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Food and Drugs Administration
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Date:

April 8, 2004



Daiva Shetty, MD

Medical Officer

Division of Over-the-Counter Drug Products (HFD-560)

Subject:
Topical Antifungal Drug Product Labeling

Comparison of Labeling for All Topical Antifungals Treating Athlete’s Foot

As mentioned in the previous section, topical antifungal drug products are marketed under two different mechanisms, monograph and NDA.  All monograph products are sold OTC.  NDA products are marketed by prescription or OTC.  The following section will describe labeling for prescription and OTC drug products.  

1. Prescription Drug Labeling
Information conveyed on a prescription drug labeling is targeted at a healthcare provider.  It has detailed information of the drug pharmacology, microbiology, preclinical and clinical efficacy and safety data, indications, contraindications, warnings, and dosage and administration.  Attachment 1 contains samples of actual prescription labels of the topical antifungal drug products.  Table 1 gives a summary of the information from different prescription topical antifungal drug products.  

Table 1. Sample of the Information on Prescription Antifungal Drugs Labels
	
	Samples of Information from Different Rx Labels

	Indications and Usage
	· Indicated for the topical treatment of the following dermal infections: tinea pedis, tinea cruris and tinea corporis due to Trichophyton rubrum, Trichophyton mentagrophytes, Epidermophyton floccosum, and Microsporum canis; candidiasis due to Candida albicans; and tinea versicolor due to Malassezia furfur.
· Indicated for the topical treatment of the following dermatologic infections: tinea (pityriasis) versicolor due to M. furfur (formerly P. orbiculare), interdigital tinea pedis (athlete's foot), tinea corporis (ringworm) and tinea cruris (jock itch) due to E. floccosum, T. mentagrophytes, T. rubrum, and T. tonsurans.
· Indicated for the topical treatment of the following dermal infections: tinea pedis, tinea cruris, and tinea corporis due to Trichophyton rubrum, Trichophyton mentagrophytes, or Epidermophyton floccosum. 

	Section on Clinical Studies
	· Gives a brief description of clinical trials, including regimens of treatment and efficacy rates by the indication.

	Directions for Use
	· Massage into the affected areas and surrounding skin twice daily, in the morning and evening immediately after cleaning or washing the areas to be treated. Interdigital tinea pedis and tinea corporis should be treated for 4 weeks.  In the treatment of interdigital tinea pedis , XXX should be applied twice daily for 7 days OR once daily for 4 weeks (NOTE: in separate clinical trials, the 7 day dosing regimen was less efficacious than the 4 week regimen; see CLINICAL STUDIES . While the clinical significance of this difference is unknown, these data should be carefully considered before selecting the dosage regimen for patients at risk for the development of bacterial cellulitis of the lower extremity associated with interdigital cracking/fissuring). 

· XXX should be applied to affected and immediately surrounding areas once to twice daily in patients with tinea pedis, tinea corporis, or tinea cruris. Tinea corporis, tinea cruris, and tinea (pityriasis) versicolor should be treated for 2 weeks and tinea pedis for 1 month to reduce the possibility of recurrence. 

	Expectations of treatment
	· If a patient shows no clinical improvement after 4 weeks of treatment, the diagnosis should be reviewed.
· If a patient shows no clinical improvement after the treatment period, the diagnosis and therapy should be reviewed.


2. OTC Monograph Drug Products Labeling

A sample of the labeling for a topical antifungal OTC monograph drug product can be found in Attachment 2.  Table 2 displays options allowed in labeling language specified in the Final Monograph for Topical Antifungal Drug Products for Over-the-Counter Human Use.
Table 2. Samples of the Information on OTC Monograph Antifungal Drug Labels

	
	Samples of Information from Different OTC Labels

	Uses
	Requires one of the following:

· Treats most

· For the treatment of most

· Cures most

· For the cure of most

· Clears up most

· Proven clinically effective in the treatment of most

The monograph also permits the following optional indication statements:

· Relieves

· For relief of

· For effective relief of

· Soothes

to precede 

· Itching

· Scaling

· Cracking

· Burning

· Redness

· Soreness

· Irritation

· Discomfort

· Itchy, scaly skin between the toes

· Itching burning feet

	Warnings
	· Stop use and ask a doctor if irritation occurs or if there is no improvement within 4 weeks. 

	Directions
	· For athlete’s foot: use daily for 4 weeks.  If condition persist longer, ask a doctor.


The label clearly directs consumer to seek medical advice if his or her athlete’s foot has not improved after 4 weeks of treatment.

Although language regarding the time for expected outcome varies among the topical antifungal drug products, the word “most” appears in the label of all OTC topical antifungal drug products: “cures most athlete’s foot.”  
3. OTC NDA Drug Products Labeling
Currently, the indications on the package label of OTC active ingredients marketed under NDAs derive the wording from the wording permitted in the monograph.  In contrast to the monograph ingredients, NDA products have different durations of treatment based on the clinical trials conducted for that particular ingredient.  There are two different durations of treatment for tinea pedis on OTC NDA topical antifungal drug product labels: 1 week and 4 weeks.  Samples of the OTC NDA labeling can be found in Attachment 3 (for 4-week treatment product) and Attachment 4 (for 1-week treatment product).  Table 3 below summarizes the relevant information of the OTC NDA tinea pedis drug product labeling.
Table 3. Samples of the Information on OTC NDA Antifungal Drug Labels

	
	Samples of Information from Different OTC Labels

	Uses
	· Cures most athlete’s foot (tinea pedis). Relieves itching, burning, cracking, and scaling.
· Cures most athlete’s foot (tinea pedis) between the toes. Effectiveness on the bottom or sides of foot is unknown. Relieves itching, burning, cracking, and scaling.

