conditioning) of previously used axillary products, each subject will be 
instructed to discontinue using axihary antiperspirants during this period. 

Axillarv Examinations: Subjects will be screened for ax&-y irritation prior to 
being accepted on the study. A loo-watt blue incandescent light will be used for 
all examinations. Hill Top personnel will conduct axilhuy dons daily 
according to the identified scoring procedure (Exhibit B). 

Baseline: Baseline sweat volumes will be determined according to the procedures 
identified in 11.3. Baseline volumes will be used to compare differences between 
highest and lowest sweat volume among the subjects. Ifthe difference between 
the highest and lowest rate does not exceed 600 milligrams of sweat/20 
minuteskiUa the study will be discontimnxl. To be eligible for the treatment 
period, each subject must have a baseline perspiration level 2 100 milligrams of 
sweat/20 minutes/axilla. 

Each Subject will be given a treatment assignment number after being accepted 
onto the treatment period. 

$h~ervised Washes: Supavised washes will be conducted prior to each test 
article application accordiig to the following procedure: 

1 Wash right axilla for 10 seconds using a disposable towel saturated with a 
2% aqueous solution of camay soap. 

2 Wet a fresh disposable towel under running water and rinse the axilla until 
all soap is removed. 

3 Gently pat dry the axilla using a dry disposable towel. 
4. Repeat for left axilla. 

Tat Article Assinamcnt/A~dication: For each subject the determin&n of 
which axilla will receive which test article will be determined by the randomization 
schedule (Exhibit C). For replicate evah~tions, treatment assignments to the right 
and left axillae of a specific subject will remain the same. 

Each subject will receive eight (8) treatment applications to both ax&e. The test 
articles will be applied to uniformly cover approximately a 4x6-inch area centered 
in the axilky vault. A qualified technician will make all applications. 

Test articles A (509-016/A) hydro-solid antiperspirant and B (509-016/B) hydrw 
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solid placebo; will be applied at a rate of 0.35Og + 0.02g per sciua/treatment. The 
amouutofMmpleusedwiUbedetetmhedbywe@.ngcachunitbehcandafta 
eachuse. 

SUbjcctsWillW8itdtbetest~fbr~*Clytwasty-minutcsf;ollowin% 
each test article application to allow time for drying and absorption of test articles. 

11.0 ~VALUA’IXON~ 

11.1 Sweat Collection Evaluation Intcrvrls: Evaluations will be conducted at 
~onehouraftcrno.8,and24and48-~after~p~onno.8.Atotal 
of four cokctionq including baselinq will be conducted. 

sweat collections: During the first 40 mimltes of the sweat stimukion period, 
the subject will bold unweighed pads of Webil (non-woven cotton padding fibric) 
intbeaxillae. ThispreeywarmuppeGodwillbe~owedbytwosuccessive 
2O-minute collection paiodq dkuing wbicb the subject will bold weighed Webril 
padsintheaxillae. 

TlNpadsWillbCWeighedintightlyC8ppCdplystyreaeVialSbefbredaftauSe. 

Thevialswillbtlabeledwiththesubject’s~,rarillaandwllection 

desigaation. Toinsurcthecorredasemblyofthebottk,capandpadafterus,all 
t.hreecompo~oftherightcoll~onuDitwinbe~marked. Thefirst 
colktionauuiewithweigbedpadswil.IbedeGgnatedChlkstioaBandthesecond 
CoUectionC.HillToppersoMelwillinsertandremovethcweighedpads. The 
process win be conducted at approxima&ly 15-second inteMds be&Men subjects. 

Duringthccollectionswithweigbedpads,thesubjedwillberequiredtositinan 
ercdpositionwithbothf~flotonthefl~randwithtbtanasatnstina 
synmaricalmaMer. TbesubjcctswillbeaUowedtodrinkwaterasdesiredduring 
thewarmupperiodandbetwcu~CoUectionsBandC. 
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TEST !HXEDlJLE 

I I DAY I 

VERSE EXPERIENCE$ 

13.1 Definitions: An Adverse EvedExpe&ncc is say unsrpeded or undesirable 
~~ocanringtoasubjedQlringa~,whichnlaVormayllOtberplated 
to the test article. All adverse eveat/experi~ will be rem&d and reported 
accordisgtoGoodClinidPracti~RcgulationsandtheStandardOperahiag 
l’rocedm ofHill Top Reisearch, Inc. 

ASuioas AdvmeEvea~rienceisanyadv~ eJcpe&mtestresultsin 
any of the following outcomes: 

@ death; + alikheateningadmexperience; 
* 
* 

inpatient hospitatization or pro!ongation of czxishg bospiion; 
a persistent or significant disability/&apa~& 

l a cmgenital anomaly/birth defkt 

Important medid eventksperiences that may not result in death, be iif& 
threatenia&orrequifehospMnmaybeconsidaedasaioustim 
experience w&q based upon appropriate medical judgment they may jequdize 
thepathtorsubjectandmayrequiremedicalorswgicalintmmhontopreveat 
one of the cutcorn listed in this definition. 
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All adverse events, regardless of severity or the causal/effect relationship, are to be 
recorded. The severity of the efkt will be noted as “‘Mild’, “Modeate”, or 
“Svere” awmiing the following definitions: 

-- rcquirme nml.ml nttentionItrlten.entlon. - . v -. ---~_- -.“._““, I_ 

CausaI Relationship of Adverse Event/Experience 
When determining the causal/effect relationship to the test article, the relationship 
will be described as “None, ” “Possible, ” ‘probable, ” or “Definite.” 

The following definitions will be utilized: 

1 None 1 No 

Follow-UQ: Ifan adverse evmtkxperience occurs, the subject under the direction 
of the Investigator (or designee), may be referred to Hill Top’s consultant 
physician for treatment. Serious or Unexpected EvenVExpexience will be followed 
to resolution. 

Notification: The sponsor will be notified of al] adverse event/experiences. Any 
Serious or Unexpected Adverse Evenmence which occurs during the study 
must be reported promptly by the investigator (or designee) to the sponsor and the 
reviewing IRB, where applicable, within 24 hours of the information being 
reported to HU Top Research, Inc. 

AnticiDated Reactiont: A reaction could be redness, rash, swelling, itching, 
burning sensation, cracking or peeling, or in rare cases, small blisters. Reactions 
usually occur only where the sample touches the skin. A detailed account of any 
adverse events will be documented on the appropriate case report form. The 
investigator will evaluate all adverse experiences as to severity and relatedness to 
the test material. Ifthe event is considered significant to the study, whether or not 
it is considered related to the product trm Hill Top will notiQ the sponsor as 
soon as possible. For the purposes of this study, an adverse event is defined as an 

August 7,2003 
Page7ofQ 



HTR Study No.: 03-121794-112 
Sponsor No.: 03-7331-081 
Confidential 

unexpected adverse experience that is not identified in nature or severity in the risk 
assessment section of the informed consent. 

lfan adverse event OcAus, the subject, under the direction of the Investigator (of 
designee), may be referred to a consultant physician for treatment. All study 
related adverse events will be monitored by Bill Top staffuntil resolution. Hill 
Top will report all serious adverse events to the study sponsor within 24 hours. A 
seriousadverseeventisanyexperiencethatis~tifethreateaia&~ 
disabling or requires hospitahzation. Additionally, any event that involves cancer, 
a congenital anomaly or drug overdose is considered serious. 

14.0 STATISTICAL ANALYSIS 

Individual post-treatment sweat collections, in milligrams, will be shown. The amount of 
sample, in grams, used for each application to each panelist will be shown 

Antiperspirant activity is evaluated by determinmg shifts in ratios of the sweat output by 
the treated axilla to the output of the placebo treated axilla for each panelist. Estimatesof 
percent reduction and 95% confidence intervals will be calculated. 

The data will be adyxd using the Wticoxon Signed Rank Test, which is recommended in 
the Guidelines for Effectiveness Testing of OTC Antiperspirant Drug Products, June, 
2003. The source data for this analysis are treated to control ratios adjusted for the ratio 
of right-to-left axillary sweating rates. These ratios are calculated using the post- 
treatment average B and C collections for each individual at each time period. 

