;‘«\ —/ DEPARTMENT OF HEALTH & HUMAN SERVICES
n ¢ Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 50-475/S-046

Pedinol Pharmacal, Inc.

Attention: Harry Gordon, Ph.D.
Regulatory Consultant

30 Banfi Plaza North

Farmingdale, NY 11735

Dear Dr. Gordon:

Please refer to your supplemental new drug application dated August 13, 1996, submitted under
section 505(b) of the Federal Food, Drug, and Cosmetic Act for Gris-PEG® (griseofulvin
ultramicrosize) Tablets, 125 mg and 250 mg.

This special supplemental new drug application changes being effected provides for the addition of
“erythema multiforme — like drug reactions’ to the ADVERSE REACTIONS section.

We completed our review of this supplemental new drug application, and have concluded that
adequate information has been presented to demonstrate that the drug is safe and effective for use as
recommended in the final printed labeling submitted on August 13, 1996. Accordingly, the
supplemental new drug application is approved effective on the date of this letter.

In the DESCRIPTION section, please harmonize the listings in both dosage form descriptions, using
“povidone” as the appropriate USAN name for polyvinylpyrrolidone at the next printing of the
package insert and report the change in the Annua Report.

If aletter communicating important information about this drug product (i.e. a“Dear Health Care
Practitioner” letter) isissued to physicians and others responsible for patient care, we request that you
submit a copy of the letter to this NDA and a copy to the following address:

MEDWATCH, HF-2
FDA

5600 FishersLane
Rockville, MD 20857

If additional information relating to the safety or effectiveness of this drug becomes available, revision
of the labeling may be necessary.
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If you have any questions, call Frank Cross, Regulatory Project Manager, at (301) 827-2020.

Sincerely,

{ See appended €electronic signature page}
Jonathan K. Wilkin, M.D.

Director

Division of Dermatologic & Dental Drug Products
Office of Drug Evaluation V

Center for Drug Evaluation and Research
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Gris-PEG’
{griseofulvin ultramicrosize)

Tablets
usp
125 mg; 250 mg

M

DESCRIPTIGN: Gris-PEG® Tablets contain uitramicrosize crystals of
grmwn,anmﬁbhﬁcdeﬁvedﬁmaspedesofwidmm.

stearate; methyiceliulose; methylparaben; polyetindene glycol 400
and 8000; pofyvinyipyrrelidone; and titanium dioxide.
OR

kachvehmmdaisnrlom@ndemgnmnm
methylceftdose; memylparaben;polyemylemglmmandm;
povidone; sodiem fauryl sultate; and tianium doxide,
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worm of the nails), when caused by one or more of the Tollowing
genera of fungi: Trichaphylon rubrum, Trichophyton tomsurans,
Trichophyton  mentagrophytes, Trichophyton  interdigitalis,
Trichophyton venucasum, Trichaphyton megnini, Trichophyton galli-
nae, Trichophylon crateriform, Trichophyton sulphureur, Trichophyton
schogrleini, Microsporum audelin, Microsponim canis, Microsporum
gypsesim and Epidestnephyion foccosum. NOTE: Prior to therapy, the
type of fungi responsible for the infection should be identified. The use
of the dnig is not justified i minor or frivial irfections which will
respond i fopical agents alone. Grissofulvin is not effective in the fol-
lowing: bacterial infections, candidiasis (moniiasis), histoplasmosis,
actinomycosis, sporotrichosts, chroeoblastomycasis, coctidicidomy-
cosis, Noith American blastomycosis, cryplocaccosis (tonulosis), tinea

CONTRAINDICATIONS: Fwo cases of conjoined twins have been
reported since 1977 in patients taking griseofulvin during the first
trimester of pregnancy. Griseofulvin should not be prescribed to preg-
nant patients. if the pabient becomes pregnant while taldng this drug,
the patient should be apprised of the potential hazard to the fetus,

This drug is contraindicated in patients with porphyria or hepatoceliu-
lar failure amd in individuals with a history of hypersensitivity to grise-
ofulvin.

WARNINGS: Prophyiactic Usage — Safety and efficacy of grisecfulvin
for prophylaxis of fungal infections have not been established. Animal
Toxicology - Chronic feeding of griseafulvin, at levels ranging from
.5%-2.5% of the diet resufted in the development of liver tumors in