	Warnings
	· Stop use and ask a doctor if too much irritation occurs or gets worse. 

	Directions
	· For athlete’s foot apply a thin layer over affected area twice a day (morning and night) for 4 weeks or as directed by a doctor.  If condition persist longer, ask a doctor.
· For athlete’s foot apply a thin layer over affected area twice a day (morning and night) for 1 week or as directed by a doctor.  If condition persist longer, ask a doctor.


In contrast to OTC monograph labeling, the warnings on OTC NDA products do not explicitly inform the consumers about the time of expected outcome (i.e., 4 weeks).

Even in the warning statement used on OTC monograph products, there is still a challenge in communicating the time of expected outcome for OTC NDA products labeled for 1 week of treatment.  Consumers may be confused by such a warning because they may be using the drug for a few weeks before athlete’s foot is cured or improves.
Given the efficacy of this class of drugs and numerous consumer complaints on the lack of efficacy, it is apparent that consumers may not understand that people may not achieve symptom relief or cure by the end of the treatment.  Further, consumers may not understand that they may not achieve a cure at all from the treatment.  The current labeling does not specifically communicate these messages.  
Examples of OTC Drug Product Labels That Include Efficacy Information
The labeling of OTC drug products in some other therapeutic categories include information regarding efficacy rates or time to symptom relief.   

· Rogaine includes the following warning statement on the carton label: “When using this product it takes time to regrow hair.  You may need to use this product 2 times a day for at least 4 months before you see results” (Attachment 5).  This OTC drug product includes the information on the carton label so consumers can read this statement when considering whether to purchase the product.  In addition, the same statement appears four times in the consumer package insert for this product.  
· A similar statement appears on the carton label for Prilosec OTC under Use: “not intended for immediate relief of heartburn; this drug may take 1 to 4 days for full effect” (Attachment 6).  The information is repeated under Directions: “it may take 1 to 4 days for effect, although some people get complete relief of symptoms within 24 hours.”  Again, the same statement appears in the consumer package insert. 
· Labeling for an OTC heartburn relief drug product includes information about the efficacy rate of the product.  The OTC consumer package insert for Pepcid AC includes two bar graphs summarizing data from four studies (Attachment 7).  The bar graphs demonstrate heartburn relief, prevention, or reduction for the drug product relative to placebo.  
· Another example is the labeling for OTC vaginal antifungal drug products (Attachment 8).  The carton label states: “Stop use and ask a doctor if symptoms do not improve in 3 days or symptoms remain after 7 days.”  
The labels of OTC topical antifungal drug products for tinea pedis do not convey cure rates or provide information to consumers about the time lapse between completion of treatment and symptom relief.  For products with one week treatment duration, there may be a significant lag time between the time the application of the product ends and significant resolution of symptoms is realized.  Products with 4 week treatment durations are likely to provide significant relief of symptoms during the course of treatment, but there is still a lag between the end of treatment and the time a cure may be evident.  

There is a precedent for providing information on efficacy rates and time to symptom relief with other OTC drug products, as evidenced by the examples cited above.  Antifungal products are somewhat unique in that significant symptom improvement and cure of tinea pedis may not be evident until weeks after therapy is completed.  Carton labels and consumer package inserts can provide effectiveness information.  When information is on the carton label, consumers can know at the point of purchase the expectations for success before purchasing.  Package inserts can provide information but their effectiveness is unclear (i.e. are they read by consumers).  Inserts are often used to reinforce or expand on information already provided on the carton label.  

Points to Consider
The issues for the committee to consider include whether: 1) efficacy information should be provided to the consumer, and 2) expectations for symptom improvement and cure should be provided to the consumer (i.e. time to relief or cure).  When considering these issues, the following considerations may be taken into account.
· Should efficacy rates be included in labeling?  If yes, should there be a general statement on all products or should specific language be provided based on efficacy data.
· Keep in mind that there are few comparative studies between products.
· The marketing of OTC products is very competitive.  The advertising of any efficacy claims may be used against competitors (possibly taken out of context).
· The data collected (e.g. endpoints) in studies for monograph ingredients may be different than data collected for recent NDA approvals.
· Should the indications be changed or certain indications required?  
· Should information on the lag time between treatment and efficacy (symptom and cure) be included in labeling? If yes, should there be a general statement on all products or should specific language be provided based on efficacy data.
· How should this information be provided, on the carton or in a package insert?
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Attachment 1: Sample Prescription Labeling (NDA), Loprox (ciclopirox) 
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Attachment 1 cont. Sample Prescription Labeling (NDA) 
Mentax Rx Labeling (Pages 9-16)
[image: image3.png]Mentax® (butenafine HCI cream) Cream, 1%

Rx Only

DESCRIPTION

Mentax® Cream, 1%, contains the synthetic antifungal agent, butenafine hydrochloride. Butenafine
is a member of the class of antifungal compounds known as benzylamines which are structurally
related to the allylamines.