The adjusted treated to control ratios for this analysis will be calculated as follows 

Z=(PCxT)/(PTxC) 

where Z is the adjusted ratio, PC is the pretreatment measure of moisture for the control 
axilla (placebo), PT is the pretreatment measure for the test axilla, T is the treated measure 
for the test axilla, and C is the corresponding quantity for the control axilla (placebo). 

The study results are analyzed by comparing the adjusted ratio to 0.80, the ratio which 
corresponds to a 20 percent reduction in moisture due to treatment or to an adjusted ratio 
of 0.70, the value which corresponds to a 30 percent reduction in moisture due to 
treatment. The hypothesis that reduction in perspiration exceeds 20 percent is tested 
stathtically by sub&acting 0.80 from Z for all subjects and testing the resulting number 
with the Wilcoxon signed rank test. The hypothesis that reduction in perspiration exceeds 
30 percent is tested statistically by &&acting 0.70 from Z for all subjects and testing the 
resulting number with the Wdcoxon signed rank test. 

The hypotheses tested in the signed rank test are stated below. 
August 7,2003 
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H,,: Median Z 2 0.80 
H.: Median2 < 0.80 
Hg Median 2 2 0.70 
H.: Median Z < 0.70 

Hypothesis testing will be Mormed at the a = 0.05 level 

Rejection of the null hypothesis will just@ the conch&on that at least 50 percent of the 
target population will obtain a sweat reduction of at least 20 percent. 

REPORT 

Thefkalreportwill !uunmdx the metha data and conclusions relative to the test 
articles, as well as any information regarding the subjects that would impact the study. 
Source data will be retained by the testing facility on microfilm. The original source data 
will be maintained according to the investigator’s standard operatiq procedure. A copy 
of the source documents may be obtained upon request of the Study Sponsor. Copies of 
Vanscribed data will be incorporated in the report. 

NOTICE 

No amendments to the protocol will be permitted without approval from the Study 
Sponsor and Investigator and where applicable, the Institutional Review Board. Such 
changes will be documented in writing. Approval by the Board must be obtained prior to 
initiation of the amendment. 

PROTOCOL APPROVAL 

HILL TOP RESEARCH, INC. 

principal Investigator: 

Technical Director 

REVLON RESEARCH CENTER, INC. 

Dire&r ofBiological Sciences ’ 
August 7,2003 
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CONSENT FORM 

INTRODUCTION: You are being asked to take part in a research study. Before you give your 
consent to be a subject, it is important that you take enough time to read and understand what your 
participation would involve. In preparing this consent form, it has been necessary to USC some 
technical language. Please ask questions ifthere is anything you do not understand. 

You will be given 8 signed copy of this consent form and any other necessary written information 
prior to the start of the study. 

PURPOSE: The purpose of this research study is to determine if the test article is 8n effective 
8ntiperspir8nt formul8tion. Approximately thirty (30) females’ 18-65 years of age will particip8te in 
the study. You will be testing one 8ntiperspi.mn.t formuhttion and a placebo. You will receive 
treatment under both underarms. 

TEST AR~C’LE!$: One test article is a hydra-solid arrtiperspimnt, the second test article is a hydro- 
solid placebo (contains no active ingredient), 

S~YPRO~D~S:~~~i7-2ida~agOyOUrectived8deodO~tproduct~U~ 
at home. You were instructed to use this product exclusively or use nothing during this period. 
During the ten day study, you will come to Hill Top Research, Inc. each day. Product applications 
will be made on Days 1 through 8 of the study. During each product application visit, both 
underarms will be treated. You are expected to use only the test materials on your underarms 
throughout the study. Participation in the study will also require yoy on Days 1,8,9 8nd 10 to spend 
about 80 rninuteS in 8 "hOtrOOm" in which 8 @SpX8tWOfappfO~iwFf2vand8RtiE 
humidity of about 35% are maintained. The hotroom session will consist of a 40-minute warm-up 
period and two 20-minute sweat colkctions. Sweat cdlections will be ConQcted by placing 
absorbent pads in your underarms. You must remain seated with your feet flat on the floor 
throughout all sweat collections. You will be lxmiaed to drink water during the 40-rnimrte warm-up 
period and between the two 20-minute sweat collections. There will be a total of 10 visits to Hill Top 
Research. 

~TOpRcsearch,~C.perso~~~8pplythe~~Cle. ~ertheseAsih/8p~C8tiOnS,yOUti 
be asked not to wash or otherwise wet your underarms or apply any deodoranVantiperspir8nt product 
until the following morning when you report to the 18bor8tor-y. 

Eligibility for participation in this study will be determined by the results of your annllnl medical 
screening 8s well as your present health state. 
just prior to the start of the study. 

This will be determined by a brief medical screening 

**FEMALES OF CBTLBBEAIUNG POTENTIAL: You may not participate in this study ifyou 
are pregnant, lactating, or planning 8 pregnancy. As part of giving your consent you must agree to 
have a urine pregnancy test at the start of the studv 
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BJSKS: The test product contains ingredients available in marketed antiperspirant/deodorant 
formulations. No problems are expected; however, since the test is being done, in part, to see how 
the test article affect human skin, it is possible that you might have a “reaction”. A reaction could be 
redness, rash, swelling, itching, cracking or peeling, or in rare cases, small blisters. Reactions usually 
occur only where the sample touches the skin. 

A technician will examine your underarms daily to see if you are reacting. Such reactions may be 
due to skin irritation or allergy. However, the chance of an allergy is considered unlikely. 

No risk to study participants, other than those described above as“reactions”, is anticipated during 
the study. 

BENEFITS: You will not benefit from the applications of test articles, but tbe study results may 
allow a new or improved product to be marketed. 

ALTERNATIVE PROCEDUBES/TBEATMEXTS: Because you are not being treated for a 
medical condition, alternative treatments do not apply to this study. 

CONFIDENTIALITY: Information concerning you that is obtained in co~ection with this study 
will be kept confidential by Hill Top Research, except that the Company whose product is being 
tested will receive a copy of the study. In addition, the Food and Drug Administration and others in 
certain legal actions may inspect the records ofthe study. Mbrmation obtained in the study may be 
used for medical or scientific publication, but your identity will remain confidential. 

MEDICAL TREATMENT: Ifin the course ofthis study you experience ikness, discomfort 0; injury 
that appears to be a result of the study, Hill Top Research will provide you witb medical care at no 
cost to you. Providing such medical csre is not an admission of legal responsibility. Ifsuch illness, 
discomfort or injury does occur, ask any s&F member to arrange a meeting for you with the 
appropriate personnel. 

In certain cases of illness or injury resulting &om this study, insurance benefits may be available. 

WHO TO CONTACT: If you have any questions about this study or in case of an emergency, 
contact Dianna, Study Coordinator, at (480) 949-7766 during business hours (M-F, 8:OO AM. - 4:OO 
P.M.) or JoAnne, Study Manager, at (602) 2706697 after bouts and on weekends. In addition, if you 
have any questions as to your rights as a research subject, contact Linda Oddo, Investigator, at (602) 
270-6997. 

VOLUNTABY PABTICKPAT’ION/WlTBDBAWAL: Your participation in this research 
is strictly voluntary. 

study 
If you faiI to follow study instructions, your participation may be ended. 

If you agree to participate in this study, you are also agreeing to provide Hill Top Research with 
accurate information and to follow study instructions as given to you. 
study procedures, your participation may be terminated. 

If you fail to comply with 
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CONSENT TO PARTICIPATE 

I understand that I will be paid $210.00 for completion of this study. I know that participation is 
voluntary and that I have the right to refuse to participate. I know that I may drop out at any time 
without penalty or loss of benef3a to which I am otherwise entitled. If1 drop out of my own accord 
for personal reasons or is dismissed for refusal to obey rules or follow directions, I will not be paid. 
~inthejudgementofthe~,itisbesttodisco~emypartidpationintbestudyforother 
reasons, I will either be paid in fU or for that portion of the test already completed. 

