
CITIZENS PETITION 

To: Dockets Management Branch 
Food and Drug Administration 
Department of Health and Human Services 
Room l-23 
12420 Parklawn Drive 
Rockville, Maryland 20857 

From: Francis W. Busch 
Executive Vice President 
Research & Development 
ProStrong Inc. 
20 Main Street 
Oakville, CT 06779 

The Food and Drug Administration issued regulations located in the Code of 
Federal Regulations Title 21, Volume 5, and Parts 300 to 499. 

Part 333 of these regulations is Titled “Topical Antimicrobial Drug Products for 
Human Over the Counter Use”. 

Subpart C relates to Topical Antifungal Drug Products. Copies attached 

Sec. 333.203 (c) defines dermatophyte as a fungus that invades and lives upon the 
skin or in the hair or nails. 

Sec. 333.210 (e) identifies Tolnaftate 1% as an effective Topical Antifungal Drug 
Product. 

Sec. 333.250 (2) identifies approved labeling for products containing the ingredient 
identified in Sec.333.210 (e) [l% tolnaftate) for the prevention of athletes foot. 

These regulations were adapted after extensive study by a panel of experts and 
input from interested members of the public. 

The proceedings of the “agency panel” along with comments from interested 
members of the public were recorded and made available to the public in the 
FEDERAL REGISTER. Proceedings relevant to this petition were published in the 
FEDERAL REGISTER Vol. 54, No. 237/ Tuesday, December 12th 1989 p. 51145- 
51 146 copies attached. 
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ACTION REQUESTED 

A. This petition requests the Commissioner to amend the subject regulation as 
follows: 

The Current Regulation 

Sec.333.250 (2) for products containing the ingredient identified in Sec.333.210 (e) 
labeled for the prevention of athletes foot, (i) (Select one of the following: 
“Clinically proven to prevent,” “Prevents”, “ Proven effective in the prevention of,” 
“Helps prevent”, “ For the prevention of,“, “Guards against”, or “Prevents the 
recurrence of”) (select one of the following: “Athletes foot,“, “athletes foot 
(dermatophytes), “athletes foot (tinea pedis), “tinea pedis” (athletes foot) 7 with 
daily use. 

The Regulation we Propose: 

Sec.333.250 (2) for products containing the ingredient identified in Sec.333.210 (e) 
labeled for the prevention of athletes foot, the prevention of fungal infections of the 
nail or the prevention of dermatophytes of the nail. (i) (Select one of the following: 
“Clinically proven to prevent,” “Prevents”, “ Proven effective in the prevention of,” 
“Helps prevent”, “ For the prevention of,“, “Guards against”’ or “Prevents the 
recurrence of’) (select one of the following: “Athletes foot,“, “athletes foot 
(dermatophytes), “athletes foot (tinea pedis), “tinea pedis” (athletes foot) 7 “funpal 
infections of the nail” or (dermatophvtes of the nail” with daily use. 

STATEMENT OF GROUNDS 

B. Sec.333.250 (2) recognizes the effectiveness of 1% Tolnaftate (ingredient 
identified in Sec.333.210 (e)) as an ingredient for the prevention of athletes foot type 
fungal infections. 

This regulation was issued after careful study which included a review of clinical 
trials demonstrating effectiveness of 1% tolnaftate in the prevention of fungal 
infections. Also carefully reviewed, were issues related to the safety of this 
ingredient. See Federal Register Vol. 54, No. 237 / Tuesday, December 12,1989, 
attached. Also reported in the Federal Register Vol. 54, No. 237 / Tuesday, 
December 12,1989 were comments and discussion related to a request that 1% 
tolnaftate be allowed for the prevention of “ring worm” and “jock itch” type fungal 
infections in addition to the prevention labeling for athletes foot type infections.. 
The request to include the prevention of “jock itch and ring worm” was based on 
the same studies cited for prevention of athlete’s foot infections. 

The expert review panel and the FDA commissioner rejected the prevention labeling 
for “ring worm” and “jock itch” labeling but continued to support the prevention 
labeling for the athletes foot infections. 