+ several strains of mice, particularty in males. Smaller particle -sizes

resultin an enhanced effect. Lower oral dosage levels have not been
testedt. Subcutaneous administration of refatively smafl doses of grise-
ofulvin ance a week during the first three weeks of lite has also been
reported to induce hepatorata in mice. Thyroid tumors, mastly ade-
nomas but some carcinomas, have been reposted in male rats receiy-
ing griseofulvin at levels of 2.0%, 1.0% and 0.2% of the diet, and n
female rats receiving the two higher dose levels, Although studies in
other animal species have nat yielfed evidence of wmorigenicity,
these studies were not of adequate design to form a hasis for concly-
sion in this regard. In subacute ity sidies, orally administered
griseofulvin produced hepatocellular necrosis in imice, but this hag not
been seen in othes species Disturbances in porphyrin metabolism
have been reported in griseofulvin-treated laboratory  animals.
Gﬂwofuvinhasbeenrepoﬂedmhaueacolcrucim-meeﬁectmmito-
sis and cocarcinogenicity with methicholanthrene in cutanens tumor
mlx:b‘onhlabumtmymmalsUsageinPregnancy—SeeOON-
TRAINDICATIONS section. Animat Reproduction Studies — 1 has been
reported in the literature that griseofulvin was found to be embryotox-
ic and teratogenic on oral administration to pregnant rats. Pups with
abnomnalities have een reparied in the fitters of a few bitches treat-
ed with griseofuhan. Suppression of spermatogenesis has been
reposted I ocour in rats, but investigation in man failed to confirm this.

PRECAUTIONS: Patients on prolonged therapy with any potent med-
kaﬁm&ouidbeunderdoseohsewaﬁon.Peﬁmﬁcnmmuﬁngnf
organ system fuaction, including renal, hepatic and hematopoietic,
should be done. Since griseofulvin is derived from species of
Pemicilizm, the possibility of Ccross-sensitivity with penicillin exsts;
however, known penicilfin-sensitive patients have been treated with-
out difficuty. Since a photosensitivity reaction is occasionally associ-
atedwimmseofuhﬂnme:apy,paﬁemsshouldbemmedmavoid
exposure to intense natwal or artificia sunlight. Lupus erythematosus
or lupus-like syndromes have been reperted in pafients receiving
griseofulvin, Griseofulvin decreases the activity of warfarin-type anti-
coagulants so that patients receiving these drugs concomitantly may
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DOSAGE AND ADMINISTRATION: Accurate diagnosis of the infecting
urgansmisessenﬁa[.kmtiﬁcaﬁmsrmidbemadeeimerbydirect
microscopic examination of 2 mounting of infected tissue in a solution
afpotamﬁumhydroﬁdearhymmmmanappmpﬁatemeﬁmn.
Medication must be continued unti the infecting organism is com-
pletely eradicated as indicated by appropriate clirical or laboratory
emnﬁnaﬁm.ﬂemwemmﬂeaunuuperhdsmmm#boﬁ
weelm;lineacupuris.?to4weeks;ﬁneapedis,4!n8m;ﬁnea
mwmm—dependmonratenfgmmnkﬁngemns.aileasu
months; oenails, at least 6 months.

General measures in regrard to hygiene should be observed to contol
sources of infection or reinfection. Concomitant use of appropriate
fopical agents & usually required, paricukarly in treatment of tineg
pedis. tn some forms of athlete’s foot, yeast and bacteria may be
invoived as wedl as fungi. Griseolulvin will not eradicate the bacterial
or monflial infection.

Adutts: Daily administration of 375 my (as a single dose or in divided
dus%)wiﬂg?veasaﬁsfacmrymponsehnmmmmmﬁnea
comonshneauuns,mdmeampmsmmseﬁmga{mfecms
more difficult to eradicate, such as tinea pedis and tinea unguium, a
divided dose of 750 myg is recommended.

Pediatric Use: Approximately 3.3 g per pound of body weight per
dayofumamiunsizegrisenhnﬁnismeﬁa:ﬁmdosefmnmped|-
atric patients. On this basis, the following dosage schedule is sug-
(estexd: Children weighing 35-60 pounds — 125 mg to 187.5 mo daify.
Peciatric patients weighing over 60 pounds — 187.5 mg to 375 mg
daily. Children and infants 2 years of age and younger — dosage has
not been established.

Clinical experience with griseofudvin in chddren with tinea capitis ind’lr-
cammataﬁingledailyduseiseﬁacﬁve.ﬂinicalrelapsgmﬂ[mﬁ
the medication is not conlirwed until the infecting omganism is eradi-
cated.

HOW SUPPLIED: Gris-PEG® (griseofulvin uItamicmsi_ze) Tablets,
125 my, white, scored, efliptical-shaped, emb(x-md “[_ins-PEG‘_" on
one side and “125” on the other, Gris-PEG® (grisegfulvin ultramicro-
size) Tablets, 250 mg, white, scored, capsule-shaped, embossed
“Gris-PEG*™ on one side and “250” on the other. The 125 mg strength
is available in bottles of 100 @DC 0023-0763-04). The 250 mg
strength s available in bottles of 100 (NDC 0023-0773-04} and 500
(NDC D023-0773-50). Both strengths are film-coated.

CAUTION: Federal {L1S.A) taw prohibits dispensing without prescrip-
tion,

STORAGE: Store Gris-PEG® bablets at conksulled room temperature
15°-30°C (54°-B6°F) in tight, ight-resistanit condainers.

Manuachured for

ALLERGAN Herbert

Skin Care Division Of Allergan, kG,

Yvin, Caffoenia 92612, US A

w SANDOZ
PHARMACEUTICALS
CORPORATION

Ecet Hanewen, N 0092,

£1956 Aflergan, Inc.
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