IfIama~~eofchildbearing~~Iamnot~~~pregnarrtorrausingan~t.Iamusing 
an adequate me8tls of birth control and, if1 become pregnant or believe I have become pregnant, I 
will notify the Investigator immediately. 

CONSENT: I have read all of the pages of this consent and have been given an opportunity to ask 
questions about this study. Answers to such questions (ifany) were WisfUory. I am eighteen years 
ofageoroldaand~andwithoutresenrlrtiongivemyconsentto~asasubjectinthisstudy. 
By signing this form, I have not given up any of my legal rights as a research subject. 

Subject’s Name Printed: First Middle Initial 

Subject’s Signature Date 

Signature of Person Conducting Consent Discussion Date 

SUBJECT PRECTEST NO. SUBJECT NO, 
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AUTHORQ!ATlON FOR USE AND DISCLOSURE OF 
PERSONAL HEALTH INFORMATION 

Name of Subject or SubjaA’s RepmmmHw 
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Axilla Examination and Maxillary Irritation Scoring 

The axillary area of all subjects will be examined by a qualified person, capable of detecting a 
problem under the supervision of the investigator, before the initial exposure to the hotroom, and 
before receiving each daily treatment application. The examination will consist of a visual 
inspection of the axillae for “Mary Irritation” (edema, broken or abraded skin, erythema or 
abnormal physical appearance). The grading scale is attached. All scores will be documented in 
the study diary. 

A subject exhibiting “Axillary Irritation” (score 0.5 or greater) before the study start will not be 
eligible for participation in the study. The presence of “Axillary Irritation” during the test period 
will not automatically necessitate withdrawal from the study. Should such a condition arise, the 
investigator will determine ifthe subject will continue in the study. The condition will be 
followed closely and documented until remission of the symptoms. Ifthe investigator decides to 
drop the subject Erom the study, the decision will be recorded in the diary, identified by the 
subject’s name and number, axilla involved, date and the reason for their termination Ifthe 
symptoms still exist at the end of the test, the investigator will establish a follow-up procedure. 

If“Axillary Irritation” (score 2.0 or greater) appears, the subject will be withdrawn from the test 
and the investigator will establish a follow-up procedure which will continue until remission. 
All procedures and medication will be documented in the diary and a final report issued by the 
Investigator. 

Subiective Observatiom 

Any voluntary comments from the subjects (such as itching and burning) will also be noted in 
the diary. As noted in the informed consent, a subject is free to withdraw Corn the study at 
anytime for any reason. 
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AXILLARY IRRITATION SCALE 

0 = No visible reaction 

0.5 = Slight, confluent’ or patchy erythma 

1.0 = h4ilderythcma(pink) 

2.0 = Moderate erythema (definite redness) 

3.0 = Strong erythema (very intense redness) 

‘confluent - flowing or running together 



STUDY RANDOMIZATION EXHIBIT C 

SUBJECT 
NUMBER RIGHT LEFT 

2 
B 
B 
A 

A 
A 

: 
B 

A 
A 
B 
B 
B 

A 
A 
B 
A 
B 

B 
B 
B 
A 
A 

A 
B 
B 
A 
B 

B 
A 

6 
7 
0 
9 
10 

1: 
13 
14 
15 

16 
17 
10 
19 
20 

21 
22 
23 
24 
25 

26 
27 
28 
29 
30 

31 
32 

B 

: 
A 
B 

B 
B 
A 
B 
A 

B 
B 
A 
A 
A 

B 
B 
A 
B 
A 

A 
A 
A 
B 
B 

B 
A 
A 
B 
A 

A 
B 
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Deviations 

Subj. No. Day No. Deviation 
2 I Application on the right side exceeded the amount stated in the 

lication on the left side exceeded the amount 

the amount stated in the 

e amount state 
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APPENDIX III 

Total number of pages = 9 

Statistical Tables 

Table 1AB 

Table 2AB 
Table 3AB 
Table 4AB 
Table 5AB 
Table 6AB 
Table 7AB 
Table 8AB 

Presentation of the net milligrams for sweat collected at each evaluation 
and the averages of the B & C collection net milligrams of sweat 
Presentation of the baseline and adjusted post-treatment sweating ratios 
Summary statistics for post-treatment sweating ratios 
Wilcoxon signed rank test (Z 0.80) 
Summary of the results of the signed rank test (Z 0.80) 
Wilcoxon signed rank test (Z 0.70) 
Summary of the results of the signed rank test (Z 0.70) 
Grams of test article used at each application 
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1.0 SUMMARY 

0 The objective of this study was to evaluate antiperspirant efficacy of the test articles 
on axillary sweating at specified post-treatment intervals. The study followed a paired 
comparison test design of one pair of antiperspirant test articles (A antiperspirant roll- 
on and B placebo roll-on). Within the pair of test articles, one test article was 
randomly assigned to either the right or left axilla and the opposite axilla received the 
remaining test article. There was a 21-day conditioning period during which no 
antiperspirants were used in the axillary area. Thirty-one subjects (6 male, 25 female) 
completed the study. 

0 The following test articles were used in this study. 

HTR Code Sponsor Code Description 
A 509-003/A Antiperspirant roll-on 
B 509-003/B Placebo roll-on 

0 No adverse events were reported during the course of this study. 

0 Based on the results of this study, roll-on antiperspirant 509-003/A (HTR A) was 
significantly effective in reducing axillary perspirationat 1, 24 and 48 hours after 
eight daily applications. The test article demonstrated reductions of 36.39 % at 1 hour, 
42.99% at 24 hours and 38.81% at 48 hours. 

At each interval antiperspirant 509-003/A (HTR A) satisfied the OTC antiperspirant 
final momgraph requirements [§ 250.60 (21 CFR 350.60) of the final monograph 
(final rule) for OTC antiperspirant drug products, published in the FEDERAL 
REGISTER on June 9,2003 (68 FR 34273)] that a minimum of 50% of the population 
demonstrate at least a 20% sweat reduction. 

July 30,2003 
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3.0 SPONSOR PERSONNEL 

Michael Dickens, Ph.D. 
Director of Biological Sciences 
Revlon Research Center 

There was no onsite monitor visit. 

4.0 INVESTIGATIVE PERSONNEL 

Investigator: Linda P. Oddo, B.S. 
Study Manager: JoAnne Jubinville 
Biostatistician: James P. Bowman, M.S. 
Manager Biostatistics: Barbara M. Fath 
Study Coordinator: Dianna Christensen 

5.0 CLINICAL RESEARCH STANDARDS 

The study was conducted in compliance with applicable Good Clinical Practice 
Regulations (investigator responsibilities, test article accountability, informed consent, 
study documentation, AE reporting), the Standard Operating Procedures of the Hill 
Top Research, Inc., and the study protocol. Informed consent was obtained in 
accordance with Title 21 of the Code of Federal Regulation, Part 50. 

6.0 PROTOCOL 

The study protocol was followed (see Appendix I) with the exception of the deviations 
summarized below. 

l Due to an inability to maintain the proper humidity levels in the controlled sweat 
environment on enrollment day and the following day, the baseline sweat used for 
analysis occurred two days after consent and enrollment on July 9,2003. 

l Technician inadvertently started to treat the right axilla with Product A. Upon 
realizing her error she had subject 27 wash her axilla with soap, rinse and dry 
thoroughly. The correct product (B) was applied to the right axilla. 

In the opinion of the Investigator, the deviations did mt compromise the integrity of 
the study. 

July 30,2003 
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6.1. Study Procedures 

Subjects participated in a conditioning period for 21 days prior to enrollment. 
Subjects that read and signed the consent form, qualified during screening and 
sweat a minimum of 1OOmg of sweat/20 minutes/axilla were enrolled. 
Enrolled subjects also received a test article application on Day 1. 

On days 2, 3,4, 5, 6 and 7 subjects reported for axillary evaluation (assess 
irritation, if any), supervised wash and test article application. On day 8 
subjects also participated in sweat collection. On days 9 and 10 subjects had 
axillary evaluations and participated in sweat collection. 