Butenafine HCl s designated chemically as N-4-fert-butylbenzyl-N-methyl-1-
naphthalenemethylamine hydrochloride. The compound has the empirical formula Ca3Hy7NeHCI, a
molecular weight of 353.93, and the following structural formula:

CH;
CH,-N-CHyz C(CHy)y

* HCI

Butenafine HCl is a white, odorless, crystalline powder. [t is freely soluble in methanol, ethanol,
and chloroform, and slightly soluble in water. Each gram of Mentax” Cream, 1%, contains 10 mg of
butenafine HCl in a white cream base of purified water USP, propylene glycol dicaprylate, glycerin
USP, cetyl alcohol NF, glyceryl monostearate SE, white petrolatum USP, stearic acid NF,
polyoxyethylene (23) cetyl ether, benzyl alcohol NF, dicthanolamine NF. and sodium benzoate NF.

CLINI

L PHARMACOLOGY
Pharmacokinetics

In one study conducted in healthy subjects for 14 days, 6 grams of Mentax” Cream, 1%, was applied
once daily to the dorsal skin (3,000 em?) of 7 subjects. and 20 grams of the cream was applied once
daily to the arms, trunk and groin arcas (10,000 cm?) of another 12 subjects. After 14 days of topical
applications, the 6-gram dose group yielded a mean peak plasma butenafine HCI concentration,
Cmax, of 1.4 % 0.8 ng/mL. occurring at a mean time to the peak plasma concentration, Tmax. of 15
<+ 8 hours, and a mean area under the plasma concentration-time curve, AUCo.4ms 0f 23.9 + 11.3 ng-
hi/mL. For the 20-gram dose group, the mean Cmax was 5.0 + 2.0 ng/mL. occurring at a mean
Tmax of 6 = 6 hours, and the mean AUCq 34 s Was 87.8 +45.3 ng-h/mL. A biphasic decline of
plasma butenafine HCI concentrations was observed with the half-lives estimated to be 35 hours and
- 150 hours, respectively.

At 72 hours after the last dose application, the mean plasma concentrations decre

0.2 ng/mL for the 6-gram dose group and 1.1 = 0.9 ng/mL for the 2(

ed to 0.3 +

eram dose group. Low levels





[image: image4.png]of butenafine HCI remained in the plasma 7 days after the last dose application (mean: 0.1 £0.2
ng/mL for the 6-gram dose group, and 0.7 + 0.5 ng/mL for the 20-gram dose group). The total
amount (or % dose) of butenafine HCl absorbed through the skin into the systemic circulation has
not been quantitated. 1t was determined that the primary metabolite in urine was formed through
hydroxylation at the terminal i-butyl side-chain.

In 11 patients with tinca pedis. Mentax” Cream, 1%, was applied by the patients to cover the
affected and immediately surrounding skin arca once daily for 4 weeks and a single blood sample
was collected between 10 and 20 hours following dosing at 1, 2 and 4 weeks after treatment. The
plasma butenafine HCI concentration ranged from undetectable to 0.3 ng/mL..

In 24 patients with tinea cruris, Mentax™ Cream, 1%, was applied by the patients to cover the
affected and immediately surrounding skin area once daily for 2 weeks (mean average daily dose:
1.3£0.2 g). Asingle blood sample was collected between 0.5 and 65 hours after the last dose, and
the plasma butenafine HCI concentration ranged from undetectable to 2.52 ng/mL (mean = SD:
0.91 £0.15 ng/mL). Four weeks after cessation of treatment, the plasma butenafine HCI
concentration ranged from undetectable to 0.28 ng/mL.

icrobiology

Butenafine HCl is a benzylamine derivative with a mode of action similar to that of the allylamine
class of antifungal drugs. Butenafine HCI is hypothesized to act by inhibiting the epoxidation of
squalene, thus blocking the biosynthesis of ergosterol, an essential component of fungal cell
membranes. The benzylamine derivatives, like the allylamines, act an carlier step in the ergosterol
biosynthesis pathway than the azole class of antifungal drugs. Depending on the concentration of
the drug and the fungal specics tested, butenafine HCI may be fungicidal or fungistatic in vitro.
However, the clinical significance of thesc in vitro data is unknown.

Butenafine HCI has been shown to be active against most strains of the following microorganisms,
both in vitro and in clinical infections as described in the INDICATIONS AND USAGE section:

Epidermophyton floccosum
Malassezia fiufirr
Trichophyton mentagrophytes
Trichophyton rubrum
Trichophyton tonsurans

CLINICAL STUDIES

Interdigital Tinea Pedis

Once Dailv Four Week Dosing

In the following data presentations, patients with interdigital tinea pedis in the absence of moccasin
type tinca pedis and onychomycosis were studied. The term “Mycological Cure” s defined as botl
negative KOH and culture. The term “Effective Treatment” refers to patients who had a
“Mycological Cure” and an Investigator’s Global of cither “Excellent” (30% to 99% improvement)
or “Cleared” (100% improvement). The term “Overall Cure” refers to patients who had both a
“Mycological Cure” and an Investigator’s Global Assessment of “Cleared”(100% improvement).





[image: image5.png]Data from the two controlled studies in which Mentax” Cream, 1%, was used once daily for 4 weeks
have been combined in the table below. Patients were treated for 4 weeks and evaluated 4 weeks
post-treatment. In the “per protocol” analysis shown in the table below, statistical significance
(Mentax® vs. vehicle) was assessed 4 weeks post-treatment.