The reason for rejecting the labeling which would have allowed 1% tolnaftate as a 
prevention of “ring worm” and “jock itch” was stated in the Federal Register Vol. 
54, No. 237 / Tuesday, December 12,1989, p. 51145-51.146 as follows: 
Italics added 

Although the safety of tolnaftate in treatment of athlete’s foot, 
jock itch, and ring worm is well established, the agency agrees 
with the Panel’s recommendation that claims of prevention for 
this ingredient be limited to athletes foot. The panel concluded 
that tolnaftate may be used in the prevention of athletes foot, but 
not in the prevention of jock itch or ringworm (47 FR 12480 at 
12506). The Panel recognized that use of this ingredient for 
prevention of these fungal conditions would likely result in long 
term use, whereas OTC treatment of a particular condition is 
limited to a specific time period. Because there is generally no 
limitation to the period of use when a product is used to prevent a 
condition, and because the groin is a more sensitive area than the 

feet, the Panel concluded that antifungal drugs including 
tolnaftate, should not be used indefmitely in the groin. (FR 12508) 

We are petitioning the commissioner to allow labeling of 1% tolnaftate for the 
prevention of fungal type infections of the nail based on its recognized safety and 
effectiveness in the prevention of fungal infections of the feet. 

Since the keratin cells that make up the external layers of the nail are inert, the 
chance for irritation is limited to skin immediately surrounding the nail which 
might inadvertently come in contact with the drug during application of product to 
the nail. 

The panels concern about the sensitive skin in the groin area simply does not apply 
for products applied to the nail. 

Prevention of fungal infections in the nail is a major consumer concern because once 
infected treatment is extremely difficult and limited to prescription drugs. 

Since 1% tolnaftate is recognized as a safe and effective in the prevention of fungal 
infections of the feet, its use should be permitted in the prevention of fungal 
infections of the nail. 

ENVIRONMENTAL IMPACT STATEMENT 

The labeling changes requested by this petition would not have an environmental 
impact different from current approved usage. 



. 

* 
* 

The undersigned certifies that, to the best knowledge and belief of the 
undersigned, this petition includes all information and views on which 

CERTIFICATION 

the petition relies, and that it includes representative data and 
information known to the petitioner which are unfavorable to the 

Signature 
Francis W. Busch 
Name of the Petitioner 
Prostrong Inc 
20 Main Street 
Oakville, CT 06779 
Mailing Address 
8609459469 
Phone 

Respectively Submitted, 
27 October 2004 
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placed t&m01 at rcmcen&&s greater 
than 0.2 percent in Category II because 
he only clinical trial in which thymol 
was evaluated showed it to be 
ineffective in dear@ athlete’s foot and 
of?en irritating &W FR 12523). 

The agencfcaa review&and -es 
with the Panel’s conclusions on thvmol. 
The agency concludes that there a-m 
insufficient data to determine the safety 
of th3mol at concentrations greater than 
0.2 percent. The Panel determined and 
the agency concurs that additional data 
are needed to ensure the safety of 
thy11101 et ccmcentrations greater than 
0.2 percent Based on the information it 
reviewed, the Panel concluded that more 
data are necessary on the absorption of 
thymol from s&.l¶ areas of application 
to broken and intact sldn, on the local 
effects of thymol on wound healing, and 
on the irritation uotential of thvmol147 
FR 12522). However at concenh-ations 
less than or equal to 0.2 percent, thymol 
is safe and may be used as an inactive 
ingredient in fonmdations for product 
identification. The agency concurs with 
this recommendation. 

The agency also notes that the Topical 
Analgesic Panel only reviewed thymol 
for use as an OTC exteernal analgesic. 
That Panel referred thymol “to another 
Panel for the determination of its safety 
and efficacy as an antimicrobial and 
antifungal agent” (44 FR 69788 at 69855). 
Because of the different nature of the 
ski conditions being treated, the 
agency does qot believe-that the 

/- Analgesic Panel% cq_ 
applicable to thetifitifungal use of 
thymul. ,fH 

Beca&o new data have been 
4JiElGd on the effectiveness of 

,+t&mii, the agency is cl&sifjfing this 
:A mgredient in Category El (safety) and 