6.2. Protocol Amendments 

There were no amendments to the protocol. 

7.0 SUBJECTS 

Fifty-two subjects were screened and signed the Consent Form. Thirty-two subjects 
who met the study criteria were enrolled. 

One subject withdrew from the study for personal reasons unrelated to the test 
product. 

Thirty-one subjects (6 male and 25 female), ages 18-65, completed all phases of the 
study. 

8.0 STUDY SCHEDULE 

Conditioning Period: June 16 through July 8,2003 
Date Initiated: July 7, 2003 
Date Completed: July 18,2003 

Subjects were consented, screened and enrolled on July 7,2003. Upon entering the 
environmentally controlled room the humidity went out of range. Study staff was 
unable to bring the humidity back into range. The same problem occurred on July 8. 
The room was fixed on July 9, 2003 and the humidity remained stable throughout the 
study. The study ran for two days longer than planned due to this problem. 

July 30,2003 
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9.0 TEST ARTICLES 

The following test articles were received by Hill Top Research on June 25,2003: 

HTR Code Label Information Description 
A 509-003/A 32 dark green containers with dark 

green lids, containing liquid roll-on test 
article 

B 509-003/B 32 dark green containers with dark 
green lids, containing liquid roll-on test 

Each subject received eight test article applications of each product to the axillary 
areas according to the randomization. The test articles were applied to uniformly 
cover approximately a  4x6-inch area centered in the axillary vault at the rate of at least 
0.40gm per axilla/treatment. 

Remaining test articles will be  returned to the study sponsor upon issue of the final 
report. 

10.0 ADVERSE EVENTS 

There were no adverse events reported during the course of the study. 

11.0 METHOD OF STATISTICAL ANALYSIS 

11.1 Antiperspirant Analysis - Signed Rank Test 

The first method used to evaluate the data was the W ilcoxon Signed Rank Test, which 
is recommended in the guidelines for Effectiveness Testing of OTC Antiperspirant 
Drug Products, August 1982. The source data used for these analyses were the 
adjusted ratios, Zvalues, which were calculated from the pre-treatment and post- 
treatment average B and C collections for each individual (shown in Table 4AB). 

Z=(PCxT)/(PTxC) 

Where Z  was the adjusted ratio, PC was the pre-treated measure of moisture for the 
control axilla, PT was the pre-treatment measure for the test axilla, T  was the treated 
measure for the test axilla, and C was the corresponding quantity for the control axilla. 

The hypotheses tested in the signed rank test (a=0.05) are stated as follows: 

Ho: median Z  2  0.80 
H,: median Z  < 0.80 

July 30, 2003 
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11.2 Antiperspirant Analysis - Ratio Method 

The efficacy of the test material was evaluated by calculating A/B ratios from the 
milligram data for each subject (509-003/A antiperspirant roll-on - HTR Code A, 509- 
003/B Placebo roll-on - HTR Code B). Let I$ equal the fh AiB ratio for the jth 
subject. R, measured prior to the first treatment represents baseline ratios (CR,) and 
Ri measured after individual treatments represents treatment ratios (TR,). Since 
baseline ratios are dependent upon the individual subject, treatment effects were 
estimated from the TR, after TRij had been adjusted from CR, by calculating an 
adjusted ratio (ARlj) for each subject. The following formula was used for this 
calculation: 

ARij= TRii 
Avg. CR j 

The average C&j (CR,) for the jth subject was calculated using the following formula: 
n 

CRj = C CRij/n 
i=l 

Where n = number of baseline ratios to be averaged. 

The adjusted ratio (A/B) was used to evaluate treatment effect in the statistical models 
described below and reflects the activity of HTR Code A relative to that of the placebo 
side. If the activities of HTR Code A and placebo are equal, the ratio is 1.000. When 
the adjusted ratio is greater than or less than 1.000, the activity of HTR Code A is 
proportionately less than tk untreated side or greater than the placebo side, 
respectively. 

ratios (A/B) for that post-treatment interval. This value is converted to an estimate of 
percent reduction in sweating using the following formula: 

% Reduction = (100) (1.000 - mean adjusted ratio) 

The 95% Confidence Interval (CI) for this %Reduction is computed in the following 
manner: 

95% CI = f (Standard error of the mean adjusted ratio) (to.05, ,,- 1) (100) 

Where (to.05, n _ 1) is the Student’s t critical value for 95% significance and n 1 degrees 
of freedom. 

The number of subjects with 220% reduction in sweating based on the adjusted ratios 
were also calculated. 

July 30,2003 
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12.0 RESULTS OF STATISTICAL ANALYSIS 

Based on the results of the signed rank test, HTR Code A was significantly effective in 
reducing perspiration at 1 hour, 24 hours and after 48 hours after Application No. 8. 
The mean percent reductions in sweat, the 95% confidence intervals, the significance 
levels derived from the distributionfree signed rank test and the number of subjects 
showing 220% reduction are presented below. 

509-003/A (HTR Code A) 
loo- 

90- 

8 80- 
‘C Y 70- 

-2 lY 60- 

3 50- :! 42.99 

B 40- 

2 5 30- 

20- 

1 hr./Appl. 8 24 hrs./Appl. 8 48 hrs./Appl. 8 I 

Evaluation 
l-Hr. after Appl. 8 
24-Hrs. after Appl. 8 

% Reduction Signed Rank No. Subjects Showing 
f Conf. Int. p-value 2 20% Reduction 

36.39% f 7.72 ~0.0001” 23131 
42.99% * 7.24 <0.0001* 2613 1 

48-Hrs. after Appl. 8 1 38.81% + 6.90 1 <O.OOOl* 1 28/31 1 
I 0 I I 

* HTR Code A was significantly effective (signed rank test). 
I 
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CONCLUSIONS 

Based on the results of this study, roll-on antiperspirant 509-003/A (H’IR A) was 
significantly effective in reducing axillary perspiration at 1,24 and 48 hours after 
eight daily applications. The test article demonstrated reductions of 36.39 % at 1 hour, 
42.99% at 24 hours and 38.81% at 48 hours. 

At each interval antiperspirant 509-003/A (HI-R A) satisfied the OTC antiperspirant 
W monograph requirements [§ 250.60 (21 CFR 350.60) of the final monograph 
(M mle) for OTC antiperspirant drug products, published in the FEDERAL 
REGISTER on June 9,2003 (68 FR 34273)] that a minimum of 50% of the population 
demonstrate at least a 20% sweat reduction. 

SIGNATURE(S) 

HILL TOP RESEARCH, INC. 

i-+iigLa - --._ ,.., I__ 
tmla! P, Odda, HS. 
Investigator 

7-a+&? 
Date 

July 30.2003 
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15.0 QUALITY ASSURANCE STATEMENT 

To assure compliance with the study protocol and star&xl operating procedures 
(SOPS) of Hill Top Research, Inc., the Quality Assurance Unit completed an audit of 
the study records on 07/24/2003 and audited the fhal report on 07/29/2003. 

Any observations found during the course of the audit were reported (as applicable) to 
the Site Director, Study Director, Principal Investigator, Study Manager, Study 
Coordinator, Report Writer, and/or HTR Management. 

Report reviewed by: 

. vtiw 
Valerie Fakt, B.S. CCRA 
Quality Askance Auditor 
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1.0 INTRODUCTION 

An antiperspirant product is an OTC (over the counter) drug and is regulated by the Food 
and Drug Adminktration (FDA). In order to be labeled an antiperspirant, a product must 
be formulated within the Category I guidelines of the Antiperspirant Drug Products for 
Over-the+Counter Human Use: Tentative Final Monograph (Federal Register, Vohune 47, 
No. 162, August 20,1982). The product must reduce axillary perspiration to a level 
that is statistically signifkady greater than 20% reduction. 

Ifthe product is not formulated within the guidelines, the product will require submission 
of a New Drug Application @IDA) and be tested under an Iuvestigational New Drug 
exemption (BID). 

