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Juns 19, 1972

Our reference:
60-212 (1433.2)

“Ayernt Laboratories
Attention: Henry S, Perdue, Ph,D,
685 Third Avenue
New York, Rew York 10017.

Gentlemen;

We have completed our review of the submission of Necember 6, 1971,
cmended March 23, 1972, which provides for the up-dating of your

Form 6 for Gria&ctin (brileofulvln) 500 mg. per cahlc: sy
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An approved copy of the aﬁpllcation 1e enclonsed for your files,

Your firm is now ir. a pooition to request certificaticn of batches
of griaeofulvin tablets 500 og . manafactured, packnged and labeled
¢ described in the Forw 6 spplication.

The Forﬁ;g épplication ghould be kept up-to-date. Any changes
or revisions in the manufacturing process, coutrnle, laboratury
procadures or labeling ahould be submitted ae an amondment to
the Form 6 application,

Sincerely yours,

Willium F. Msgner
Cartifiable Drug Review Staff (Bn=-145)
Division of Antl- Infective Drug Products

Enclosuyvae
. NYK-DO
D- 145

“ED-145/0D

'jk&f-&BO/lab.
Magner:hb
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688 Third Avenue / New York, N. Y.10017 / Tel: (212) 986-1000 / Cable: ALFHAMIN, New Yo

December 6, 1971

_ C (a0
Mr. William T. Robinson Dale
Certification Services Staff g e '
Division of Anti-Infective Drug Products Aesount Ho
Bureau of Drugs ' s e
ood and D Administration 8igned, ety
1;6O<c31 Fishe?slgLane Ioiana Fedissloner of ¥ood wml

Roekville, Maryland 20852

Tensriredt ef Heslth, Edaa %
‘ RS £:3 2

Dear Mr. Robinson:
SUBJECT: NDA 60-212, GRISACTIN® (griseofulvin (microsize)) Tablets

As requested by the Administration we are submitting, in triplicate, an up-
dated Form 6 for GRISACTIN® (griseofulvin (microsize)) Tablets. Consider-
ation has been given to the recommendations appearing in your letter of
October 1, 1971 and these have been incorporated into the enclosed Form 6.
()(4)‘ is in the process of completing an
Antibiotic Form 4 for shipment of O®griseofulvin to Ayerst Laboratories,
Rouses Point, N.Y. When we have received the completed form, it will imme-
diately be forwarded to the Administration. In addition, we are also in the
process of obtaining up-dated .An'bibio};ic Form 4's from o ore

and the of

®®@,  Again these will be forwarded to the Administration as

soon as they have been completed.

A Form 8, allowing for the repackaglng of GRISACTIN® (griseofulvin (microsize))
Tablets by the ' of O® was submitted to the
Administration on ?®and was approved on ®@  Re-
packing Permit No. was a551gned Sinece this is already on file w:Lth the
Administration we have not enclosed a copy herein.

(b) (4),

In response to Item No. 5 of your October 1, 1971 letter, in process controls
are contained in Parts 3f, 3g, 3h, 3n, and 30 of the enclosed Form 6.

look forward to an early response from you.

Sincerely,

AYERST LABORATORIES

}é Henry S. Perdue, Ph.D.
Director, Regulatory Aff:

R R A A e T A w L P
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FEach copy of the application shall contain a copy of each label and all
other labeling to be used for the drug.

NDC 046-0444-60
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 GRISACTIN
_ GRISEOFULVIN

(MICROSIZE)

442,443,444

.

|
'TION: ‘Fedeéral law prohibits ‘
dispensing without prescription. I
..., DESCRIPTION v
Griseofulvin is an oral. fungistatic
-antibiotic. for the treatment. . of
superficial mycoses. It is derived
fror “a ‘species of. Penicillium.
GRISACTIN ‘is ‘produced by a special
process; ;that fractures griseofulvin
particles into minute crystals of
irregular. shape offering a greater
and more effective surface area for
increased “‘gastrointestinal absorp-
tion, ) o
S _'ACTION i
Griseofulvin, is fungistatic. with 'in
Yifro  activity “against  various
species of Microsporum, ' Epider-
mophyton, and Trichophyton. It
has ‘o _effect ‘on' 'bacteria or on
other genera of fungi. * - e

Griseofulvin is deposited .in. the
keratin’.precursor cells and has a
greater affinity for diseased tissue.
The drug’is tightly ‘bound: to-the
néw Keratin ‘which "becomes “highly
resistant to fungal invasions.
Griseofulvin. absorption, from the
gastrointestinal .tract varies con-
siderably .among individuals main-
ly because of insolubility of the
drug: in _aqueous. media of ‘the
upper G.L tract. .The peak serum
level found in fasting adulis given
0.5 Gm. occurs at about four hours
and ranges between 0.5 to 2.0'mcg.
/ml" The serum level ‘inay" be ‘in-
creased by giving, the drug’ with a
meal with a high fat content.”

. “INDICATIONS . . : - -
Griseofulvin'-is iridicated for the
treatmeént < of - ringworm -infections
‘ldfj!the' skifi; hdirj-and nails,- name-
Tinea corporis
Tinéa pedis *
Tinea cturis -
Tinea barbae
Tinea capitis - e
Tinea unguium  (onychomycosis)
when caused by one or ‘more of
the following genéra’ of fungi:

ERvS

Trichophyton rubrum
Trichophyton tonsurans -
Trichophyson mentagrophytes. -
Trichophyton interdigitalis
»Irich‘dﬁ‘%,tqn verrucosum .

RO

P
Microsporuni gypseum
Epidermophyton floccosum
NortE: ‘Prior: to: therapy, the t pe
of fungi responsible for the infec-
tion should be identified.

The 11¢a AF thia Joae o 8w em .
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Epidermopl;yton floccosum
NOTE:;: Prior to therapy, the type
of fungi responsible for the -infec-
tion should .be identified.
The use of this drug is not justified
in‘minor;or trivial infections which
will ~respond -to topical . agents
alone, i - . |
Griseofulvin ‘is no¢ effective in the
gt ST SR

following: -

Bacterial’ infections”
Candidiasis’( Moniliasig)
Histoplasmosis /7. - o
ActiﬂmecqsiS' C
Sporotrichosig' - - -
_Chr‘omoblastomycé'sis
C()ccidioidomycosis?' : :
North :American'-'Bla's'tomyco‘sis &

7 ‘tocpc':‘cosisf';(Torulosi,s)' :
Tinea versicolor: =~ ’
Nocardiosis - S
CONTRAINDICATIONS .
This . drug is contraindicated . in
patients . with . porphyria, - hepato-
cellular failure, and Jan -individuals
with a history of hypersensitivity
to griseofulvin, = - Lo

;- .. WARNINGS
Prophylactic Usage - .. R
Safety:and efficacy of griseofulvin
for ‘prophylaxis: of. fungal - infec-
tions: has not-.been established. .
Animal Toxicology ) '
Chronic feeding of griseofulvin, at
levels. Tanging, from 0.5-2.5%  of
the diet, .resulted in the develop-
ment of liver tumors in _several
strains of mice; . particularly " jn
males. Smaller " particle sizes ' re-
sult in an enhariced effect. “Lower
oral’ dosage - levels hive not’ been
tested. Subcutaneoiis adntinistra-
tion of relative ¥ small “doses " of
griseofulvin, orce a week, during
the “first* three weeks of life has
also been reported to iiduice hepa:
tomata ‘in ‘mice, Although studies
in othef\animal' species have not
yielded dvidence of - tumorogen-
icity, these studies were not of :adé-
quate design-to- form a basis for
conclusions in this regard, =~ -
In_ subacite” toxicity studies, oral-
ly,f;adminijster"ed ‘griseofulvin pro-
duced’ hepatocéllular nécrosis  in
mice, " but “this ‘Has not beer seen
in other species. . Disturbances in
porphyrin metabolism have been
reported .. in -, gdseofulyip-trea,ted
laboratory . animals,, . :Griseofulvin
has been reported to have a colchi-
cine-like effect on mitosis and co-
carcinogenicity. with, methylcholan-
threne in . cutaneous, tumor induc-

tion in laboratory: animals, . °

Usage. i Pregnancy SR e
The safety of *this drug during
pregnancy has not been established.
Animal Reproduction Studies