Category II (effectiveness) in this 
proposed rule. 
L. Comments on Tohaftate 

-- -Ifl;TtioXcomments stated that 
tohmftate should be permitted to be 
labeled for the urevention of iock itch in 
addition to the *prevention of ‘ethlete’s 
foot. The comments noted that the 
Panel’s reservation about long-term use 
of any antifungal agent in the-groin (47 
FR 12480 at 124901 was auulied aenerally 
to all ingredients Withoui GegarJto the - 
safety margin of axy ingredients. One 
comment added that t$e wide margin of 
safety of toluaftate, including a very low 
potential for irritation, has been well 
established both through laboratory and 
clinical studies and through extensive 
use experience. The comment stated 
that results of this experience were 
presented :o the Panel in oral and 
written subn&sione and by cross- 
reference to data contained in the new 

drug application for tolnaftate. The other 
comment asserted that after 19 years of 
extensive controlled and uncontrolled 
human studies, as weIl as lifetime 
studies in animals, tolnaftate is 
completely nontoxic to man and animal, 
and’tbe potential for systemic 
absorption of tolnaftate through 
sensitive genital tissues and the groin 
with resultant toxicity is a nonexistent 
risk. 

Although the safety of t&a&ate in 
tha treatment of athlete’s f&t, &ck itch. 
and ringworm is weIl establIshed, the 
agency agrees with the Fan&s 
r&&&dation that &&ma of 
orevention for this in&ent be E&ted 
io athlete’s foot. The &nd canchIded 
that toinaftate may be used in the 
prevention of alhlete’s foot, but not in 
the prevention of jock itch or ringworm 
(47 FR XZ48O at 12508). The Panel 
recognized that use of tis &redient for 
prevention of these fungal conditions 
would likely result in longGerm use, 
whereas OTC treatment of a particular 
condition is limited to a sP& time 
period. Because there is generally no 
limitation to the period of use when a 
product ia used to prevent a condition, 
and because the grGa is a more -e 
sensitive area titi&4.&& @ana 
concluded that an- drugs, 
including t&x&&~ should not be nsed 
indefi@& i& the groin (47 F’R %Eo@. 
T&T Camments did not submit any nelv 
d&a, but referred to studies tbaf had 
been reviewed by the Panel. Those 
studies focused on the prevention of 
athlete’s foot and not on jock itch. 
Therefore, the agency concludes that 
clinical studies on the prevention of jock 
itch are needed to establish the long- 
term safety of rising tolnafiate or any 
other antifungal drug in the groin area. 
At this time, the agency finds 
insufficient data to support labeling 
tolnaftate for the prevention of jock itch. 
Uhough the comments did not discuss 
the prevention of ringworm, the agency 
considers it appropriate to express 
agreement wiith ?&e Panel’s statement 
that it would be impractical to use an 
antifungal agent prophylactioally ovtir 
large areas of the body to prevent 
ringworm (47 FR 12490 and 12508). 

19. One comment contended that the 
Panel’8 Category I recommendation for a 
prophylaxis claim for tulnaftate was 
inconsistent with the Panel’s own 
specific requirement of a study lasting a 
minimum of 12 weeks 147 FR 12480 at 
12583). The comment a&ued that in one 
of the studies reviewed bv the Panel 
three of the four centers participating in 
the study treated their patients for only 
6 weeks (Ref. 1). The fourth center, 
which did test for 12 weeks, failed to 
show any difference between vehicle 

and tulnaftate therapy. The comment 
argued that two other studies reviewed 
by the Panel were also only conducted 
for 6 weeks (Refs. 2 and 3% The 
comment requested that &he agency 
abandon the dis’tinction betwew 
treatment -and prophylaxis fnr 
antifungals because if an agent is 
effective in the treatment of a fungal 
inktim it will also be effective in the 
prevention of the disease. As an 
alternate suggestion, the comment 
requested that the prophylaxis 
indication for tolnaftate be dropped: The 
cornmen? also contended that the 
wording of 8 333.25O(b](2) unfairly 
singles out tolnaftate. The comment 
requested that the heading for 
p 333.2X@]@] should be in the same 
general format as 5 333.25O(b)il), Fe., the 
word “tolnaftate” should not be in the 
heading for 0 333.250@)(2). 

A reply comment stated that the ._ 
referenced studies do, in fact, p&&e 
cr%+eria est&ished bv the BE$EI for 
prophy&%m&that “&s Anel properly 
applied these cri&%X~ evaluating the 
clinical data on t&i&ftate. The reply 
com&ent subititted a copy of an oral 
@re&%tion made to the Panel which 
ex&ins the results of the studies mef. 
41. 