Interdigi

I Tinea Pedis: 4-Week Dosing Regimen

WEEK 4
(End of Treatment)

WEEK &
(4 Weeks Post-Treatment)

Vehicle Butenaline Vehicle

Butenafine

Patient Outcome Category

Mycological Cure (83/93) 90% (6673 | 38% (25/66)
Effective Treatment (53/93) | 28% 74% (5473 | 26% (17/66)
Overall Cure 1493) | 8% 25% (1873) 9% ( 6/66)

Twice-Daily One Week Dosing

In the following data presentations, patients with interdigital tinea pedis in the absence of moccasin-
type tinea pedis were studied. Patients with concurrent onychomycosis were not excluded. The
term “Mycological Cure™ is defined as both negative KOH and culture. The term “Effective
Treatment” refers to patients who had a “Mycological Cure” and an Investigator’s Global of either
Excellent” (90% to 99% improvement) or “Cleared” (100% improvement). The term “Overall
Cure™ refers to patients who had both a “Mycological Cure” and an Investigator’s Global
Assessment of “Cleared” (100% improvement).

Data from the two controlled studies in which Mentax" Cream, 1%, was used twice daily for | week
have been combined in the table below. Patients were treated for 1 week and evaluated 5 weeks
post-treatment. In the “modified-intent-to-treat”™ analysis shown in the table below, statistical
significance (Mentax" vs. vehicle) was assessed 5 weeks post-treatment.

Interdigital Tinea Pedis: 1-Week Dosing Regimen

WEEK | WEEK 6

(End of Treatment) (5 Weeks Post-Treatment)
Patient Outcome Category | Butenafine Vehicle Butenafine Vehicle
Mycological Cure 4% (111/253) | 28% (75/265) 9% _(200253)] 20% (54/265)
Effective Treatment s (120253 | 3% (7265 38% (95253 7% (18265)
Overall Cure 04% (1253) | 0.4% ( 1/265) 15% (37253 0.7% ( 21265)
The Overall Cure Rate of 15% is caleulated from a 9% rate in one trial and a 20% rate in the second trial

Tinea Corporis and Tinea Cruris

In the following data presentations, patients with tinea corporis or tinea cruris were studied. The
term “Mycological Cure™ is defined as both negative KOH and culture. The term “Effective
Treatment™ refers to patients who had a “Mycological Cure” and an Investigator’s Global of cither
“Excellent” (90% to 99% improvement) or “Cleared” (100% improvement). The term “Overall
Cure” refers to patients who had both a “Mycological Cure™ and an Investigator’s Global
Assessment of “Cleared”(100% improvement).





[image: image6.png]Separate studies compared Mentax™ Cream to vehicle applied once daily for 2 weeks in the
treatment of tinca corporis and tinea cruris. Patients were treated for 2 weeks and evaluated 4 weeks
post-treatment. Al subjects with a positive baseline exam (including positive culture and KOH) and
who were dispensed medication were included in the “modified intent-to-treat” analysis shown in
the table below. Statistical significance (Mentax” vs. vehicle) was achieved for all patient outcome
categories at Week 2 (end of treatment) and Week 6 (4 weeks post-treatment).

‘Tinea Corporis

WEEK 2 WEEK 6
(End of Treatment) (4 Weeks Post-Treatment)
Patient Outcome Category Butenafine Vehicle Butenafine | Vehicle

Mycological Cure 880 (3742) [28% (1036)  [ss%  (3742)]17% (656)
G44)f 14%
@s42)f 14%

Effective Treatment 17% (636 [81%

67%

Overall Cure

a Cruris
WEEK 2 WEEK 6
(End of Treatment) (4 Weeks Post-Treatment)
Patient Outcome Ca Butenafine Vehicle Butenafine Vehicle
Mycological Cure T8% (2937) @38 |81% 13% (5139)
Effective Treatment 57% (2137) G39) | 73% S (2139)
Overall cure 32%  (12537) 39) e 3% (1/39)

Tinea (pitvriasis) versicolor

In the following data presentations, patients with tinca (pityriasis) versicolor were studied. The term
“Negative Mycology” is defined as absence of hyphac in a KOH preparation of skin scrapings, i.c.:
no fungal forms scen or the presence of yeast cells (blastospores) only. The term “Effective
Treatment™ is defined as Negative Mycology plus total signs and symptoms score (on a scale from
zero to three) for erythema, scaling, and pruritus equal to or less than 1 at Week 8. The term
“Complete Cure” refers to patients who had negative mycology plus sign/symptoms scores of zero
for erythema, scaling, and pruritus.

Two separate studies compared Mentax” Cream to vehicle applied once daily for 2 weeks in the
treatment of tinea (pityriasis) versicolor. Patients were treated for 2 weeks and were evaluated at the
following weeks post-treatment: 2 (Week 4) and 6 (Week 8). All subjects with a positive baseline
KOH and who were dispensed medications were included in the “intent-to-treat”™ analysis shown in
the table below. Statistical significance (Mentax" vs. vehicle) was achieved for Effective Treatment,
but not Complete Cure at 6 weeks post-treatment in Study 31. Marginal statistical significance
(p=0.031) (Mentax" vs. vehicle) was achieved for Effective Treatment but not Complete Cure at 6
weeks post-treatment in Study 32. Data from these two controlled studies are presented in the table
below.