The following test is tied out to determine the effectiveness of the test article in 
reducing axillary (underarm) sweating. 

OBJECTIVE 

To evaluate antiperspirant efficacy of the test articles on ax&try sweating at specitied 
post-treatment intervals. 

3.0 STUDY SPONSOR AND MONITOR 

Revlon Research Center 
2121 Route 27 
Eklison, NJ 08818 

Michael Dickens, Ph.D. 
Director of Bilogical Deuces 
Telephone No.: (732) 287-7715 
Fax No.: (732) 287-7784 

INVESTiGATIV-E ORGANIZATION AND PERSONNEL 

Organization: 
Location: 

Telephone No: 
Fax No.: 

Hill Top Research, Inc. 
3225 N. 75’ St. 
Scottsdale, AZ 85251 
480-949-7766 
480-946-2179 

Investigator: Linda P. Oddo 
Study Manager: JoAnne JubiiviIle 
Study Coordinator: Dianna Christensen 

June 23,2003 
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5.0 CLINICAL RESEARCH STANDARDS 

The study will be conducted in compliance with applicable Good Clinical Practice 
Regulations (investigator responsibiities, test article accountability, informed consent, 
study documentation, AB reporting), the Standard Opemting Procedures of the Hill Top 
Research, Inc., study protocol and protocol amendment(s). Informed consent will be 
obtained in accordance with Title 21 of the Code of Federal Regulations, Part 50. 

6.0 EXPERIMENTAL DESIGN 

The study will follow a paired comparison test design of one pair of antiperspirant test 
articles (A- antiperspirant roll-on and B-placebo roll-on). Within the pair of test articles, 
one test article will be randomly assigned to either the right or left axilla and the opposite 
axilla will receive the remainin g test article. It will include a 21day conditioning period 
during which no antiperspirants will be used in the axillary area.. 

A baseline sweat collection, treatment regimen and post-treatment sweat collections will 
follow the conditioning period. 

7.0 TEST ARTICLES 

The Study Sponsor will supply an adequate amount of the test articles for treatment of all 
subjects. 

HTRcodc I Sponsor Code IhSCBiptiOll 

A 509-003/A Antipaspirantmli-c5ll 

B, .) 5o!hoo3/B PlaceboroIl-u!n 

Au test articles will be returned to the Sponsor following the completion of the study. 

8.0 SUBJECT SELECTION 

A su&ient number of subjects will be recruited to participate in the conditioning period 
to assure that approximately 30 complete the study. 

8.1 Instructionq: To participate in the study the subjects must agree to observe the 
following instructions: 

a 

b. 

Abstain fkom the use of all antiperspirants for the entire conditioning and 
test periods. 
Use only the deodorant product issued by Hill Top Research, Inc. or 
nothing during the conditioning period. 

June 23,2003 
Page 2 of 9 



HTR Study No.: 03-121791-112 3-s’ 
Sponsor No.: 03-7331469 
Confidential 

c. All axilhry washing will be conilned to the laboratory during the test 
period. 

d. Abstain Corn shaving the axillae two days prior to and during the test 
period. 

8.2 Inclusion Criteria: To participate in the test period of the study each subject must 
satisfy the following inclusion criteria: 

it: 
Age 18-65, in good general health 
Has had an annual medical screening, which qualifies them for 
antiperspirant testing 

C. Has participated in at least a 17-21day conditioning period 
d. Has given signed informed consent (Exhibit A) 
e. Has participated in and satisfied the established requirements of a brief 

medical screening just prior to enrollment (5 100 pulse, 5 99.2% 
temperature, 5; 150 systolic, S 90 diastolic) 

f Produces at least 100 mg of sweat/20 minutes/axilla during baseline sweat 
collection 

8.3 Exclusion Criteria: A subject will be excluded Corn participation in the test 
period for any of the following exclusion criteria: 

;: 

C. 

d. 

e. 

f 

8- 
h. 

Has axiUary irritation 
Has a history of irritation or sensitivity to axillary antiperspirant, deodorant 
or soap products 
Has a recurring history of infections, boiis, abscesses, or lymph node 
enlargement in the axilla 
IIas active psoriasis, eczema, shin cancer or a dermatological condition that 
may interfere with the conduct of the study 
Has heart disease, uncontrolled hypertension, kidney disease, sign&ant 
respiratory disease, epilepsy, heat intolerance 
Taking any medication or has a significant disease that may interfere with 
the study results or present the subject as unhealthy 
Insulin dependent diabetic 
Taken a systemic antibiotic or used a topical antibiotic medication in the 
axillary area within two weeks prior to the enrollment 
Pregnant or lactating 

9.0 SUBJECT WlTHDFXAWAL 

After admission to the study, the subject may withdraw at any time for any reason. The 
reason for withdrawal will be reported fairly and accurately. 

June 23,2003 
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10.0 PROCEDURE 

10.1 Conditioning Period: Each subject will be provided with a deodorant product to 
use as needed for a period of at least 17-21 days prior to enrolhnent. To affect a 
washout (conditioning) of previously used ax&y products, each subject will be 
instructed to discontinue usiig axillary antiperspirants during this period. 

Axillarv Examinations: Subjects will be screened for axikuy irritation prior to 
being accepted on the study. A 100-watt blue incandescent light will be used for 
all examimions. Hill Top personnel will conduct axihary examinations daily 
according to the identified scoring procedure (Rxhibit B). 

Baseline: Baseline sweat volumes will be determined according to the procedures 
identified in 11.3. Baseline volumes will be used to compare differences between 
highest aud lowest sweat volume among the subjects. Ifthe difference between 
the highest and lowest rate does not exceed 600 milligrams of sweat/20 
minutes/axilIa the study will be discontinued. To be eligible for the treatment 
period, each subject must have a baseline perspiration level 2 100 milligrams of 
sweat/20 minutes/rvrilla. 

Each Subject will be given a treatment assignment number after being accepted 
onto the treatment period. 

Swervised Washy: Supervised washes will be conducted prior to each test 
article application according to the following procedure: 

I Wash right axilla for 10 seconds usii a disposable towel saturated with a 
2% aqueous solution of Camay soap. 

2. Wet a fresh disposable towel under running water and rinse the axilla until 
all soap is removed. 

3. Gently pat dry the axiha using a dry disposable towel. 
4 Repeat for left axilla. 

Test Article Assknment/AaDkatioa: For each subject the determkation of 
which axilla will receive which test article will be determined by the randomization 
schedule (Exhibit C). For replicate evaluations, treatment assignments to the right 
and left axillae of a specifk subject will remain the same. 

Each subject will receive eight (8) treatment applications to both axillae. The test 
articles will be applied to uniformly cover approximately a 4x6-&h area centered 
in the axihary vault. A qualifkd technician will make all applications. 

Test articles A (509-003/A) antiperspirant roll-on and B (509-003/B) placebo roll- 

June 23,2003 
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oqwillbeapplkdatarateofatleast0.4OOg peraxilla/treatment.Theamountof 
ssmpleusedwillbedeterminedbyweighiogeachunitbeforeandaftereachwe. 

Subjects will wait at the test tkcility for approximately twenty-minutes following 
each test article application to allow time for drying and absorption of test articles. 

11.0 EVALUATIONS 

Sweat Collection Evaluation Intervals: Evahrations will be conducted at 
baseline, one hour after no. 8, and 24 and 48-hours after application no. 8. A total 
of four collections, including baseline, will be conducted. 

Sweat Stimulation: Sweating of the subjects is induced by having the subjects sit 
inaroommaintaiaedat1000F+20Fandatarelativehwnidityofabout3So~. 
The conditions in the room will be recorded. 

S cat Collectious~ Jhing the tirst 40 minutes of the sweat stimulation period, 
c subject will hold unweighed pads of Webril (non-woven cotton padding fabric) 
in the ax&e. This prehminary warm up period will be followed by two successive 
20-minute collection periods, during which the subject will hold weighed Webril 
pads in the axillae. 