The agency has reevaluated the data 
reviewed by the Panel to support iis 
Category I recommendation for a 
propiyl&is claim for tolnaftate. The 
studv bv Charnev et al. IRef. 11 was 

” ” ,  ” 

conducted at four centers (California, 
Mississippi, Puerto Rico, and Texas), 
with a total of 168 subjects who entered 
the study with no evidence of fungal 
infection, At three of the four centers 
(California, Mississippi, aud Puerto 
Rico), therapy was continued for 12 
weeks with evaluations either i&Q 
place at 4.8, and 12 weeks (Mississippi) 
or during the last 4 weeks uf the 12-week 
period (C&fornia and Puerto Rico). At 
the other center (Texas), therapy was 
given for about 8 weeks. Thus, at three 
of the four centers the study met the 
Panel’s 12-week criteria for length of rhe 
tial because therapy continued during 
the evaluation period. 

The study showed that sublects 
treated with tolnaftate were 
significantly more likely to be free of 
athlete’s foot at the end of the treatment 
period than were the control subjects. 
When the subjects at the center that 
continued therapy for only 8 weeks are 
excluded from the analysis, fie 
fofiowinn results are obtained: 38 of 41 
subjects treated with tolnaftate were 
neaative (93 percent] while 48 of 63 
subjects &eaied with placebo were 
negative (76 percent). Regarding the 
comment’s concern about the 
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signlficen~x of the results from one of 
the cWti6, the agkncy concludes that 
resulfii with a p-value of less than 0.05 
wore obtained by pooling data from the 
thee centers w+tb Ii&week trials. 

tn the study by Burrill and Nemlick 
(Ref. Z), therapy also continued for 12 
weeks. Th* tberauv consisted of an a 
week t$&nent p’e;iod for each subject 
and a Pweek evaluation period. dpring 
which therapy continued. The. study 
concluded that tolnaftate powder was 
superior to placebo in preventing the 
occurrence of athlete’s foot in subjects 
ike of tinea pedis at the start of the 
study. The s?ndy by Smith, &kson, and 
.Knax (Ref. 3) was similar in design to 
the Burrill and Nemlick stody.and 
arrived at a similar conclusion; however, 
the report of the Smith study did not 
make clear whether therapy continued 
dru+ng the evaluation period or only 
during +he a-week treatment period. 

;i!%i~gh one part of the Chantey 
study doe&$ meet the Panel’s l&week 
criteria, the renvninder of the Charney. 
study and the BurriJJ and Nemlick study 
do meet the Panels r&erig, and the 
agency finds these studies adequate to 
support a pfophylsxis claim fo; 
tolnaftete. Although the studv bv Smith. 
Mckson, and Knox doesnot me& the 
PaneI’s 12-week criteria, the results of 
the study canbe considered supportive 
of the other two studies discussed 
above. 

The agency disagrees with the 
comment’s request to abandon a 
distinction beween treatment and 
prophylaxis for antifungals. Treatment 
of an exist&r, fungal condition and 
prevention o‘f a c&dition are clearly 
different chmical entities. The intended 
use of the antifungal drug is different in 
each in&rice. Likewise, there is no 
reason to drop the prophylaxis 
indication for tobmftate. This use has 
been satisfactorily established by the 
clinical data cited above. 

However, the agency is revising the 
heading for 0 333.2%%$)(2). as suggested 
by the comment, so that ft is consistent 

‘with the style and format of the other 
headings in the tentative final 
monograph. 
Reference8 

(1) Charmy. P., V. M. Tofres, A. W. Mayo, 
and E. B. Smith, ‘Tolnaftate as B Prophylactic 
Agent for Thea Pedis,” International/cumaI 
of DermotoIogy. 12~17~133,1973. 

(2) BnrrN. 8. B, en&A. !3 Nemlick, 
“Prophylaxis of Thea4Wis~ /ownal afthe 
Medical Society of Nebv]erssu. 67ti629-631. 
1970. 

[3) S@th. E B., J. B. Dickso&and J. M. 
Knox. ‘Tolnaftata Powder in PmphyIatia of 
Tinea Peciis.” South&n Medical/ournal, 
67:77e-776, 1974. 