[image: image7.png]Tinea Veriscolor

C
Paticnt Response Catego

Study 31 Study 32
Vehicle Butenafine | Vehicle

Complete Cure” T [ 114008%) [ 2085 G4l
4386 (50%) | 1542.36%) | 36/83 (43%)

44/87 (51%) 15/42 (36%) 30/86 (35%)
56/87 (64%) 16/40 (40%) 4685 (54
50/86 (58%) 10/42 (45%) 4583 (54%)
15/42 (36%) 37/86 (43%)
Negative Mycology +++ 5787 20140 (50%) RGN FENE)
S1/86.(59%) 20/42 (48%) S2/83 (63%) 1841 (44%0)
48/87 (55%) 2 (306" 43/86 (50%) 12/43 (28%)
Week 2 (end of treatment). Week 42 we
tive Mycolo

ks post-treatment ), and We

ks post-treatment)
plus absence of erythema, scaling, and pruritus

2y plus no or minimal involvement of erythema, scaling.
Absence of hyphae in a KOH preparation of skin scraping
(blastospores) only

or pruritus

i.c., no fungal forms seen or the presence of yeast cells

Tinca (pityriasis) versicolor is a superficial, chronically recurring infection of the glabrous skin
caused by Malassezia furfur (formerly Pityrosporum orbiculare). The commensal organism is par
of the normal skin flora. In susceptible individuals the condition may give risc to hyperpigmented o
hypopigmented patches on the trunk which may extend to the neck, arms and upper thighs.

Treatment of the infection may not be immediately result in restoration of pigment to the affected
sites. Normalization of pigment following successful therapy is variable and may take months,

dependi

is variable.

upon individual skin type and incidental sun exposure. The rate of recurrence of infectio

INDICATIONS AND USAGE

Mentax® (butenafine HCI cream), 1%, is indicated for the topical treatment of the following
dermatologic infections: tinea (pityriasis) versicolor due to M. furfiur (formerly P. orbiculare),
interdigital tinea pedis (athlete’s foot), tinea corporis (ringworm) and tinea cruris (jock iteh) due to
E. floccosum, T. mentagrophytes, T. rubrum, and T. tonsurans. Butenafine HCI cream was not
studied in immunocompromised patients. (See DOSAGE AND ADMINISTRATION Section).

CONTRAINDICATIONS

Mentax” (butenafine HCI cream) Cream, 1%, is contraindicated in individuals who have known or
suspected sensitivity to Mentax” Cream, 1%, or any of its components.

WARNING:!

Mentax" (butenafine HCI cream) Cream, 1%. is not for ophthalmic, oral, or intravaginal use.
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Mentax” Cream, 1%, is for external use only. If irritation or sensitivity develops with the use of
Mentax” Cream, 1%, treatment should be discontinued and appropriate therapy instituted.
Diagnosis of the discase should be confirmed cither by culture on an appropriate medium, [except
M. furfur formerly P. orbiculare)] or by direct microscopic examination of infected superficial
epidermal tissue in a solution of potassium hydroxide-

Patients who are known to be sensitive to allylamine antifungals should use Mentax” (butenafine
HCl cream) Cream, 1%, with caution, since cross-reactivity may oceur.

Use Mentax” Cream, 1%, as directed by the physician, and avoid contact with the eyes, nose, and
mouth, and other mucous membranes.

Information for Patients

The patient should be instructed to:

1. Use Mentax” Cream, 1%, as dirceted by the physician. The hands should be washed after
applying the medication to the affected area(s). Avoid contact with the eyes, nose, mouth,
and other mucous membranes. Mentax” Cream, 1%, is for external use only.

2. Dry the affected arca(s) thoroughly before application, if you wish to apply Mentax” Crean
1%, after bathing.

Use the medication for the full treatment time recommended by the physician, even though
symptoms may have improved. Notify the physician if there is no improvement after the cf
of the prescribed treatment period, or sooner, if the condition worsens (see below).

4. Inform the physician if the arca of application shows signs of increased irritation, redness,
itching, burning, blistering, swelling, or oozing.

5. Avoid the use of occlusive dressings unless otherwise directed by the physician.

6. Do not use this medication for any disorder other than that for which it was prescribed.

Drug Interactions

Potential drug interactions between Mentax  (butenafine HCI cream) Cream, 1%, and other drug;
have not been systematically evaluated.

Carcinogenesis, Mutagenesis. Impairment of Fertlity

Long-term studies to evaluate the carcinogenic potential of Mentax®™ Cream 1% have not
been conducted. Two in vitro assays (bacterial reverse mutation test and chromosome
aberration test in Chinese hamster lymphocytes) and one i vivo study (rat micronucleus
bioassay) revealed no mutagenic or clastogenic potential for butenafine.