It has ‘been reported in the litera-
ture that griseofulvin' was found to




GRISACTIN® [griseofulvin
(microsize)] cont'd.

be embryotoxic and teratogenic on
oral ‘administration ‘to pregnant
rats.  Pups ~'with abnormalities
have been reported in the litters
of a few. bitches, treated with
griseofulvin, .. Additional animal
reproduction . studies are, in prog-
Tess. - . o .
Suppression of spermatogenesis has
been reported to. occur. in rats, but
investigation. in man- failed.to con-
ﬁrm:_this., RN I PR ! :
; 'PRECAUTIONS o7
Patiénts on’prolonged therapy with
any  potent -medication should_be
under close -observation. Periodic
monitoring of ‘organ system func-
tion, -including renal, hepatic, and
hematopoietic, should be done. -
Since - griseofulvin is derived from
species of penicillin, the possibility
of cross-sénsitivity with _penicillin
exists; however, knowil - penicillin-
sensifive patients have been treated
without difficulty. ’ i
Since a photosensitivity teaction’ is
occasionally associated with, griseo-
fulyin therapy, patients ‘should be
warned to avoid exposure ‘to in-
tense, natural or artificial sunlight.
Should a photosensitivity ‘feaction
occur, lupus ‘crythematosus: may
be aggravategl' A o
Griseofulvin_deécreases the activity
of warfarin-type anticoagulants so
that patients receiving these drugs
concomitantly may require dosage
adjustment --of - the -anticoagulant
during + and - -after - griseofulvin
therapy.. 1 - Eoan Ee oo o
Barbiturates usually depress griseo-
fulvin activity and concomitant ad-
ministration may require a dosage
adjustment of the antifungal agent.
. .ADVERSE REACTIONS .
‘When:adverse reactions :occur, ‘they
are. most commonly: of - the hyper-
sensitivity type such as skin rashes,
urticaria, and rarely, angioneurotic
edema, and may necessitate with-
drawal of therapy and appropriate
countermeastires. . Paresthesias of
the hands’ and: feet have been re-
ported: rarely-“after extended
therapy. - Other “side effects re-
ported ‘occasionally are oral thrush,
nausea,* vomiting, epigastric _dis-
tress,” diarrhéa, headache, fatigue,
dizziness, -insomnia, -mental con-
fusion, ~and impairment of per-
formance ‘of routine activities.
Proteinuria’~and leukopenia ~haye
been reported rarely. Adminis-
tration-of-the drug should be dis-
continued: if -granulocytopenia - oc-
(117 ¢ FEEECR i .
When: rare, serious reactions occur
with griseofulvin,. they-are usually
associated ‘with- high dosages, long
periods .of therapy, .or both.

- DOSAGE AND ADMINISTRATION
n0si e_infect-

a
solution " oF “potassinm hydroxide
or by ‘culture ‘on an appropriate
medium: "~ 7

Medication must be continued un-
til .the infecting .organism i§ com-
pletely eradicated  as indicated by
appropriate clinical or laboratory
examination? Representative treat-
ment periods are—finea capitis, 4
to 6 weeks; tinea ‘corporis, 2 to 4
weeks; finea pedis, 4 to 8 weeks;
tinea ‘unguium—depending on rate
of growth—fingernails, at least 4
months: toenails, at least 6 months.
General measures in regard to
hygiene should be observed to con-
el eamnioas ‘of -infection - or' rein-

£ infected ‘tissue in a




with' griseofulvin; they" are usuauy
associated with- high dosages, long
periods .of therapy, or both.

~DOSAGE AND ADMINlS'I'RA'I'lON

Accurate diagnosis of the infect-
] ‘essentlal Identifi-
de elther by

Medlcatlon must be contmued un-
til - the infecting .organism is com- }
pletely - eradicated as indicated by
appropnate clinical or laboratory
examination, Representatlve treat-
ment periods are—finea capms, 4
to 6 weeks;: finea ‘corporis, 2:t0 4
weeks; ‘tinéa pedis, 4 to 8 weeks;
tined ‘unguium—depending on rate
of growth—fingernails, at least 4
months: toenails, at least 6 months,

General meéasures in regard to
hygiene should be observed to con- |
trol :sources ‘of “infection or' -rein- !
fection. *Concomitant ‘use -of ‘ap-
propriate -topical agents is usually
requlred particularly in treatment
of tinea pedis. . In some forms of
athlete’s ‘foot, yeasts' and bacteria
may be mvolved as ‘well as fungi.
Griseofulvin will/ not eradicate the
Bacterial ‘or monilial infection,
Adults: 05 Gm. daily (125 mg.
qid., 250 mg. b.i.d, or 500 mg.
/day) Patients wnth less severe
or extensive infections.may require
Iess, whereas those with, w1despread
lesxons .may require a starting dose

0.75.Gm. to. 1.0 Gm. a_day.
ThlS may be reduced gradually to
0.5 Gm. or ‘less after a. response
has ‘been ‘néted. In all cases, the
dosage should be individualized.
Children; A dosage of. 10 ‘mg./
ke. daily is usually adequate (chil-
dren from 30 to 50 lb., 125 mg.
to 250 mg. daily; chlldren over 50
Ib., 250 mg. to 500 ‘mg. ‘daily, in
dxvnded doses).- Dosage should be
individualjzed, ‘a8 with adults.”
Clmlcal relapse will occur if the
medication is not “continued’ until
the_infecting organism is eradicat-
ed.

'HOW "SUPPLIED
VGRISACTIN [griseofulvin = (micro-
size)]—.

GRISACTIN 125, each capsule_ con-
tains 125 mg.; in bottles of 100
(NDC.. 046- 0442-81) _and 500
(NDC 046-0442-85).

GRISACTIN 250, each capsule con-
tains; 250 mg., in bottles of 100
(NDC 046-0443-81) and 500
(NDC 046-0443:85).

GRISACGTIN 500, each tablet (scored)
contains 500 mg.,‘itf“b“’dttles" ‘of 60
(NDC 046-0444-60).

AYERST LABORATORIES
INCORPORATED

New York, N.Y. 10017

Available by arrangement with
IMPERIAL CHEMICAL INDUSTRIES
: LIMITED
riNTEy

Revised September 1971. i, uin
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AY E R S T L A B O R AT 0 R I E S Pharmaceuticals Through Medical Research

DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

685 Third Avenue, New York, N.Y. 10017 s (212) YUkon 6-1000/ Cabte: ALPHAMIN, New York

g Gpfr =t
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ﬁ/ﬁf"?/ﬁ/?d March 30, 1970

L — ¢’é“Z_@ S

/gP&Vﬂif
Mr. Robert C. Brandenburg v "
Director
Division of Certification Services - :
Department of Health, Education and Welfare pariiseny

Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20852

Dear Mr. Brandenburg:

Subject: NDA 60-212, GRISACTIN® (griseofulvin; microsize) Tablets,
500 mg., Physicians Complimentary Dispenser.

We are transmitting herewith, in triplicate, the final printed labeling
for a physicians complimentary dispenser for this product. Please note
the labeling has been revised to incorporate the suggestions of the
Administration, as outlined at a meeting, between ocur Dr. Svokos and
Mr. Powers of your office, in Washington on February 6, 1970.

We trust the Administration will find the labeling satisfactory and
that an early approval is granted so that we may proceed with the
preparation amd distribution of this sample package as soon as possible.

Your help in expediting this matter would be most appreciated.

We should like the Administration to retain this information in its
files for NDA 60-212.