(4) comment hio. RC%OOZ,‘l?ocket No. SON- 
0478. Dockets Management Bramk. 

Ill Cominents Ori UndecyIemites 
3%. One comment contended that 

under proper application of the 
governing scientific and legal standards 
FDA must conclude that the 
undecylenatea are safe and effective for 
both treatment and prevention of 
athlete’s foot, jock itch, and ringworm. 
The comment maintained that by 
definition an effective antifungal drug 
kills fungi arid. with daily use. prevents 
the onset of infection. According to the 
comment, there is no evidence that 
fungi unlike baateria, develop 
resis$rtce to topical agents, and ’ 
separate pidiphylatis studies are 
mmc4k368ry to sustain prophylaxis 
claims. However. if sepbaie evidence of 
prophylactic effect is to be required, the 
comment stated that such evidenca has 
already been submitted to the agency 
for undecylenates (Ref. 1). br this study 
by Sulzberger and Kanof, 1,384 patients 
who receivedno treatment were 
compared with 1,213 patients treated 
with undecylenates. The researchers 
found thaf28 pe+nt of the untreaied 
patients developed signs and symptoms 
of athlete’s foot, but that only 4 percent 
of those on un&+nates developed the 
disease (Rbf; 1). A reP&omment 
reiterated the points made \&e initial 
corllm~~t a , 

Another reply comment stated that 
the studv of undecsdenates b-v 
Suizberger and Ka&of (Ref. li faUa quite 
sbolrt of tbe Panel’s. criteria to establish 
a prophylactic claim and gave the 
following reasons: 

(l] No a&mate record was made of 
actual treatment periods. 

(2) No mycology was performed on 
any of the subjects. The only criterion 
waa presence or absence of c!inical 
symptoms. 

131 The control ~OCD received “nor 
pr&hylactic age&* rkher than a 
olacebo vehicle control. This factor js 
;?speciaJly impo&nt in a prophylacbiti 
study because the vehicle and proper 
hygiene make a significant contribution 
in the prevention of athlete’s foot 
infections. 

Another comment submitted new data 
consisting of the results of a study 
conducted with an undecylenate powder 
to prevent athlete’s foot mef. 2). 
According to tbe comment, this study 
was designed in accordance with the 
Panel’s recommendations, and the 
results of the study demonstrate the 
prophylactic effectiveness of 
undecylenates. 

The Panel recogn&rd that many 

effective in its prevention: Howevei, the 
Panel beheved that data frtim human 
studies were necessary to support a 
urouhviactic indication. The lorm-term 
effects of prophylactic drugs on ihe feet 
and on the fungi that cause athlete’s foot 
are also not known. Accordingly, the 
agency concurs with the Panel that 
separate prophy!axis studies are 
necessary to support prophylactic 
ciaims. 

With regard to the undecylenates, the 
agency concurs with the Panel and the 
repiy comment that the study by 
Stdzberger and Kanof (Ref. I), submitted 
to support a prevention claim for 
undecylenates. has the following serious 
deficiencies: The length of treatment 
was unclear: no potassium hydroxide 
(KOH) preparations or cultures were 
done; and the control group was ‘ho 
treatxmnt” cornrolled rather than 
“placebo vehicle” controlled. 

The study sphmitted by ‘he comment 
enrolled a7 subjects, some with and 
some without a history of athlete’s foot; 
all had no lesions, negative cultures, and 
negativeKOH preparations. Active drug 
(XI percent zinc undecylenate and 2 
percent undecylenic acid) and vehicle 
were used in a double-blind manner. 
After % weeks of twice daily therapy, 
visual examination was pe;-formed on 
all’titients and KOH nreuaretions and 
c&&&~~ere done on&se with 
lesions. Eight patients with positive 
-logical fihdings at week % were 
counte~~~p$$axis failures and 
placed on therapy. @J eight patients had 
been receiving the veh?&. Four other 
patients were dropped fro;ri-tfie study 
for hihng to appear at week %. ??h&, 
remaining patients were kept on therm-- 
until week 12, when cultures and KOH X 
preparations were performed on all 
patients. No drug-related adverse effects 
were reported. The study, which 
included both %-week and l2-week 
prophylaxis faiiures. condiided dme--- __ 
infection occurred in 28 percent of the 
untreated groups. while infection 
occurred in only ? percent of the treated 
group. 