6




[image: image9.png]In subcutancous reproductive studies in rats at 25 mg/kg/day (6 times the maximum possible
systemic dose) in humans based on a mg/m comparison) dose level, butenafine did not produce any
adverse effects on male or female fertility.

on
Pregnancy

Teratogenic effects: Pregnancy Category B

Subeutancous or topical doses of butenafine (23 to 50 mg/kg/day) (cquivalent to 3 to 20 times the
maximum possible systemic dose in humans based on a mg/m* comparison) were not teratogenic in
rats and rabbits. In an oral teratogenicity study in rabbits (80, 200, and 400 mg butenafine
HClkg/day) (equivalent to 3 to 16 times the maximum possible systemic dose in humans based on a
mg/m? comparison), no treatment-related external, visceral, or skeletal malformations or variations
were observed. There are, however, no adequate and well-controlled studies that have been
conducted with topically applied butenafine in pregnant women. Because animal reproduction
studlies are not always predictive of human response, this drug should be used during pregnanc:
if clearly needod.

only

Nursing Mothers

It is not known if butenafine HCl is excreted in human milk. Because many drugs are excreted in
human milk, caution should be exer
Nursing mothe

ed in prescribing Mentax ® Cream, 1%, to a nursing woman.
should avoid application of Mentax™ Cream, 1%, to the breast.

Pediatric Use

Safety and efficacy in pediatric patients below the age of 12 years have not been studied. Use of
Mentax” Cream, 1%, in pediatric patients 12 to 16 years of age is supported by evidence from
adequate and well-controlled studics of Mentax Cream, 1¢

. in adults.

ADVERSE REACTIONS

In controlled clinical trials, 9 (approximately 1) of 815 patients treated with Mentax” Cream, 1%,
reported adverse events related to the skin. These included burning/stinging, itching, and worsening
of the condition. No patient treated with Mentax” Cream, 1%, discontinued treatment due to an
adverse event. In the vehicle-treated patients, two of 718 patients discontinued because of treatment-
site adverse events, one of which was severe burning/stinging and itching at the site of application.

In uncontrolled clinical trials, the most frequently reported adverse events in patients treated with
Mentax” Cream, 1%, wers
less than 2% of patients.

contact dermatitis, erythema, irritation, and itching, cach occurring in

In provocative testing in over 200 subjects, there was no evidence of allergic contact sensitization for
cither the cream or the vehicle base for Mentax” Cream, 1%.

OVERDOSAGE

Overdosage of butenafine HCI in humans has not been reported to date.
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TINISTRATION

Patients with tinea (pityriasis) versicolor should apply Mentax® once daily for two wecks.

In the treatment of interdigital tinea pedis, Mentax* should be applied twice daily for 7 days OR
once daily for 4 weeks (NOTE: in separate clinical trials, the 7-day dosing regimen was less
efficacious than the 4-week regimen (see CLINICAL STUDIES Section). While the clinical
significance of this difference is unknown, these data should be carefully considered before selecting
the dosage regiment for patients at risk for the development of bacterial cellulitis of the lower
extremity associated with interdigital cracking/fissuring).

Patients with tinea corporis or tinea cruris should apply Mentax® once daily for two weeks.

Sufficient Mentax” Cream should be applied to cover affocted arcas and immediately surrounding
skin of patients with tinea versicolor, interdigital tinca pedis, tinca corporis, and tinea cruris. Ifa
patient shows no clinical improvement after the treatment period, the diagnosis and therapy should
be reviewed.





Attachment 2: Sample OTC Labeling (Monograph)
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This Package Contains:
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1 you have o amily history of har lss Stréngth (one month suppiy).
your hairloss 5 sudden andor paichy o O chikd e aatd

B you do not know the reason for your heirloss e child-resistant dropper

B you aro undor 18 ysars of age. Do not use on babies and children. pplicator

B your scalp s red, inflamed, infocted, Infated, or pentul

B you use other madicinos on the scalp

Aska doolor before use i you have heart dsease

When using this product

o not apply on other parts of the body

1 avoid contact withthe eyes. In case of accidental contact,finse ayes with
large amounts of cool tap wiater

1 some people have experienced changes in hair color andiar fexture

1 itlakes e toregron hair. Resuls may occur at 2 morih with tvice @ day
usage: For some e, you may need 1o e ths produ for a least 4 months
belore you s resus

1 the amount of hair regrovh s ifferont or each person. This product wil
ot work for all men.

Stop use and ask a doctor il

B chost pain, rapid heartbea, aintness, or izziness occurs
sudden, unexplained weight gain occurs

& your hands or feat swel

 scalp iritation of redness occurs

1 unwanted facial heir growth occurs

B you do not soe e regrouth in 4 months.

Wy be harmful if used when pregnant or breast-ieeding.

Keep out of reach of children. If swallowed, get medical help or contact

& Poison Control Center right away.

Directions
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1 using more of mora ften wil ot improve fesults
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	  Drug Facts

[image: image13.png]Drug Facts (conlmued)

Stop use and ask a doctor i

= your heartburn continues or worsens

= you need 10 Lake this product for more than 14 days

= you need 10 take mare than | course of treatment every 3 months

If pregnant or breast-feeding, ask 2 health professional
befare use.

Keep out of reach of children. In vase of averdose, get
medical help or contact a Poison Control Center right away.

Drug Facts

Active ingredient (in each tablen Purpose
Omeprazale magnesum delayed-ralease tablet 206 my
(equivalent 1o 20 my omeprazolel................. oo A reducer

Use
® freals irequent nedrthirn (orcurs 2 or More days & weak)

= not intended for immediate selief of hearthurn: shis drug may e o d
days for full effect

Directions

w adults 18 years of age and older

w this product is to he used once a day fevery 24 hours), every day for
14 days

w il may take | 1o 4 days lor full effect, aithough some people get
compiete relief of symptoms within 24 hours

Warnings
Allergy alert: Do et use 1Fyou are allergic o o weprazole

Do not use if you have

w trouhle or pain swallowing food

w yomiting with blood

w bloody or black steols

These may be signs of a serious condition. See your doctor.