The pads will be weighed in tightly capped polystyrene vials before and after use. 
The vials will be labeled with the subject’s number, axilla and collection 
designation. To insure the correct assembly of the bottle, cap and pad after use, all 
three components of the right colleefion unit will be distinctively marked. The first 
collection made with weighed pads will be designated Collection B and the second 
Collection C. Hill Top personnel will insert and remove the weighed pads. The 
process will be conducted at approximately 15second intervals between subjects. 

During the collections with weighed pads, the subject will be required to sit in an 
erectpositionwithbothfeet~onthefloorandwiththearmsatrestina 
symmetricalmanner. The subjects will be allowed to drink water as desired during 
the warm up period and between Collections B and C. 

June 23,2003 
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TEST SCHEDULE 

EVENT h1213l 
t Informed Consent Ixt I t 

X - 

X - 

X 

-+s-- 
X 

9 I= 
X E x’ 

bDay8swalt~mwillbc anductd-onc-buxfollowingtestdcleapplicationno. 8. 
“Days9md10swcatcoll~willbccmdudbd ~24-hoursd48-hours~llowin8tes&altickapplication 
no. 8, i.cspcdvely. 

ADVER!3EEXPEFUENCES 

13.1 Definitions: An Adverse Event/Experience is any tmxpected or undesirable 
experience occurringtoasubjectduringastudy,whichmayormaynotberelated 
to the test article. All adverse event/experiences will be recorded and reported 
according to Good Clinical Practice Regulations and the Standard Operating 
procedures of Hill Top Research, Inc. 

A Serious Adverse EventtEkperience is any adverse experience that results in 
any of the following outcomes: 

l 
death; 

* a l&-threat- a&me experiemx; 
l inpatient hospitalkation or prolongation of existing hospitalization; 

a persistent or significant disability/incapacity; 
* a congenital anomaly/birth defect 

Important medical event/expeGences that may not result in death, be life- 
threatening, or require hospitaktion may be considered a serious adverse 
experience when, based upon appropriate medical judgment, they may jeopardize 
the patient or subject and may require medical or surgical intervention to prevent 
one of the outcomes listed in this definition. 

An Une.xpected Adverse Event/Experience is any adverse event/experience not 
listed in the current labeling for the test article, the current investigator’s brochure 
or safii data. Where test article labeling, investigator’s brochure, or safety data 
are not available, anticipated experience will be listed and explained in the protocol 
based on the pharmacologic.al properties of the test article@). 
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All adverse events, regardless of severity or the causal/effect relationship, are to be 
recorded. The severity of the effect will be noted as “MM’, “M&rate”, or 
“Severe” according the following definitions: 

Awareness of signs or symptom, but easily tolerated. 1 

Discomfort to a degree as to cause interference with normal daily life 
activities and /or requiring medication. 

I Incapacity with inability to \+ork or do usual daily life activities and 
. . requiring medical attention/intervention. 

Causal Relationship of Adverse Event/Experience 
When determining the causal/effect relationship to the test article, the relationship 
will be described as “None, ” “Possible, ” “Probable, ” or “Definite.” 

The following definitions will be utilized 

None 

Possible 
Probable 

Definite 

NosssociatioBtothctcstartiele. lx&Itedtootheretiologiwsuchas f 
cxmcomitant~o~~orconditio~~orsubjcct’sk~~~~clinicalstate. 
Uncutain association. Other etiologies are also possible. 
Ckar-cut association with improvement upon withdrawal of the test article. 
Not seasonably explained by the subject’s known cliaical state but nat a 
anticipated cent. x_--__I-___ -__- 
An adverse exenr \+lth a clear-cut%oral relationshIp .-___-__. -- __- 

13.2 Follow-ug: Ifan adverse event/experience occurs, the subject under the direction 
of the Investigator (or designee), may be referred to Hill Top’s consultant 
physician for treatment. Serious or Unexpected Event/Experience will be followed 
to resolution. 

13.3 Notification: The sponsor will be not&d of ti adverse event/experiences. Any 
Serious or Unexpected Adverse Event/Experience which occurs during the study 
must be reported promptly by the investigator (or designee) to the sponsor and the 
reviewing IRB, where applicable, within 24 hours of the information being 
reported to Hill Top Research, Inc. 

13.4 AuticiDated Reactions: A reaction could be redness, rash, swelling, itching, 
burning sensation, cracking or peeling, or in rare cases, small blisters. Reactions 
usually occur only where the sample touches the skin. A detailed account of any 
adverse events will be documented on the appropriate case report form. The 
investigator will evaluate all adverse experiences as to severity and relatedness to 
the test material. If the event is considered significant to the study, whether or not 
it is considered related to the product treatment, Hill Top will noti@ the sponsor as 
soon as possible. For the purposes of this study, an adverse event is defined as an 
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unexpected adverse experience that is not identified in nature or severity in the risk 
assessment section of the informed consent. 

If an adverse event occurs, the subject, under the direction of the Investigator (or 
designee), may be referred to a consultant physician for treatment. All study 
related adverse events will be monitored by Hill Top staff until resolution. Hill 
Top will report all serious adverse events to the study sponsor within 24 hours. A 
serious adverse event is any experience that is t&& life threat- permanently 
disabling or requires hospitahzation. Additionally, any event that involves cancer, 
a congenital anomaly or drug overdose is considered serious. 

14.0 STATISTICAL ANALYSIS 

Individual post-treatment sweat collections, in milligrams, will be shown The amount of 
sample, in grams, used for each application to each panelist will be shown. 

Antiperspirant activity is &ted by determming shifts in ratios of the sweat output by 
the treated axilla to the output of the placebo treated axilla for each panelist. Estimates of 
percent reduction and 95% confidence intervals will be calculated. 

The data will be andyzed using the Wilcoxon Signed Rank Test, which is recommended in 
the Guidelines for Effectiveness Testing of OTC Antiperspirant Drug Products, August 

1982. The source data for this analysis are treated to control ratios adjusted for the ratio 
of right-to-left axilhuy sweating rates. These ratios are calculated using the post- 
treatment average B and C collections for each individual at each time period. 

The adjusted treated to control ratios for this analysis will be calculated as follows 

Z=(PcxT)/(PTxC) 

where 2 is the adjusted ratio, PC is the pretreatment measure of moisture for the control 
axilla (placebo), PT is the pretreatment measure for the test axilla, T is the treated measure 
for the test ax&, and C is the corresponding quantity for the control axilla (placebo). 

The study results are analyzed by comparing the adjusted ratio to 0.80, the ratio. which 
corresponds to a 20 percent reduction in moisture due to treatment. The hypothesis that 
reduction in perspiration exceeds 20 percent is tested statistically by subtract.@ 0.80 from 
2 for all subjects and testing the resulting number with the Wilcoxon signed rank test. 

The hypotheses tested in the signed rank test are stated below: 

J%,: Median 2 2 0.80 
It: MedianZ<O.80 
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Hypothesis testing will be performed at the a = 0.05 level. 

Rejection of the null hypothesis will justify the conclusion that at least 50 percent of the 
target population will obtain a sweat reduction of at least 20 percent. 

REPORT 

The final report will summa&e the method, data and conctions relative to the test 
articles, as well as any information regarding the subjects that would impact the study. 
Source data will be retained by the testing facility on microfihn. The original source data 
will be maintained according to the investigator’s standard operating procedure. A copy 
of the source documents may be obtained upon request of the Study Sponsor. Copies of 
transcribed data will be incorporated in the report. 

NOTICE 

No amendments to the protocol will be permitted without approval from the Study 
Sponsor and Investigator and where applicable, the Institutional Review Board. Such 
changes will be documented in writing. Approval by the Board must be obtained prior to 
initiation of the amendment. 

“6 PROTOCOL APPROVAL 

HILL TOP RESEARCH, INC. 

Principal Investigator: 

Technidal Director 

REVLON RESEARCH CENTER, INC. 

of Bioldgicd Sciences 
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Institution: Hill Top Research, Inc. 
Investigator: Linda P. Oddo 

HTR Study No. 034$7$-l 12 

Study Title: Antiperspirant Efficacy Study Exhibit A 
CONSENT FORM 

INTRODUCTION: You are being asked to take part in a research study. Before you give your 
consent to be a subject, it is important that you take enough time to read and understand what your 
participation would involve. In preparing this consent form, it has been necessary to use some 
technical language. Please ask questions if there is anything you do not understand. 