Sincerely,

AYERST LABORATORIES

, 7 ;
A1 /) g /é;i)
! /éﬂ/-zf«(’ )’?/ _/%; e s

Henry S. Perdue, Ph.D.
Assistant Director,
Regulatory Liaison

HSP:eb
SGS
Enc.

Laboratories: Rouses Point, New York / Montreal, Canada / S3o Paulo, Brazil / Aprilia, ltaly / Naucalpdn de Judrez, Mexico

Affiliates: Argentina, Australia, Colombia, Puerto Rico, South Africa, Venezuela
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A his booklet has been
prepared especially to
tell you something
about fungus infections.
It may help you to
better understand your
skin infection, and Jet
You see why it is so
important that you
follow your doctor’s
instructions for
treatment very
carefully.

© 1966 AYERST LABORATORIES

Division of American Home Products Corporation

e

A WORD ABOUT
SKIN INFECTIONS

There are many different types of skin
infections. Some, such as “boils,” are
caused by bacteria. Others, such as
“warts,” may be produced by a virus.
Still others are produced by fungi, espe-
cially of the ringworm type.

Fungus infections are nothing new un-
der the sun. They have probably plagued
man, his domestic animals, and his crop
plants from the beginning of time. Today,
they number among the most common
skin infections. Some are found only in
the tropics. Or mainly on the Asian or
European continents. Others may be seen
anywhere in the world.

At this point, it may be a good idea to
add a thought or two about your skin. It’s
tough and pliable. But it’s only as good or
as bad as your general health can make
it. It provides a remarkable protective
“wrapping” for body organs and tissues,
and is practically germ proof when the
skin is unbroken.
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FASCINATING AND
FRUSTRATING FUNGI
e 1w _ S S
If all known fungi were collected into
one gigantic box and opened by a curious
Pandora, more than 75,000 species would
come tumbling out. Yeasts and molds,
rusts and smuts, mildews and dry rots,
blights and mushrooms. As small as
1/250,000 of an inch across! As big as
a foot across and weighing 20 pounds!
Each one a fascinating specimen. Some
weird of shape. Others exotically colorful.
Fungi are not at all like your favorite
greenhouse plant. They have no roots,
stems or leaves, Containing no chloro-
phyll, they cannot convert the sun’s ener-
gy to food. So they become scavengers
and parasites. Often, they are nature’s
most notorious destroyers, frustrating
man in his efforts to control the damage
they cause.

=)

On the other hand, fungi may provide
untold blessings. You probably know that
yeasts are used in baking and brewing,
Some molds are usefu] in making chem-
ical acids, vinegar or cheese. Then, there
is the famous mold that has given us the
lifesaving antibiotic, penicillin.

Actually, only a handful of about 50 of
the sprawling fungi family cause disease
in man or animals, Broadly speaking,
fungi may be divided into two groups:
zoophilic and anthropophilic. Zoophilic
fungi infect animals and may be trans-
mitted to man. Anthropophilic fungi are
those that infect man and are only rarely
transmitted to animals.



RINGWORM—WHAT’S
IN A NAME?

Certainly seems an odd way to identify
an infection of the skin. It’s not caused by
a worm, as we know, hut by a fungus.
There must be a reason., Look closely at
the illustration shown on this page. Notice
how the affected area has a ring-shaped,
scaly appearance. Ringworm often
spreads in this manner. So, perhaps, its
name is not so strange after all.

By any name, the fact is that ringworm
fungi are the most Important of the su-
perficial fungi. They are classified into
three main groups bearingGreek-derived,
tongue-tripping names — Microsporum,
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Trichophyton. and Epidermophyton.
These three mother groups have fostered
about 15 to 20 fungai offspring, com.
mon causes of superficial fungus (ring.”
worm) infections of the hair and scalp,
nails, and skin.

There’s a technical name for ringworm
infections. It’s called tinea, and is usually
enlarged upon to include the part of the
body affected. For instance, tinea capitis
or ringworm of the scalp. Tinea pedis or
ringworm of the feet. Tineq unguium or
ringworm of the nails, to mention a few.

Before we go on, let’s clarify the mean-
ing of “superficial.” It simply means that
the infection is confined to the outer (top)
layer of the skin.

Now, remember how we described
fungi—as plant life that cannot feed it-
self. What, then, do ringworm fungi do
for nourishment? Apparently, they have
a gourmet-like appetite for “keratin®.__
for “nonliving” rather than living tissue.



A TOUGH PROTECTOR~-
KERATIN

Keratin is the building stuff of hair, nails,
and the outermost layer of the skin. I
1s often called the “horny” layer. This
outer skin layer is dead, made up entirely
of keratinized cells. The keratin structure
is a tough fibrous protein. It protects the
thin, top layer of the skin pretty much the
way bark does a tree,

How, if this is so, do ringworm fungi
get past this barrier? They contain an
enzyme —a keratin solvent that cap digest
and break down keratin, When keratin
1s attacked in this way, the hair can djs.
solve and split. It could cause baldness.
Nail growth can he completely altered.
And the structure of the entire horny lay.
er may be thrown into disorder.

What is the Counterattack against inya.
sion by ringworm fungi? The answer did
not come easily. Keratin, as was soon
realized, resisted ordinary topical (ap-
plied to the surface ) remedies in the same
way it warded off external injury. Most
antifungal ointments, creams, powders,
and solutions simply cannot penetrate the
skin deeply enough to get at the fungus
infection,

If you recall the fable, after Pandora
opened the box and allowed all the human
ills to escape, she replaced the lid. One
thing still lay at the bottom of the box—
hope. Surely, this must be a quality that
research scientists have in reserve. For,
when it was found that it wasn’ possible
to get around the problem of ringworm
fungi from the outside, they started to

think about treatment from the inside of
the body.



A BIG STEP FORWARD—.
GRISEOFULVIN

Eventually, the pieces in the medical
puzzle were put together. An antifungal
agent, griseofulvin, first studied for pos-
sible value in attacking fungus infections
in plants, was later found to be useful in
combatting fungus infections in man,

It might be said that griseofulvin meets
the ringworm fungus on its own ground.
After an oral dose, griseofulvin is taken
into the body by the stomach. Then, it’s
picked up by the blood which carries it to
the skin, hair, and nails,

Griseofulvin does not actually go into
the horny layer and attack the ringworm
fungi. Rather, it becomes a part of the

new keratin growth. This acts as a barrier
to the fungi and gives the natural proc-
esses of body repair a chance to take over.
Then, as the new keratinized cells move
toward the surface, the dead cells are shed.,
The fungi are carried out with them, and
are replaced by new, healthy skin, hair,
and nails harboring no fungi,

Why is griseofulvin considered such an
important step forward in the treatment of
superficial fungus infections? Because it
is effective and convenient treatment. Be-
cause it has proved highly active against
all known species of Microsporum, Triche.
phyton, and Epidermopllyton. Because, in
reducing the time needed for treatment,
it may actually be less expensive than
older methods of treatment.

Griseofulvin has become a reliable
treatment for superficial fungus (ring-
worm) infections. But, when you’re tak-
ing griseofulvin, don’t become impatient.
Even this drug cannot take full effect un-
til infected skin, hair, or nails have been
“pushed out” and replaced with the new.



[t’s also true that results depend upon
the type of fungus being treated. Ring-
worm of smooth, nonhairy skin, for ex-
ample, may take two to four weeks.
Probably three to five weeks are needed
for ringworm of the scalp. Ringworm of
the nails is most difficult of all. Three to
six months for fingernails. At least eight
to twelve months for toenails,

Of course, these are all average figures
that vary greatly with different individu-
als. Sometimes less time is needed. Often,
treatment may take much longer.

Obviously, it is Important to obtain
adequate treatment. Even when the in-
fection seems cleared up. the fungus may
still be alive. Griseofulyin stops the
growth of ringworm fungi. Tt does not kill
them. For this reason, you should take
medication as long as your doctor be-
lieves necessary.