14-Day Course of Treatment

= swallow | tahlet with a glass of water before eating in the morming
= take every day for |4 days

w cho not take mare than | tablet a day

= do not chew or crush the tablets

= do not crush tablets in food

= do not use for more than 14 days unless directed by your doctor

Repeated 14-Day Courses (if needed)

® you may repeat a 14-day course every 4 months

= do not take for more than 14 days or more often than
every 4 months unless directed by a doctor

= children under 18 vears of age: ask 2 doctor

Ask a doctor before use if you have

w had hearthurn over 3 months. This may be a sign of a more serious
condition.

= fearthurn with lightheadedness, sweating or dizziness

w chest pain or shoulder pain with shortness of breath; sweating;
pain spreading to arms, neck or sheulders: or lightheadedness

= frequent chest pain

w frequent wheezing, particularly with heartburm

= ynexplained weight loss

® nausea of vomiting - m stomach pain

Ask a doctor or pharmacist before use if you are taking

= viarfarin (Blood-thinaing medicine)

= prescription zntifungal or anti-yeast medicings

= diazepam (anxiety medicing) = digoxin (heart medicing) >

Other information
w qead the directions, warnings and package insert before use

|





Active ingredient                                                                                   Purpose

XXXXXXXXXXXXXX..................................................................................................Antifungal



	Uses 

( cures most athlete’s foot (tinea pedis) 
( relieves itching, burning, cracking, and scaling 



	Warnings

For external use only 

Do not use on children under 2 years of age unless directed by a doctor
When using this product do not get into eyes.  If contact occurs, rinse eyes thoroughly with water.

Stop use and ask a doctor if irritation occurs or if there is no improvement within 4 weeks.

Keep out of reach of children.  In case of overdose, get medical help or contact a Poison Control Center right away.



	Directions

( wash the affected area and dry thoroughly.  

( apply a thin layer of the product over affected area twice daily (morning and night) or as directed by a doctor

( supervise children in the use of this product. 

( for athlete’s foot:  
( pay special attention to spaces between the toes; wear well-fitting, ventilated shoes, and change shoes and socks at least once daily.
( use daily for 4 weeks.  If condition persist longer, ask a doctor.

( This product is not effective on scalp or nails
 

	Other information  XXXXXXX

	Inactive ingredients  XXXXXXX


	Questions or comments?  Call 1-800-XXX-XXXX.




[image: image14.png]How Prilosec OTC Works For
Your Frequent Heartburn

Prilosec OTC works differently from
other OTC heartburn products, such
as antacids and other acid reducers.
Prilosec OTC stops acid production
at the source - the acid pump that
produces stomach acid. Prilosec
OTC is to be used once a day (every
24 hours), every day for 14 days.

What to Expect When Using
Prilosec OTC

Prilosec OTC is a different type of
medicine from antacids and other
acid reducers. Prilosec OTC may
take 1 to 4 days for full effect,
although some people get complete
relief of symptoms within 24 hours.
Make sure you take the entire 14
days of dosing to treat your
frequent heartburn.

Safety Record

For years, doctors have prescribed
Prilosec to treat acid-related
conditions in milliens of people
safely.

Who Should Take Prilosec OTC

This product is for adults (18 years
and older) with frequent heartburn-

Omeprazole magnesium delayed-release
tablet 20.6 mg (equivalent to
20 mg omeprazole)

oséc

OTC-~

Acid reducer

Please read all of this package insert
before taking Prilosec OTC™,
Save this to read, as you need.

when you have heartburn 2 or more

days a week.

= Prilosec OTC is not intended for
those who have heartburn
infrequently, one episode
of heartburn a week or less, or for
those who want immediate relief
of heartburn.

How to Take Prilosec OTC

14-DAY Course of Treatment

= Swallow 1 tablet with a glass of
water before eating in the morning.

= Take every day for 14 days.

= Do not take more than 1 tablet a day.

= Do not chew or crush the tablets.

= Do not crush tablets in food.

= Do not use for more than 14 days
unless directed by your doctor,

It is important not to chew or crush

these tablets, or crush the tablets in

food. This decreases how well Prilosec

QOTC works.

When to Take Prilosec OTC
Again

You may repeat a 14-day course of
therapy every 4 months.

When to Talk to Your Doctor
Do not take for more than 14 days or
more often than every 4 months
unless directed by a doctor.





Attachment 3: Sample OTC Labeling (NDA- 4 weeks)

	  Drug Facts


Active ingredient                                                                                   Purpose

XXXXXXXXXXXXXX..................................................................................................Antifungal



	Uses 

( cures most athlete’s foot (tinea pedis) between the toes.  Effectiveness on the bottom or sides of foot is unknown.
( relieves itching, burning, cracking, and scaling 



	Warnings

For external use only 

Do not use

( on nails or scalp

( in or near the mouth or the eyes   

( for vaginal yeast infections

When using this product do not get into eyes.  If contact occurs, rinse eyes thoroughly with water.

Stop use and ask a doctor if too much irritation occurs or gets worse.