The agency has reviewed the study 
and finds that it does not provide 

been detected and the difference 

sufficient evidence to support a chzim 
for the effectttness of undecvlenates in 
the prevention of athlete’s foot. A major 
flaw in this trial was the decision to 
perform mycological evaluations et 
week 6 only on those patients with 
visible foot lesio’ns and to drop from the 
study those patients with positive 
mycology. Had mycological evaluations 
been done on all patients at week 6, 
additioiml failures (positive mycobgy 
but no clinical symptoms] might have , Category I-drugs effective in t&e 

treatment of athlete’s foot might also be 
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TITLE 21--FOOD AND DRUGS 

DEPARTMENT OF HEALTH AElD HUMAN SERVICES--Continued 

PART 333--TOPICAL 9NTXMICROBI~ DRUG PRODUCTS FOR OVER-THE-COUNTER HUMAN USE--Table 0 

Subpart C--Topical Antifungal Drug Products 

set, 333.201 §cope. 

Source: 58 FR 49898, Sept. 23, 1993, unless otherwise noted. 

(;e) An over-the-counter antifungal drug product in a form 6Uitabh 
for topical rtihistration is gcnct-ally recognized a3 safe and effective 
and is not misbranded if it meets each of the condition8 in this subpart 
and each general condition established in Sec. 330.1 of this chapter. 

(b) Reference in this subpart to regulatory sections of the Code Of 
Federal Regulations are to chapter I of title 21 unlerr QthemiSe noted. 
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ICode Of Federal Regulations] 
[Title 21, Volume 5, Parts 300 to 4991 
tAevisecJ ae of April I, 19991 
Front the U-S, Government Printing Office via GPO Access 
(CX!mz 21UFx333.2031 

[Page Z34J 

TITLE 21--FOOD AND DRUGS 

DEPARTMENT OF HEALTR AND HUMAN SERVICES--Continued 

PART 333--TOPICAL ANTIMICROBIAL DPUG PRODUCTS FOR OVER-THE-COUNTER HUMAN USE--Table o 

Subpact C--Topical Antifungal Drug Products 

Sec. 333.203 Definitions. 

AA used In this subpart: 
(a] Antifungal. A drug which inhibits the growth and reproduction of 

funqal cells and dtcrkasas the number of fungi present. 
[b.) Athlctefs foot. An infection bf the feet caused by certain 

dennatophytic fungi, . 
{c) Denwtophyte. A fungus that invade8 and lives upon the skin or 

in the hair or nails. 
(dl Fungus. Any of a large dlviaion of plants, including 

demtophytea, yeastsr and molds, characterized by a si!$le cell 
structure and the absence of chlorophyll. 

(01 Jock itch. A chronic and recurrent ihfeCtiOn caused by certain 
dermaiophytic fungi.; affects the upper, inner thighs and smetimes 
&tends to the groin and the pubic area: the condition moat frtquantly 
okcurd in men. but may also occur in women. 

(f) Ringworm. R skin infection cawed by certain dematophytic 
fungi; 

9m9zuPM 



lCodt? of Federal Regulations] 
[Title 21. Volume 5. Parts 300 to 4991 
[Revised as of April 1, 13991 
From the U.S. Governwent Printing Office via GPO Access 
[CI-: 21CFR333.22U) 

[kg+ 2341 

TITLE 21--FOOD AND DRUGS 

DEPARTMENT OF HEALTH AND HUMAN SERVICES--Continued 

PART 333--TOPICAL ANTIMICROBIAL DRUG PAODUC~s FOR OVER-TEE-COUNTER HUMRN WE--Table o 

Subpart C--Topical Antifungal Drug ,Products 

Sec. 333.210 mtifungal active ingredients. 

The active ingredient of the: product consists of any one of the 
foilokng within the spacified conccntyation established mr -=.rh 
ingredlentr 

', (a) Clloquinol 3 percec 
/(b 1 Haloprogin 1 parcen_. _~~~. _~-~. 
tic.) Mlconnrole nitrate 2 percent. _ 
*fri) Povidane-iodine 10 percent. 