10

TO SUM UP:

With the foregoing in mind, you will no
doubt agree that treatment of your fungus
infections is a two-way effort. Your doc-
tor will prescribe the medication as well
as any special procedures that are indj.
cated. You must then cooperate fully by
following his instructions carefully and
faithfully. Above all, be sure to continue
treatment under your doctor’s supervision
for the full period of time that he recom-
mends,
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GRISACTIN.

BRAND OF

GRISEOFULVIN
(MICROSIZE)

CAUTION: Federal law pro-
hibits dispensing without pre-
scription.

GRISACTIN [griseofulvin (micro-
size)] is produced by a special
process that fractures particles
into minute crystals of irregular
shape offering a greater and
more effective surface area for
increased gastrointestinal ab-
sorption.

This enhanced absorption is re-
flected in higher serum levels,
and therefore half the dosage is
sufficient to produce the same
therapeutic effect as that of a
full dose of regular griseofulvin.
Blood level studies carried out
in normal fasting male subjects
clearly demonstrated an in-
creased intestinal absorption of
GRISACTIN. The same order of
serum levels resulted from a
single dose of 0.5 Gm. of Gris-
ACTIN as from a single dose of
1.0 Gm. of regular griseofulvin.
Other blood level studies in-
dicate that with either tablets or
capsules, absorption of griseo-
fulvin (microsize) is compar-

3442,3443.444 79



able when given in equal
amounts as a single dose.
GRISACTIN [griseofulvin (micro-
size)] has a potent fungistatic
action, particularly against those
fungi responsible for dermato-
mycoses in man and animals,
namely:

Microsporum canis

M. gypseum

M. audouini

Epidermophyton floccosum
Trichophyton tonsurans

T. rubrum

T. mentagrophytes

T. megnini

T. gallinae

T. verrucosum

T. sulfureum

T. interdigitale

T. schoenleini

T. crateriform

This preparation is not active
against:
Candida albicans (monilia)
Cryptococcus neoformans
Blastomyces dermatitidis
Actinomyces israeli
Histoplasma capsulatum
Coccidioides immitis
Malassezia furfur (tinea versi-
color) and bacteria

INDICATIONS
Recommended for the treatment
of ringworm infections of the
skin, hair, and nails, namely:
tinea corporis
tinea pedis
tinea cruris
tinea barbae
tinea capitis
tinea unguium (onychomycosis)
Prior to the institution of thera-
py, the type of fungi responsible
for the infection should be iden-
tified by culture.

CONTRAINDICATIONS

This drug is contraindicated in
patients with porphyria, hepato-
celular failure, and in individu-
als with a history of hypersensi-
tivity to griseofulvin. The use of
this drug is not justified in minor
or trivial infections which will
respond to topical antifungal
agents alone.

PRECAUTIONS
As with all antibiotics, the use
of this drug may result in an
overgrowth of nonsusceptible
organisms, particularly monilia.
Continuing observation of the
patient is essential. If new infec-
tions appear during therapy, ap-
propriate measures should be
taken.
Patients on prolonged therapy
with any potent medication
should be under close observa-
tion. Periodic monitoring of or-
gan system function, including
renal, hepatic, and hemopoietic,
should be done.
Since griseofulvin is derived
from species of penicillin, the
possibility of cross-sensitivity
with penicillin exists; however,
known penicillin-sensitive pa-
tients have been treated without
difficulty.
Safety of this drug for use in
pregnancy has not yet been
established.

SIDE EFFECTS

Serious side effects reported
with griseofulvin therapy are
rare and are usually associated
with high dosages and/or long
periods of therapy.

Reactions are commonly of the
hypersensitivity type such as
skin rashes, urticaria and rarely,

angioneurotic edema, and may
necessitate withdrawal of thera-
py and appropriate countermea-
sures. Paresthesias of the hands
and feet have rarely been re-
ported after extended therapy.
Other side effects reported oc-
casionally are oral thrush, nau-
sea, vomiting, epigastric distress,
diarrhea; headache, fatigue, diz-
ziness, insomnia, mental confu-
sion, and impairment of per-
formance of routine activities;
photosensitivity (patients should
be warned to avoid exposure to
intense natural or artificial sun-
light).

Proteinuria and leukopenia have
been reported rarely. Adminis-
tration of the drug should be
discontinued if granulocytopenia
occurs.

ADMINISTRATION AND USUAL
DOSAGE

The amount, frequency, and du-
ration of administration are
variable, depending on the age
of the patient, severity of the in-
fection and practicality of the
regimen.

Adults: 0.5 Gm. daily (125 mg.
g..d., 250 mg. b.i.d., or 500 mg.
/day). Patients with less severe
or extensive infections may re-
quire less, whereas those with
widespread lesions may require
a starting dose of 0.75 Gm. to
1.0 Gm. a day. This may be
reduced gradually to 0.5 Gm. or
less after a response has been
noted. In all cases, the dosage
should be individualized.
Children: A dosage of 10 mg./
Kg. daily is usually adequat
(children from 30 to 50 1b., 12
mg. to 250 mg. daily; children
over 50 Ib., 250 mg. to 500 mg.




in divided doses). Dos-
ould also be individual-
s with adults.

ENERAL ADJUNCTIVE
MEASURES

der to prevent reinfection
ence a recurrence of the
s disease, general hygienic
ires should be maintained.
liness is of major impor-
 All wearing apparel, hats,
ear, pillows, and certain
stic animals are likely to
yurces of infection. In pa-
 with tinea capitis, tinea
1e, or tinea unguium, clip-
of infected portion of hair
il should be done to reduce
bility of reinfection.

AVAILABILITY

ACTIN [griseofulvin (micro-
I

3442—Fach capsule con-
s 125 mg., in bottles of 100
500.

3443—Each capsule con-
s 250 mg., in bottles of 100
500.

444—FEach tablet (scored)
tains 500 mg., in bottles of

AYERST LABORATORIES
INCORPORATED

New York, N.Y. 10017

Available by arrangement with
IMPERIAL CHEMICAL INDUSTRIES

LIMITED

RINTE

Revised December 1968.
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{ ‘ Contains 12 Patient Booklets—
«Some Facts on Fungal Skin Infections
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CAUTION: Federal law prohibits
dispensing without prescription.

This dispenser contains 12 units
of 2 tablets each. Each tablet
(scored) contains 500 mg. griseo-
fulvin (microsize).

Usual dosage: Adults, 0.5 Gm,
daily. Children, 10 mg./Kg. daily.

See enclosed package circular for
complete prescribing information.

5.

444 Control No. 2ADV
Exp. Date Jan. 74

Ayerst

AYERST LABORATORIES INCORPORATED
New York, N.Y. 10017

GRISACTIN® [griseofulvin (microsize)) is available in the United States |
by arrangement with Imperial Chemical Industries Lid.

issued February 1970.
BO167-12-570 Printed in U.S.A.




Grisactin' 500

GRISEUFULVIN (MICROSIZE)
Tablets |

444 Control No. 2ADV
Exp. Date Jan. '74
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 60-212

CHEMISTRY REVIEW




OGS REVIEN NOTES
o & :

Ayexat labovatorias
685 Third Avemue
m m; ‘&fﬁ

(b) (4)

by

S

b @ . . ‘ X
(b)(4)§ Ysienpuyt il

300 wg 125 ng 250 wg

. N . (OXC)]

n

3. Eaw Meterial Contraln
1. The Fewm & doss mok cexwelate the hatches of 00 getann-

zeoslved Hom o Satohes of micro~
PO sm sudmitted o the P ﬁl‘:mn o*
(b) (4)

ﬁaw he R
LUCCWREEE s0RTIER 06 U8 .F. aseel the flym vuns =a
- the (b)@)ﬁ‘ﬂt . m%

3. mmmmmu
tastad acording to the

i
J
g,




]-m mmmmmwmmmxam ‘
: _' ‘ ezmm

bs ﬁ'mimﬂﬁﬁwwm&m W
contrele.