You will be given a signed copy of this consent form and any other necessary written in.Cormation 
prior to the start of the study. 

PURPOSE: The purpose of this research study is to determix if the test article is an efhxtive 
antipersjkmt formulation. Approximately thirty (30) subjects’ 18-65 years of age will participate in 
the study. You will be testing one antiperspirant formulation and a placebo. You will receive 
treatment under both underarms. 

TEST ARTICLES: One test article is an antiperspirant roll-on, the second test article is a placebo 
roll-on (contains no active ingredient). 

STUDY PROCEDURES: Approximately 17- 21 days ago you received a deodorant product to use 
at home. You were instructed to use this product excIusively or use nothing during this period. 
During the ten day study, you will come to Hill Top Research, Inc. each day. Product applications 
will be made on Days 1 through 8 of the study. During each product application visit, both 
underarms will be treated. You are expected to use only the test mateGaB on your underarms 
throughout the study. Participation in the study will also require you, on Days 1,8,9 and 10 to spend 
about 80 minutes in a “hotroom” in which a te~ature of approximately KKPF f 2°F and a relative 
humidity of about 35% are maintained. The hotroom session will consist of a 40-minute warm-up 
period and two 20-minute sweat collections. Sweat collections will be conducted by placing 
absorbent pads in your underarms. You must remain seated with your feet flat on the floor 
throughout all sweat collections. You will be permitted to drink water during the 40-minute warm-up 
period and between the two 20minute sweat collections. There will be a total of 10 visits to Hill Top 
Research. 

Hill Top Research Inc. personnel, will apply the test article. After these daily applications, you will 
be asked not to wash or otherwise wet your underarms or apply any deodorantIantiperspirant product 
until t&following evening when you report to the laboratory. 

Eligibility for participation in this study will be determined by the results of your annual medical 
screening as well as your present health state. This will be determined by a brief medical screening 
just prior to the start of the study. 

“‘TEMALES OF CEULDBEARINGPO 
are pregnanf lactating or planning a 
have a urine pregnancy test at the 

You may not participate in this study if you 
Of giving your amsent you must agree to 
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RISKS: The test product contains ingredients available in marketed antiperspirant/deodorant 
formulations. No problems are expected; however, since the test is being done, in part, to see how 
the test article aEect human skin, it is possible that you might have a “reaction”. A reaction could be 
redness, rash, swelling, itching, cracking or peeling, or in rare cases, small blisters. Reactions usually 
occur only where the sample touches the skin. 

A technician will examine your underarms daily to see if you are reaoting. Such reactions may be 
due to skin irritation or allergy. However, the chance of an allergy is considered unlikely. 

No risk to study participants, other than those described above as “reactions”, is anticipated during 
the study. 

BENEJ?lTt$ You will not benefit f?om the applications of test articles, but the study results may 
allow a new or improved product to be marketed. 

ALTERNATIVE PROCEDURES/TREATMENTS: Because you are not beii treated for a 
medical condition, alternative treatments do not apply to this study. 

CONFIDENTIALITY: Information concerning you that is obtained in connection with this study 
will be kept confidential by Hill Top Research, except that the Company whose product is being 
tested will receive a copy of the study. In addition, the Food and Drug Administration and others in 
certain legal actions may inspect the records of the study. Infbrmation obtained in the study may be 
used for medical or scientific publication, but your identity will remain confidential. 

MEDICAL TREATMENT: Ifin the course ofthis study you experience ihness, discomfort or injury 
that appears to be a result of the study, Hill Top Research will provide you with medical care at no 
cost to you. Providing such medical care is not an admission of legal responsibility. If such ihness, 
discomfort or injury does occur, ask any staff member to arrange a meeting for you with the 
appropriate personnel. 

In certain cases of illness or injury resulting from this study, insurance benefits may be available 

WHO TO CONTACT: If you have any questions about this study or in case of an emergency, 
contact Dianna, Study Coordinator, at (480) 949-7766 during business hours (M-F, 8:OO AM. - 430 
P.M) or JoAnne, Study Manager, at (602) 270-6697 a&r hours and on weekends. In addition, if you 
have any questions as to your rights as a research subject, contact Gnda Oddo, Investigator, at (602) 
2706997. 

VOLUNTARY PARTICIPATION/WlTHDRAWAL: Your participation in this research study 
is strictly voluntary. If you fail to follow study instructions, your participation may be ended. 

If you agree to participate in this study, you are also agreeing to provide Hill Top Research with 
accurate information and to follow study instructions as given to you. If you Gil to comply with 
study procedures, your participation may be terminated. 
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CONSENT TO PARTICIPATE 

I understand that I will be paid $210.00 for completion of this study. I know that participation is 
voluntary and that I have the right to refuse to participate. I know that I may drop out at any time 
without penalty or loss of benetits to which I am otherwise entitled. If1 drop out of my own accord 
for personal reasons or is dismked for retksal to obey rules or follow directions, I will not be paid. 
q in thejudgement of the Investigator, it is best to discontinue my participation in the study for other 
reasons, I will either be paid in kl.l or for that portion of the test already completed. 

IfIamafemaleofchildbearingpo~~Iamnotcurrentlyp~ornwsinganinEiurt.Iamusing 
an adequate means of birth control and, if1 become pregnant or believe I have become pregnant, I 
will notify the Investigator immediately. 

CONSENT: I have read all of the pages of this consent and have been given an opportunity to ask 
questions about this study. Answers to such questions (ifany) were satisfactory. I am eighteen years 
of age or older and fkely and without reservation give my consent to xx-ve as a subject in this study. 
By signing this form, I have not given up any of my legal rights as a research subject. 

Subject’s Name Printed: First Middle Initial 

Subject’s Signature Date -” 

Signature of Person Conducting Consent Discussion Date 

SUBJECT PRE-TEST NO. SUBJECT NO. 
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AUTHORtZATlON FOR USE AND DISCLOSURE OF 
PERSONAL HEALTH INFORMATION 

Weareas#ngyou~okepartinaresearchstudythatwagdescribedintheinformed~ Todothisresaarch,theaUdy 
staff will need to cdect health information that identities you. 

Your personal health information indudes, but is not fimited to, information that was cofiected for your entry into the study and 
information collected during the study. The purpose of collecting this information is to allow Hi# K~I Reseuch, Inc study staff 
to oonduct the study. 

Study records that identify you will be kept confidential as required by law. Federal Prtvacy Regulations provide safeguards for 
privacy, security, and authorized access. Gcxpt when required by law, you til not be identified by name, social security 
number, address, telephone number, or any other direct personal identifier in study records disdosed outside HUf Top 
RaeearM,Ihc. For~disdasedo~deaftrkii lTopR~,~,WBWUIUUIYOUinifiakand~nauniquecode 
number to the inform&& that is sent to the sponsor. 

You may decide nd to give pennNon forthereleaseofyMlrP8CMm8(hee#hinf#mationkrtheotudy. Inthatcaqyouwiil 
not be able to participate in the study. 

Your permission to share your pemonat heatth information for this study does nfA have an expiration date. If you no longer want 
to share your personal he&h informetion, you may cancel your pem~isston at any time by wrttfng Hi&l rap I?-, Inc. et the 
address below 

Louise 8. Aust 
Hill Top Research, Inc 
3225N.75hSt. 
Scottsdale, AZ 85251 

If you cancel your permission after you have started the study, Mill Top Resew&, k will stop cdiecting your personal health 
information. Aithough they will stop cotlecting new information about you, they will need to use the information already collected 
to evaluate the study results. ff you start the study, then cancel your peumtssion. you vviil not be able to continue to participate in 
the study. 

The Sponsor and MU Top Mfmatch, hc will make every reasonable effort to keep your personal health information private. 
Once the study staff shares your personal health information from the study, federal privacy laws may not keep the information 
private. There may be state IEM or other federal taws that would protect the privacy of this information. 