--t-e) Tolnaftate 1 percent. 
--If) Vndecylenic acid, calcium undecylenatt, coppkr imdecylenatx, and 

TZ!Lilc undecylcnate yy be ueed individualJ,y or in any ratio that provides 
a total'undecylenate Concentration of 10 to 25 percenT+L 

- 
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ICode of Federal Regulations] 
[Title 21, Volume 5, Parts 300 to 4991 
IRevirsed a5 of April 1, 19991 
From the U.S. Government Printing Office via GPO ACCESS 
[CITE: 2lCFR333.25Of 

[Page 234-2361 

TITLE 21-- FOOD ANR DRUGS 

DEPARTMENT OP HEALTH AND RUMAN SERVICES--Continued 

PART 333--TOPICAL ANTIMICROBIAL DRUG PRODUCTS FOR OVER-THJ+C@JNTER HUMMY USE--Table o 

Subpart C--Topical Antifungal Drug Produc'cs 

Sec. 333.260 Labeling of antifungal drug products. 

(a) Statement of identity. Tha labeling of the product contains the 
established name of the drug, if any, and idehtiiies the product as an 
"antifungal.@' 

(b) Xndicativna. The labeling of the product states, under the 
heading "Indlcationc,T1 the phrase listed in paragraph (b) (11 (i) of 
this sectron'and'may contain the additional phrase listed in paragraph 
(b) (1) (ii] of this suction. Other truthful and nonmisleading statements, 
describing only the indications for use that have beon established in 
paragraph (b) of this section, may also be used, &S provided ih 
Sec. 330.1(c) (2) of ttis chapter, subject to the provisions of ssctlon . 
5,02 of the Federal Food,~ Drug, and Cosmetic Act (the act1 relating to 
misbranding and the Drohibitlon in section 301(d) of the act against the 
Intrbduction or delivery for 

[[Page 23511 

introduction into interstate commerce of unapproved new drugs in 
viOl;ation of section 505(r) of the act. 

(1) For products containing any ingredient sdentifded in 
Sec. 333.210 labeled for the treatment of athlete's foot, jock,itch, and 
ri.ngWOtan. (1) (Smlect 'me of the following: "Treats,Vf “For the 
treatment of,,.' "For tffective treatment of," ‘.Cures," "For the 
cure of," "~Clcars upr'l or "Proven clinically effective in the 
treaUn@ht of*@) (select one condition from any ohe or more of the 
fallowing groups of conditions; 

(A1 "Rthlota's foot," athlete's foot [dermatophytosze)," 
"athlete's foot (tinea pcdis),V' or "tinta pedis (athlete's foot) I'; 

(B1 "Jock itch," "jock itch (tinea CturiSl," or "tinea csuris 
(jock itch)"; or 

(Cl "Ringworm," "ringworm (tinea corporisl I I' or "tinea corporis 
(ringworm) . 1' I 

(ii) In addition to the infokmation identified in paragraph 
(bl (ll(il of this section, the labeling of the product may contain the 
following statement: (Select one of the following: "Rcliev~~s,~' "For 
relief of, ’ ’ ' 'For effective relief of, ' ' or ' ‘Soothes, t ‘) (select me 
Or  more of ttie following: “Stch$ng,vf “z~caling,~~ “craCkingts’ 
'-burning," "redr~tse,~' "svrene~s,~~ "irritation," "discomfort," 
“chafing associated with jock itch," "itchy, scaly sklrk between the 
toes," or "itching, burning feet"). 

(21 FOX products Containing the ingredient identified in 
Sec. 333.210(e) labeled for the prevention of athlete's fcot. (i) 
(Select one of the following: 
- - Prevents. 1 ; 

*~Cllnically proven to prevent," 

prevent", 
“Proven effective in the prevention of," "Helps 

"Par the prevention of," 
of, * ' "Guards hqainst,1B or 

"For the prophylaxis (prevention) 
“Prevents the recurrence of' '1 (select one 

of the following: “Athlete's foot," “athlete's foot 
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(demtophytosis)," "athlete's foot ltinea pedis)," or "tinea pedis 
(athlete’8 foot) ‘0 "with daLly use.@@ 

[ii) In additions kQ the Infomation identified j,n paragraph 
fb) 121 (iI of this section, the labeling of the product may contain the 
following statement: "Clear5 Up athlctt's foot ihfection and with daily 
use helps keep it from coming back.” 