G MMmmhmm
d. Bewple wlilee 'umwmmmg
Mxmw

m&m&m; ‘i!&r ml aboritery in

ﬁm« in m ;m, The firm wes found te be epersting onder

sutigfactory Q¥P's.




mmem . of “’“‘”Wm:

(b) (4):




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 60-212

MICROBIOLOGY REVIEWS




Form 6 January 29, 1969

MICROBIOLOGIST"S SUMMARY OF FORM 6
Original Summary

' Sponsor: Ayerst Laboratories
New York, New York

Product: Grisactin, Griseofulvin, 'microsize s Tablets, 500 mg.

Form 6 OCS Document No. 60~212

1. This dosage form has been previously approved for use by the

Department of Defense. The blood level data in the submission o
were performed in September, 1967, before the requirement forthese sfulies in
an IND was in effect,

2. The blood level data consist of a single crossover experimest

in 16 normal male volunteers comparing a single 500 mg. tablet

with two 250 mg. capsules of the presently marketed formulation.

Serum levels were determined by a chemical method, Examination

of the data show that the levels obtained with the tablet are slightly
lower than those obtained with the two capsules, but both are well
within the concentration rapge obtained with similer dosages in

the scientific literature,

3. I recommend approval of this application.

é;lllam E. Dye, Ph'ﬁ ’.

ce:s

Dup Form 6 (0CS/CC-100)
0Cs/0D/CC-100

OND/MD-100

DAD/MD-140

WEDye/MD-140/cw

Typed 1-30-69

R/D initialed by AESmith 1-29-69

_’/%f/%
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AY E R S T L AB O R A.T 0 R I E S Pharmaceuticals Throughge al/ Research

DIVISION OF AMERICAN HOME FPRODUCTS CORPORATION

g’y

685 Third Avenue, New York, N.Y. 10017 * (212 yUkon 6-10007 cﬁ:(: ALPHAMIN, New York

December 6, 1967

Dr., Daniel Banes

Acting Director

Division of Antibiotics and Insulin Certification
Bureau of Science (S-100)

Food and Drug Administration

Washington, D. C. 20204

Dear Dr. Banes:
Subject: GRISACTIN® /[egriseofulvin (microsize )7 Tablets.
L A

We are transmitting herewith in triplicate, as required under Section 146.2
of the regulations for the certification of antibiotics, an Antibiotic Form
FD-1675 to provide for the marketing of Grisactin /Eriseofulvin (microsize)/
in tablets each containing 500 mg. of the antibiotic.

We have been marketing Grisactin /griseofulvin (microsize)/ Capsules, 125 mg.
and 250 mg., under an approved NDA 13-236 and Griseofulvin (large particle)
Tablets, 250 mg. and 500 mg., under an approved NDA 12-156 for several years.
The Administration has been approving batches of such capsules and tablets
on a "release" basis, pending finalization of the regulations which will
cover the several griseofulvin dosage forms. We should like to have the

500 mg. griseofulvin (microsize) tablet approved, also on a "release" basis,
and included in the regulation.for Grisactin Tablets when it is finalized.,

Draft copies of the labeling we plan to use for Grisactin Tablets are included
in Part 6 of this submission. We should like to note that we presently plan

to market the Grisactin Tablets on a contract basis only with the Federal
Government's Defense Supply Agency. Thus, the content of the label and carton
copy included herein is in accordance with the requirements set forth.-by -the-
DSA. The package insert which will be used is essentially the same’ as. curréntliy.
approved for our Grisactin Capsules. Editorial adjustments hav%fﬁﬂeﬁ dimited
to deleting reference to the capsule dosage form. No changes are-prioposed in
the indications for use or in the suggested total daily.qose o@fthis product . -

A F A - b 1o

{continued . 5 -

v

RN S

Laboratories: Rouses Point, New York / Montreal, Canada / Sd@o Paulo, Bra%zit/ Aprilia, Italy / Naucalpdn de Judrez, Mexico

Affiliates: Argentina, Australia, Colombia, Puertpo Rico, South Africa, Venezuela




AYERST LABORATORIES

Dr. Daniel Banes -2~ December 6, 1967

Exhibit samples will be sent to the Administration under a separate covering
letter from our facilities at Rouses Point, New York. We should like to
proceed promptly with the preparation of materials prerequisite to final
approval for the product, and we will sincerely appreciate your consideration
of this information at your early convenience.

Sincerely,

AYERST LABORATCRIES \
‘C\owa/\cQ €. G (QC»

e

Howard E. Cmejla, Ph, D.
Director, Regulatory Liaison
Lo
HEC tmt
Encs.
RLH




DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE =

FOOD AND DRUG ADM!NISTRATION
. WASHINGTON D.C. 20204

Form Approued :
Budget Bureau No. 57-R009 2

' (Cbeok' apﬂicable item b'elow}

ANTIBIOTIC APPLICATION ~ .~ R

FOR USE OF FOOD AND DRUG ADMINISTRATION

FORM 5 REQUEST UNDER 146.10 TO PROVIDE FOR CERTIFICATION OF ANEW
AITIBDOTIC OR AHT}S]O‘NG—CGNTAINING PRODUCT.

DATE APPROVED ACCOUNT NO.

CAM 6 DATA TGO ACCOMPANY OR PRECEDE EVERY lNITIAL REQU EST- UNDER 146. 2 FOR
CERTIFBCAT{ON QOF AN ANTIIOTIC DRUG COVERED BY EX’STING REGULATIONS,

SIGNED

SECTION, - - -

FORM 5 AﬁENDMEﬁ‘!'., REGULATION SECTION 1F KNOWN.

FOR THE.COMMISSIONER OF FOOD AND DRUGS

FORM 6 AMEND“E)Of. REGULATION SECTION

‘D D@ cjf

FOOD.AND DRUG ADMINISTRATION
DEPARTMENT OF HEALTH, EDUCATION; AND WELFARE

mme OF ﬁPPLIGANT )

AYERST LABORATORIES

DATE OF APPLICATJON

m?z}clude Zip Code)
685 Third Avenue, New York, New York 10017

_ |becember 12 s 1967

NAME OF DRUG

GRISACTIN® @rlseofulv1n (mlcr051ze)_7 TABLETS 500 mg.

Commissiener .

Food and Drug Administration

Depattment of Heabth, Education, and Welfare
Washington, D.C. 20204

In d with regul promulgared under Section 507 of the Federal
Food, Drug, and Cosmetic Act, as a ded, we lereby submit this applicgj

tion with respect to an aatibiotic product.

. Atrached herem, in mphca:e (e: for the i required
vader item 9 (a) throngh (f) which is submitted in single copy) and constitut-
ing & parr of this apphcauon aze e followmg'

1. A full list of the articles used as components of the drug. This list
should include all sebstances uwsed in the fermentation, snythésis, extrac-
non, purification or.other method of preparation of any antibiotic and in the
preparation of the fimished d form, regardless of whether they undergo .
any change or are removed in the pr Each sub e should be identi-
fied by its established name, if any, or complete chemical name, using

"'structural formulas when necessaty for specific identification. If any
proprietary preparation’ is used asa component; the propnetary name should
be followed by a plete of composition. Reasonable
alteratives for any listed subsumce may be specified..

ive st

2. A full of &e ition of the drug. The: statement shall
set forth the name and amount of each ingredient, whether activé or not,
din a ¢ quantity of the drug in the form in which it is to be
distributed, as for example, ameunr pér tablet or per milliliter; and a batch
formuola representative of thatr to- be emplayed for the manufac:ure of the
imshed dosage form.  All co D hould be included in' the batch -
£ di of whether they appear in the finished product. Aany
ca{cnla:ed excess of an: ingredieat over the label declaration should be
designated as such and pércent excess sbown. Reasonable variations may be

specified. ) "

3. mpl description- of the hods and p used in manu-
. iacthng, packmg and 1abehng of the. drug 1o preserve its’ ldennty, strength,
quaiuy, and purity in l:onfqnmty with good manufzctunng practicés inluding:

(a) Name and Iecation of ez:h plant conducung the oyerancns.