By signing this form. you authorize the use and disclosure of your personal he&h information for this research study. You will 
receive a copy of this form after you have signed it. 

Name ol Subject or Subject% Representative 

Signature of Subject or Subject’s Representative 

Date 

If signed by ReprwmMve, exptain authority to act for Subject 

va!ial4/03 
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AXILURY IRRITATION SCALE 

0 = No visible reaction 

0.5 = Sli& confluent’ or patchy erythema 

1.0 = Mild tzythema (pink) 

2.0 * Moderate erythema (definite redness) 

3.0 = Strong erythema (very intense redness) 

‘confluent - flowing or running together 
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Axilla Examination and Axillatv Irritation Scoring 

The axillary area of all subjects will be examined by a qualified person, capable of detecting a 
problem under the supervision of the investigator, before the initial exposure to the hotroorn, and 
before receiving each daily treatment application. The examination will consist of a visual 
inspection of the axillae for “Axillary Irritation” (edema, broken or abraded skin, erythema or 
abnormal physical appearance). The grading scale is attached. All scores will be documented in 
the study diary. 

A subject exhibiting “Axillary Irritation” (score 0.5 or greater) before the study start will not be 
eligible for participation in the study. The presence of “Axillary Irritation” during the test period 
will not automatically necessitate withdrawal Corn the study. Should such a condition arise, the 
investigator will determine ifthe subject will continue in the study. The condition will be 
followed closely and documented until remission of the symptoms. If the investigator decides to 
drop the subject Corn the study, the decision will be recorded in the diary, identified by the 
subject’s name and number, axilla involved, date and the reason for their termination. If the 
symptoms still exist at the end of the test, the investigator will establish a follow-up procedure. 

If”Axil1ar-y Irritation” (score 2.0 or greater) appears, the subject will be withdrawn from the test 
and the investigator will establish a follow-up procedure which will continue until remission. 
All procedures and medication will be documented in the diary and a final report issued by the 
Investigator. 

Sub+tive Observations 

Any voluntary comments from the subjects (such as itching and burning) will also be noted in 
the diary. As noted in the informed consent, a subject is free to withdraw from the study at 
anytime for any reason. 
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STUDY RANDOMIZATION EXHIBIT C 
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NUMBER 
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APPENDIX II 

Total number of pages = 10 

Statistical Tables 

Table 1AB Presentation of the net milligrams for sweat collected at each evaluation 
and the averages of the B & C collection net milligrams of sweat 

Table 2AB Presentation of the baseline and adjusted post-treatment sweating ratios 
Table 3AB Summary statistics for post-treatment sweating ratios 
Table 4AB Wilcoxon signed rank test 
Table 5AB Summary of the results of the signed rank test 
Table 6AB Grams of test article used at each application 
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18 
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a3 
21 
z 
23 
24 
25 
26 
27 
28 
29 
J) 
31 
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0.41 0.41 0.41 0. 41 0.40 0.40 0.41 0.41 
0.41 0.41 0. 41 0.41 0.41 0.41 0.41 0.42 
0.41 0.41 0.41 0.41 a41 0.42 0.41 0.41 
0.42 0. 41 0. 42 0.41 0. 41 0.41 0.41 0.43 
0.41 0.41 0.41 0. ‘lo a 42 0.41 0.41 0.40 
0.42 0.41 a41 0.42 0.42 0.41 0.41 a40 
0.41 0.40 0. 41 0.41 0.41 0.42 0.42 0.40 
0.41 0.41 0.40 0.41 a 41 0.42 0.41 0.43 
0.42 0.41 0.45 0.42 a44 0.40 0.41 a42 
0.41 0.41 0.41 0.41 0.42 0.41 0.41 0.41 
a40 0.41 0.41 0.40 0.40 0.42 0.41 045 
0.42 0.40 0. 41 0.42 0.40 0.42 0.41 0.42 
0.41 0.41 a 41 0.40 0.41 0.41 0.43 0.1~) 
0.40 0.41 0.42 a41 0.41 a 41 a42 a 42 
0.41 0.42 0.41 0.40 0.41 0.40 0.41 0.49 
0.42 0.41 0. 40 0.41 0.40 0.41 a 41 0.41 
0.42 0.41 0.41 0.40 wnmv 
0.40 0.41 a 40 0.40 0.42 0.41 0.40 0.41 
0.41 0.51 0.40 0.40 0.41 0.41 0.41 0.40 
0.42 0.40 a 41 0.41 0.40 0.41 0.41 0.41 
0.41 0.41 0.41 0.42 a41 0.41 a40 0.40 
0.41 0.41 0.42 0.42 0.42 0.41 a 41 0.41 
0.40 0.40 0.40 0.41 0.40 0.41 a 42 0.48 
0.41 0.41 0.41 0.40 a41 0.42 a40 a40 
0.40 0.41 0.40 0.41 0.41 0.42. 0.41 0.41 
0.41 0.40 0. ‘IO 0.41 0.41 0.41 0.40 0.41 
0.42 0.40 0.41 0.43 a41 a40 0.41 0.41 
0.42 0.41 0.41 0.42 0.42 0.42 0.42 0.42 
0.42 0. 42 0.41 0.40 0.41 0.42 0.42 0.44 
0.41 0.41 a41 0.41 0.41 0.40 0.41 a40 
0.42 0.41 0.41 0.42 0.42 0.41 0. 41 0.41 
0.42 0.41 0.41 a 40 0.41 0.41 0.41 0.40 

0.40 0.40 a40 0.40 0.41 a42 0.41 0.41 
0.41 0.40 a41 a41 0.41 0.41 0.40 0.43 
0.41 0.41 0.41 a41 0.41 a41 0.41 0.42 
0.40 0.40 0.42 0.42 0. 40 a 41 0.40 0.48 
0.42 0.41 0.41 a41 0.40 a42 0.41 0.40 
0.41 0.40 a 41 0.40 0.41 0.41 0.41 0.42 
0.41 0.41 0.41 0.42 0. 41 0.41 0.41 0.41 
0.40 0.40 a40 0.41 0.41 a41 0.41 0.40 
0.42 0.40 a41 0.41 0.41 a40 0.42 0.41 
0.41 0.41 0.40 0.41 0.40 a 41 0.42 0.43 
0.41 0.41 0.41 0.41 0.40 a 41 0.42 0.45 
0.42 0.40 0.41 0.41 0.41 0.40 a 42 0.44 
0.41 0.41 0.41 0.41 0.40 a 42 0.43 0.42 
0.40 0.40 0.40 0.41 0.41 0.40 0.40 a 41 
0.41 0.41 0.41 0.40 040 a40 0.42 0.44 
a41 0.40 0.40 0.41 0.40 a41 0.40 0.41 
0.42 0.41 a41 a41 wmw 
0.41 0.40 0.41 0.40 0.41 a 41 0.42 0.42 
0.42 0.50 a41 a41 0.41 a40 a42 0.42 
0.42 0.42 0.41 a40 0.41 a41 0.41 0.41 
a 42 0.40 0.42 0.40 0.41 a 41 0.42 0.40 
0.40 a 42 0.40 0.42 0.40 0.41 a 42 0.40 
0.40 0.41 0.41 a41 0.41 a40 0.41 0.40 
a41 a41 a41 0.40 a41 a41 a41 a41 
0.41 0.42 0.41 a40 0.42 0.42 0.41 0.41 
0.41 0.41 0.40 a40 0.40 a40 0.41 0.41 
0.41 0.41 0.41 0.41 0.41 a40 0.41 0.41 
0.42 0.40 0.40 0.42 0. 42 0.42 0.42 0.41 
0.41 0.42 0.41 0.41 0.40 a41 a40 0.45 
0.41 a41 0.42 0.40 0.40 0.41 a41 0.40 
0.41 0.41 0.40 a 40 0. 41 0.42 0.40 0.40 
0.42 0.41 0.41 0.41 a41 0.41 0.41 0.41 
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