(c) wawing3. The labeling of the product contains the following 
warnings under the heading "Warnings": 

(1) For products contaising any tngretitnt identified in 
Sac. 330.210. (iJ "DQ not use on children under: 2 years of age unless 
directed by a doctor." 

(ii) "For cxterhal use only.qf 
<iii) "Avaid contact with the eyes." 
(2) For praducts labeled according to paragraph (b) (1) of thL8 

Section for the tB?aCmznt of athlete's fwat and zlngwom, "If ~, 
irritation occurs or tf there is no improvement within 4 weeks,fl 
dlscontlaue use and consult a doctor.” 

(31 For products labeled according to paragraph (b) (1) of this 
section fur the treatraeht of jock itch. "If irritation occurs or li' 
there is no improvemeht within 2 wteka, discontinue use and consult a 
doctor." 

(4) her prQduCfa labeled according Co paragraph (b} (2) &f this ' 
crectxon for the preventPcs of athlete's foot. ",If irritation occura, 
dfscontinue use and consulr a doctor." /.I 

(5) For products cohtaining the ingredient identifittl Lh 
Sec. 833.210(a) labeled according to paragraph (b) (11 of this section. 
The following atateqents must .appear in boldface type as the first “ 
warnings under the "Warnings" heading. li) "l)o not use on children 
under 2 ycare'of age." [This warning Le to be ped in place of the 
warning In paragraph (tl {l) ti) of thix sectlon.) 

(ii) "Ito not USC for diaper rash." 
(dJ Directions. The labeling of the producC contains the IolloWiUg 

statsmsnts undtr the heading "9Lrections*~: 
(1) For product8 labeltd accarding~to paragraph (b)(l) of this 

eection for tht treatment of athlete's foot, jQCk itch, and dngwornr~ 
{Select one of the following: "Clean" or “WdshtB) "the affecCed aFe.a 
and dry thoroughly. Apply" (the UQzd “spray” may be used to rtplact 
the word "apply" for aerosol. p+ucts) “a th$n.$ay&r of thc,p-roduct 
over affected, area-twice C&L&~ (morning and night? or IS directed by a 

4 

doctor. Supervise children in the use of this product. For athlete's 
foot: Pay special attcntfon t? spaces between the toes; wear Uell- 
fitting, ventilated shoes, and change shoes and socks at least olice 

. 
daily, For athlete's foot and ringworm, use daily for 4 reeks; for jock 
itch, use daily~ for ‘2 ueeks. If condition porrrists longer. 
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consult a doctor. This product is not effective on the kicalp ox nails-" 
(21 FOX products labeled according to paragraph lb) 12) of this 

section for the prevention of athlete's foot. “To prevent athlete's 
foot, " (select one of the follow+: "clean" or “wash’“) "the feet 
and dry thoroughly. App&ys' (the word "spray" may be used Eu replace 
the word "apply" fpr atrostil products) "a thin layer of the product 
to the feet once or twice daily.(mornlng and/or night). Supervisa 
children i.n the me OT this pzpduct. Pay special attention to space* 
between the toes: weaz bttdl-fxttlng, ventilated shoes, and change shotr? 
and socka at least once daiJ,y.pl 

(e) The word “physician” may be substituted for the word 
“doctor" in any of the labeling statements in thfo section. 



FLUORIDE NAIL TREATMENT 

2 November 2004 

Dockets Management Branch 
Food and Drug Administration 
Department of Health and Human Services 
Room l-23 
12420 Parklawn Drive 
Rockville, Maryland 20857 

Dear Dockets Manager, 

Please find enclosed a CITIZENS PETITION requesting a change in Food & Drug 
regulations. 

This petition was prepared using instructions obtained from the FDA web page. 

Accordingly 4 sets are enclosed all are signed by the petitioner. 

Respectively submitted, 

Francis W . Busch 
Executive Vice President 
Prostrong Inc 
8609459469 
FrankB@prostrong.com 

20 MAIN STREET l OAKVILLE, CONNECTICUT 06779 l (860) 945-9469 l (800) 621-8024 l FAX (860) 9459439 