{b) Whether ot not -each Tor ol raw matenals is gtven a serml number
" to ldennfy it, and Ihe use mad.e of. such numbe:s in subsequent
plan: openunns. .

fc) Precauums to zssure ptoper xdenu(y, sttength qualu:y, ,and' s
purity. of’ the aw menals, whether active or not, . including the -
’ ifie for and med:ods of tesnng for each lot A

{2 =P

Attention: . Division of Antibiotics and Insulin Certification

of raw material used in the § ion, sy is, extraction,
and purification- of the drug and for each ingredient used in the

manufacture of the drug thar is o be dispensed. <

(d) It it is a drug produced by fer ion: C
(i) Source dad type _ofpicroorégnism used to produce the drug. &

. ) £

(it} Composition of media used to praduce the drug.

(iii) Type of precussor used, if any, to guide or enhance production

of the antibiotic during fermentation.
*

(iv) Name and composition of preservative, if any, used in the =
broth. i i
(v) A complete description of the extraction and purification prac=

esses including the names and compositions of the solvents,
precipitants, ion exchange rcsms, demulsxhers, and all other
agents used.

It the’dfug is produced by a catalytic hydrogeneration process,
(such as tetracycline  from chlortetracycline), a complete
description of the process, including the name of the cacalyst
used, how it xs removed and how the drug is extracted and
pucified. :

(vi)

(e) If it is a drug that is synthesized by chemical processes, a
detailed description of each chemical teaction with graphic for-
mulas used to praduce the drug, including the names and amounts

- of all substances ‘used in the process.

(NOTE If the ap'plicant is nol the manufacturer of the antibiotic
used in making the drug, in lieu of the information’ requzred in
3(a) through 3(e), Jxe should mcIude tbe name and ada'ress of lbe
manu/ acturer. ) .

Method o'f pn':pa:éﬁon of the master formula records and individual
batch records and manner m whu:h these :ecords are used.

W

‘.(g) Number of mdxvlduals checkmg wexgh: or volume of each md:.-

BN vzdual mgredlent encenng xnto each batch of the dzug. S

FORRFDT6TS (8765 -




- (b} Whether oe not the total weight or volume-of each batch is-detes-.
mined at any stage of the ‘manufacturing process subsequent to,
making up the batch according to the formula card and at what
stage and by whom this is done. - |

“(4j Ac what point in the process the drug is mixed homogéneously and

@ description of the equipment used for this purpose and:its total -

1 ) . capacuy in terms oi pounds kxlograms, gallons, or liters of the
:—equlpment. SE P R R A SR

i
i
| -

o

A description, where applicable; of :li equipment .used .in the
fermentation, saythesis, extraction, pusification, filtration, steri-

=

packaging, and labeling of the drug.’

the sterility of each batch and the controls used for maintaining
its sterility, including a detailed description of the sterile areas
where the drug is produced and packaged. e

(1) Additional prdcédures employed which “are designed to exclude
4 contaminants: (e.g., other drug substances, extraneous materials,
© """ gic.} and otherwise assure proper control of the product.

(m) Adequate information with respect. to the characteristics of and
the test methods employed for the container, closure, or other
component parts of the drug container to insure their suicability
for the intended use.

insure the standards of ideatity, strength, quality and purity of the
drug.

o
s

H duced from a batch of the drug with the theoretical yield.

Precautions to insure thar each lot of the drug is packaged with
the proper label and labeling, including provisions for labelmg,
storage, and inventory controf.

~

(e

~

(q
facture, packaging, and labeling of a batch.

“(r}" The name of each persom reésponsible for each of the above opera-
tions and information concerning his scientific training and ex-
perience.

4. A complete description of the tests and methods of assay and other
controls used during the manufactuce of the batch and ‘after it is packaged.

(a) Details -of analytical procedures for all active ingredients. The
apalytical procedures should be capable of determining the active
ats.and of g the identity of such components.

comp

(b) Standards used for acceptance of each lot of ;he finished drug.

(c) A detailed description of the collection of the samples to be
Eh tested by the applicant and by the Food and Drug Administration.

(d) Copies of all prinred forms used by the applicant in the laboracory
control of raw ingredients and the finished batch.

1 (e) A complete descriptios of the laboratory faciliciés used ia such
controls, including:

L (i) The location of the lzboratory in- relatmn to the plant where
[ - ‘the drug is manufacmzed .

(ii) A description of the laboratory equipment available for per-
forming tests and assays,-and .

(iii) The names of the persons who will be rcsponsible for conduct~
ing the requued laboratory tests and’ mformanon concernmg
their scientific training and experience.

(/) 1f the applicant uses the services of a consulting laboratory, the
3 - pame and address of such laboratory and 2 statement from such
: . tab y that includes the i

’ . . and (e).” .

(g} An_explanation of the .exact slgmf’cance of any bacch numbers
".used in the g

- . ;
ing
5y PY

determinarion of the mplete madufacturing history of the product.

tion of any ba:ch if ixs xecall is teqmred.

"drug and the maximum quzn:xty o£ the drug that 1s “mixed'i in ‘such

lizing, grinding,; blending, mixing, tableung, encapsulatmg, fxllmg,

(k) If it is a sterile drug, a d.éscrip:ion of the methods used to:insure

(n) Conzrols used in the packaging and labeling of each batch to.

Precautions to check the total number of finished packages pro-

Copies of all printed forms used by the applicant in the manu- -

required under 4(a), (b),

packaging, and Iabelmg :
- of the drug; including such control sumbers that may appear on the .
label of the finished amcle. ‘Statée whether thése numbers enable.

. . Describe any mcrhods used to permit de:en'nmanon Df the dxstnbu-

AR (h) . A .complete description of, and data derived from, stability. studies
) - of the potency and physical characteristics of the drug, including

xnformanou showmg the suuabxhry of the analytical methods

._'used Descnbe any | additional stabilicy ‘studies underway ot
contemplated.
“ antibiotic, for the finished dosage form of the drug in the con-

tainer includiog a multiple-dose container in which it is to be

macketed, and if it is to be pur into solution at the ume of dls-—

penslng, for the solution pxepa:ed as directed.

(i) The expuatmn datc nceded to preserve the ‘identity, strengch
o "quahty,and pu:uy of :he dmg uncxl it is used. .

5. The following samples shall be submirted with ‘the appllcanon or. as
- soon :hereafter as d:ey becomc avaxlable R

{a) If it is a new antibiotic:
standard if an official standard has not been designated, plus 5
grams from each of three separate batches. Include for any refec-
ence standard a complete description of its preparation and the

“results of all iabqra:ory tests on it. If the test methods differed
from those described in the application, full details of the methods
employed- in obtaiaing the reported results shall be submitted.

(b) If it is a dosage form: 6 immediate containets (or 30 tablets or

capsules) from each of three separate batches, except that if it is

" a sterile drug 30 containers shall be submitted from each of three
batches. .

Include for samples. submitted pursuant to items 5(a) or S5(b) de-
railed results of all laboratory tests made to determine the
identity, strength, quality and puricy of the batch represented by
the sample.

(c.

~

(d) Additional samples shall be submitted on request.

{e) The requirements. of items 5(a) or 5(b) may be waived.in whole or
in part on request of the applicadt, or otherwise, when any. such
samples are not necessary. .

6. Each copy of the application shall contavi.n.a copy of each label and
all other labeling to be used for the drug. ) )

 {a) Each label; or other labeling, should be cle.atly identified to show
its position on, or the maaner in which it accompanies, the market
package.

- (b) The labeling om or within the retail package should include
adequate directions for use by the layman under all the conditions
for which the drug is intended for lay use, or is to be prescribed,
recommended, or suggested in any labeling or advertising spon-
sored by or on behalf of the applicant and directed to laymen.