Keep out of reach of children.  In case of overdose, get medical help or contact a Poison Control Center right away.



	Directions

( adults and children 12 years and older

( wash the affected skin with soap and water and dry completely before applying

( for athlete’s foot apply a thin layer over affected area twice a day (morning and night) for 4 weeks or as directed by a doctor.  Supervise children in the use of this product.  Pay special attention to spaces between the toes; wear well-fitting, ventilated shoes and change shoes and socks at least once daily.

( wash hands after each use

( children under 12 years: ask a doctor

( If condition persist longer, ask a doctor

( This product is not effective on scalp or nails 


	Other information  XXXXXXX

	Inactive ingredients  XXXXXXX


	Questions or comments?  Call 1-800-XXX-XXXX.






Attachment 4: Sample OTC Labeling (NDA- 1 week)

	  Drug Facts


Active ingredient                                                                                   Purpose

XXXXXXXXXXXXXX..................................................................................................Antifungal



	Uses 

( cures most athlete’s foot (tinea pedis) between the toes.  Effectiveness on the bottom or sides of foot is unknown.
( relieves itching, burning, cracking, and scaling 



	Warnings

For external use only 

Do not use

( on nails or scalp

( in or near the mouth or the eyes   

( for vaginal yeast infections

When using this product do not get into eyes.  If contact occurs, rinse eyes thoroughly with water.

Stop use and ask a doctor if too much irritation occurs or gets worse.

Keep out of reach of children.  In case of overdose, get medical help or contact a Poison Control Center right away.



	Directions

( adults and children 12 years and older

( wash the affected skin with soap and water and dry completely before applying

( for athlete’s foot apply a thin layer over affected area twice a day (morning and night) for 1 weeks or as directed by a doctor.  Supervise children in the use of this product.  Pay special attention to spaces between the toes; wear well-fitting, ventilated shoes and change shoes and socks at least once daily.

( wash hands after each use

( children under 12 years: ask a doctor

( If condition persist longer, ask a doctor

( This product is not effective on scalp or nails 


	Other information  XXXXXXX

	Inactive ingredients  XXXXXXX


	Questions or comments?  Call 1-800-XXX-XXXX.






Attachment 5: Rogaine 5% Carton Label


 Attachment 6: Prilosec OTC Carton Label and Consumer Package Insert
Carton Label

 
Consumer Package Insert



Attachment 7: Pepcid AC Consumer Package Insert


Attachment 8: Vaginal Antifungal Drug Carton Label 

[image: image11.png]1 - DAY TREATMENT CURES MOST VAGINAL YEAST INFECTIONS

Drug Facts (continued)

‘Stop use and ask a doctor i

= symptoms do not get better in 3 days W symptoms last more than 7 days

™ you get a rash or hives, abdominal pain, fever, chills, nausea, vomiting, or
foul-smelling vaginal discharge

f pregnant or breast-feeding, ask a health profossional bofore use.
Keep out of reach of children. If swalowed, get medical help or contact a Poison Control
Center right away.

Directions
B before using this product read the enclosed consumer information feaflet for complete
cirectons and information
= addits and children 12 years of age and over:
' vaginal insert: with the applicator place the vaginal insert nto the vagina at bedime.
‘Thiow applicator away aftor use.
= external cream: squseze a small amount of cream onto your fingertip. Apply the
cream onto the iichy,iitated skin outside the vagina. Use 2 times daly for upt0 7
days, as needed.
m_children under 12_years of age: ask a doctor

Other information

m do not use if sealed appiicator tray is tom, open or incompletely sealed

m do not use If seal over tube opening has been punctured or embossed design (J is not visible:

W do not purchase if carton is open

B _store at 20°-25°C (68°-77°F)

Inactive ingredients

W vaginal insert: gelatin, glycerin, lecithin, mineral ol titanium dioxide, white petrolatum

W external cream: benzoic acid, cety! alcohol, isopropyl myristate, polysorbate 50, potassium
hydroxie. propylene giycol, purified water, steary! alcohol

Questions? It you have any questions or comments, please call 1-877-666-4762

Drug Facts

Active ingredients Purpose
Miconazole nitrate 1200 mg (in vaginal insery......... . ....Vaginal anlitungal
Viconazole niate 2% (sxerml cear). . Vaginal antfungal

Uses
treats vaginal yeast infectio
B _relieves external itching and iritation due to a vaginal yeast infection

Warnings
For vaginal use only
Do not 0Bk if you have never had a vaginal yeast infection diagnosed by a doctor

Ask a doctor before use if you have

u vaginl itching and discomfort for the first ime

= lower sbdominal, back or shoulder pain, fever, chills, nauses, vomiting or foul-smelling

discharge. You mey have a more serious condition.

m vaginal yeast infections often (such as once a month or 31n & months). You coud be
pregnéntor have a serious underlying medical cause for your symptoms, including diabetes.
or & weakened immune system.

m_been exposed to the human immunodeficiency virus (HIV) that causes AIDS

Ask a doctor or pharmacist before use if you are taking the prescription blood finring

medicine warfarin, because bieeding or bruising may occur

When using this product

™ do ol use tampons, douches, spermicides or other vaginal products. Condoms and
diaphragms may be damaged and fal to prevent pregnancy or sexually transmitted
diseases (STDs).

= do not have vaginal intercourso
mild increase i vaginal burning, tching or iitation may ocour
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