(c) If the drug is limited in its labeling to use under the professional
supervision of a practitioner licensed by law to administer it, its
labeling should bear information for use under which such practi-,
tioners can use the drug for the purpose for which it is intended,
including 2ll the purposes for which it is to be advertised or
represented, in accord with 1.106(b) or (c).

.

(d} If no established name exists for a new antibiotic, the applica-
tion shall propose a nonproprietary name for use as the estab-
- .- lished name for the substance. .

(e} Typewritten or other draft labeling copy may be submitted for
preliminary cousideration of an application. An application will
not be approved prior to the submission of the final printed label
and labeling of the drug. No application may be approved if the
labeling is false or misleading in any particular. (If the article
is a prescription drug, copies of proposed adveértising may be
submitted optiondlly for comment or approval).

7. State whether the drug is (or is not) limiced in its labeling and by"
this application to use under the.professional supervision of a pracutxoncr
licensed by lnw ] ad.mmxster it. -

8. It is understood that the labeling, and édvc:cising for the ancibiotic- -

drug will prescribe, recommend, or suggest its use only under the conditions
_.stated io the labeling which is part of this application; and if the acticle is
a p:escription drug, it is underscood that any labeling which furnishes or
purpocts to furnish information for use or which prescnbes, recommends, or
suggests a dosage for use of -the drug will also contain substaatially the
. same information for its use, including indications, effects, dosages, routes,”
.. methods, and frequency and duration of admmxsuatlon, any relevant hazards,
B conuamdu:atxons, side cffects, and ptecauuons, contained in the labeling
* “.which is part of this apphcanon. It is understood that all representations
in this application ‘apply to the drug produced until an amendment provxdmg
! for a change is appmved by the Food ‘and Drug Admlms\:rauon. :

- Stability data should be submitted for any new -

10 grams of the applicant;s reference
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9. Full repoits of inrestigations that have béen made to. show whexhe.r'

" or not the drug is safe for ese and efficacious iz use.

If this is o Form 5 application submli one copy of (u) !hrough (f) balow

(zz) An application may be found uns-usfactory unless it contains
full reports of adequare tests by all a:thods reasonably applicable
to show whether-or not the drug is safe and effective for use as .’

. suggested in the proposed labeling and includes all the following:

(i). Detailed teports of the. preél{ni:a!" investigations; including
studies made on laboratory. amimals, in which the methods
used and the results obtained are clearly set forth. Such infor-

* mation should. include identificacion of the person who con-

ducted each investigation, a starement of where the investiga- -

tions were conducted, and where the underlying -data are
aviilable for inspection. The agimal studies may not be con-
sidered adeéquate unless they gite proper attention to the con-
"ditions of use 'r ded in the proposed labeling for the
- drug such as, for example, whether the drug is for short - or
long - temm administration or whesher it is to be used in mfants,
children, preg , OF P nop | women.

(ii) Reports of all clinical tests syonsated by the applicant or
" received -or etherwise obtaided by the applicand should be
attached. These reports shopld fnclude adequare information
ing each subj treated with the drug or employed as
a control, including age, sex, conditions treated, dosage,
frequeacy of administration of ke drug, results of all relevant
clinical observations and labortory examinztions made, full
information concerning any other treatment given previously
or concurrently, and a full statement of adverse effects and
useful results observed, together with an opinion as to whether
such effects or results are atwihutable to the drug under in-
vestigation and a statement of where thie underlying data are
-available for inspection. Ordisarily, the reports of clinical.
scudies will not be regarded as adequate unless they include
reports from more than one independent, competent investiga-
tor who maintain adequate case Mistories of an adequate num-
ber of subjects, designed to record observationas and permic
evaluation of any and all discernible effects ateributable to -
the drug in each individual treated and comparable records on
apy individuals employed as coetrols. Except when the dis-
ease for which the drug is being tested occurs with such
infrequency in the United States as to make testing impracti-
cal, some of the iavestigations should be performed by com-
petent investigatoss within the United States.

(iii) All information pertinent to am evaluation of the safety and
efficacy of the drug received or otherwise obtained by the
applicant from any source. incleding information derived from
other investigations or «commescial markeoting (for example,
outside the Unitad Stares), or srpotts in the scientific licera-
ture, involving the drug that is the subject of the application .
or pertineet information about amy relevantly related drug. An

. ad y may be ac ble in lieu of a reprint of 2
pubhshed article which only supports other data submitced.
Include aoy evaluation of the safety or efficacy of the drug .
that has been made by the apglicant’s medical department,
expert commtittee, ot consultants.

(iv) If the drog is a combinatiom of previously investigated or
marketed drugs an adequate ssmmary of pre-existing informa-

-~

" Very truly yours,

. rion from preclinical and clinical investigation and experience
with ‘its components, mcludmg all reports received or other-

- .wise obtained by the applicanc suggesting side effects, con~ .

‘véaiadications, and meffecuveness in use of such components.

“Such summary should include ‘an adequate bxbhography of !
~pablications about’ the -components aad. may. incorporate “by .
. reference’ information concerring such componencs previously..
submu:ted by the apphcan: to the Food and Drug ‘Administra- -

tion. -
(b) An apphcatxon may be found unsatlsfactory unless it includes
substaatial evidence consisting of adequate and well-controlied
investigations, including clinical investigations, by experts quali-
fied by scientific training and experience to evaluate the efficacy

of the drug involved, on the basis ‘of which it could fairly and-

responsibly be concluded by such experts that the drug will have
the effect it purports or is represented to have under the condi-
tions of use prescribed, recommended, or suggested in the pro-
posed labeling.

(c) The complete composition and/or method of manufacture of the
: drug wsed in each submitted report of investigation should be
shown o the extent necessary to establish its identity, strength,
qualiry, and purity if it differs from the description in item 1, 2,

-3, or 4 of the appllcatmn in any way-that would blas an evaluation.

of the report.

(d) Ao iap[.»!.‘u:Aatiom shall include a complete list of the names .and poét
office addresses of all investigators who received the drug.

(e) The information required by. 9a) through 9(d) may be incorporated
in whole or in part by specific reference to information submitted
under the provisions of §130.3.

(f} Explain any omission of reports from any investigator to whom

the investigational drug has been made available. The unex-
plained omission of any reports of investigations made with the
drog by the applicant, or submitted to him by an investigator, or
the unexplained omission of any pertinent reports of investigations
or clinical experience received or otherwise obtained by the ap-
plicanr from published literature or other sources, that would bias
an evaluation of the safety of the drug or its efficacy in use con-
stitutes grounds for finding the application unsatisfactory.

(g) If this is a Form 6 opplication, in lieu of the information required.

in 9(a) through 9(f) it should include data adequate to demonstrate . .-

that the drug is comparable, to the drug for which certification has
previously been provided.

10. If this is 20 amendment, full information on each propu.«d chznge con-
cerning any statement made in the approved application. Afier an applica-
tion is approved,. an amendment may propose changes. An amendment should
be submitted for any change beyond the variations provided for in :he ap-
proved applicarios. An amendment may omit statements made in i
proved application concerning which no change is proposed.
or promotional piece -used after the drug is placed on the market is Labe'mg
requiting an amendment. An amendment should be submitted for proposed
changes in labeling. If a change is made in the components, composition,
manufacturing methods,facilities or controls, or in the labeling or advertis-

ing from the representations in an approved application and the drug is’
marketed before an amendment is approved for such change, certification of -

the drug may be suspended.

RS

AYERST LABoyrﬁ)RIEs

Dire

- Per. Howa;é/ E. Cmejla, Plfl. D
or, Regulatory Lidison

V' A(Indicate Autbority)

This application must be signed by the applicant or by an
authorized attorney, agent, or official. If the applicant or such
- authorized representative does not reside orf have .a place of
business within the United States, the application must alse

furnish ‘the name and. post office address of and must be -
..counters1gned by -an authorized attorney, agent; ot official re-.:.-

‘siding or maintaining a place of business -within the United

" States,. The data specified undet’ the  several ‘numbered head- .’ A
- mgs should be on separate shees or sets of- sheets, suuably

- ongmlul copy of the apphcuhon.»_

identified. The sample of the drug, if sent under separate

_cover, should be addressed to the attention of the Division of -
- Antibiotics and Insulin Certification and identified on the ‘out-
“side .of the shipping package with the name of the applicant

and the -name of the drug as shown on the application. All ap-

. plications and correspondence should be submitted in triplicate
- except for the information required under item 9 (a) ‘through {f).

which should be submitted as a- smgle copy aﬂuched te: the




AF 19-003
Jamuary 15, 1968

Safavence 19 meds to your letter of Duconber 6, 1967
s which you submittad o Fora 6 for grissofuivin

M!;W
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AYE R S T LAB O RAT 0 RIE S Pharmaceuticals ThrJugh Mmdical Research

DIVISION OF AMERICAN HOME PROﬁUCTS CORPORATION

685 Third Avenue, New York, N.Y. 10017 ¢ (212) YUkon 6-1000/ Cable: ALPHAMIN, New York
May 20, 1968

Dr. William W. Wright

Acting Deputy Director

Division of Pharmaceutical Sciences
Bureau of Science

Food and Drug Administration
Washington, D. C. 2020h

Dear Dr. Wright:

Subject: GRISACTIN@ /-grlseofulv1n (mlcr051ze)_7 Tablets, SOO mg.
We are transmitting herewith, in trlpllcate, amendments to Parts l, 2,
3(e), and 3(i) of our Antlblotlc Form FD-1675 for this product to provide
for a revision in the formula of the tablets. The ised formula is
identical to that given in our Form FD-1675 which was approvea on s
February 13, 1968, except that the amount of ®®4in the tablet is

Q reduced and ) ®® js added at a level not to

- exceed wh of the total tablet weight. This change in formulation improves

the tablet disintegration rate and allows us to meet the current D.S.A.
specification,

We should appreciate the Administration's early consideratien and approval
of this manufacturing change.

Sincerely,

AYERST LABORATORIES

NGO IO & ¢ . ALymz\tj76g

Howard E, Cmejla, Ph. D.
Director, Regulatory Liaison
HEC/mdb T

Enc,

e

Laboratories: Rouses Point, New York / Montreal, Canada / 830 Paulo, Brazil / Aprilia, Italy / Naucalpdn de Judrez, Mexico

Affiliates: Argentina, Australia, Colombia, Puerto Rico, South Africa, Venezuela



AF 19-003

May 27, 1%68

Howard E. Cmejla, Ph.D.
Birecter, Regulazory Liaison
Ayerst jaboratories

685 Third Aveswe

Hew York, New Yerk 10017

Pear Dr. Coellet

This is to schoowledie recaipt of the Form 6 smendment

submitted May 20, 1968, to provide for the smmm of
) ' D §n your formila for GRISACTIN

(:rlmfﬂﬁa. wierosiss) Mﬂh 500 ng. ‘the tevision in

the formulstion appears scceptable and the iaformation pre-

sented will De sfded to your pending Antibiotic Form 6 appli-

A signed copy of the Form 6 application will be returned o
gou vhen the fimal reguistions to provide for the cartificstion
of geisssfulvin are published in the FEDERAL RRGISTRR.

Simiy yours,

mx lmx@e
CC-100 (reading file)

JDHarrisons §k




AY E RST L AB 0] R A T 0 RI ES Pharmaceuticals Thrc;ugh .quica/ iR.es‘earchv

. ._ DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

' 685 Third Avenue,’ New York, N;X’. 10017 , (212) Yukon 6-1000 / Cable: ALPHAMIN, New Yark -
$ ; ' October 2, 1968

Mr, Robert C. Brandenburg
Director,

Office of Certification Services
Food and Drug Administration
Washington, D.,C. 20204

-Dear Mr, Brandenburg:

Subject: GRISACTIN‘g(griseofﬁlvin microsize) Tablets,

We wish to advise the Administration that earlier thls year we in- .
stituted a revised procedure of as31gn1ng batech numbers and control
numbers, We are enclosing herewith, in trlpllcate, copies of this
revised procedure, We are also en01051ng coples of the product
distribution control procedure. '

We should like this information to be included in the Admlnlstratlon s
flles for Grisactin Tablets.

Sincerely,

AYERST LABORATORIES -

 Howird E. Cmejla, Ph.D.
“Director,
Regulatory Liaison

HEC/kjm * -
Encls,.

Leborator/es Rouses Point, New York / Montreal, Canada / S3o F’aulo Brazil /Apnl.a Ita|y/ Naucalpan de duarez Mexico

R | Affiliates: Argentma Australia, Colombia. Puerto Rico, South Africa, Venezuela -



Octéber 11, 1968

Howsrd E. Mh, D,
eekoky Lisison
S8 thirt m

New York, Rew York 10017

Deay Dr. Cmejlias

This i3 to scknowledge receipt of your submission of
October 2, 1968, to provide for a ducrtmeacf your
revised batch mmbering system in the Porn 6 for
GRISACTIN (griscofulvin microsise) TABISTS. The new
susbsring systes 1s scceptabls amd mwmn
will be added to the Form 6 file for this preduct.

Siacorely yours,

%H'vim

cc: MYK-DQ
cc-1
: C<I100 o/D

JDHarrisons jk
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AY E R S T L A B 0 R AT 0 R I E S Pharmacevuticals Through Medical Research

DIVISION OF AMERICAN HOME PRODUCTS CORPORAT!ON
: i

685 Third Avenue, New York, N.Y. 10017 ¢ (212) YUkon 6-1000/ Cable: ALPHAMIN, New York

November 7, 1968

Mr. Robert C. Brandenburg
Director

Office of Certification Services
Food and Drug Administration
Washington, D. C. 20204

Dear Mr. Brandenburg:
- Subject: Griseofulvin (regular size) Tablets, 250 mg. and 500 mg.

Our NDA 12-156 for Griseofulvin Tablets currently states that the moisture con-
tent of the finished tablets shall be not more than 8%. Extensive manufacturing
experience shows that this specification can be met but, on occasion; the tablet
(b) @)
the tablets. In order to improve our manufacturing
operations, we propose to change the moisture limit to conform to the Administra-
tion's regulations for Griseofulvin Tablets proposed in the January 19, 1966
Federal Register, wherein the specification is stated as follows, ' The moisture
content is not more than 5%". ' : b

Since we should like to effect this change as soon as possible, we will sincerely
appreciate your consideration of this proposal at your earliest convenience.

Sincerely,

AYERST LABORATORIES

£ al .

H¢vard E. Cmejla, Ph. D.
Director, Regulatory Liaison

HEC:gif

Laboratories: Rouses Point, New York / Montreal, Canada / Sao Paulo, Brazil / Aprilia, ttaly / Naucalpdn de Judrez. Mexico

Affiliates- Araentina, Austraiia. Colombia. Puerto Rico. South Africa. Venezuela



November 20, 1968

Boward 2. Lo ile, Ph.D.
Director, muwy Liaison
Apsrat L

683 Thied Avenue

Kew York, New York 10017

Dear Dr. Cmefls: |
¥his {s to scknowldige receipt of the smandment
submitted Novembar 7, 1968, to provids for & max-
Lowmn -cum iﬁu&t of &'; ia Q Grissofulvin
{regular size) muu, 250 u., snd 500 ag. ¥We
bave o chbjection to this mew specification.
Sincerely m,

John D. Harvison
Office of Cartification
Ssrvices

s C- 840/Lab

' @Ha;rison :de
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AY E R S T L A B 0 R AT O R I E S Pharmaceuticals Through Medical Research

DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

ays

685 Third Avenue, New York, N.Y. 10017 » (212) YUkon 6-1000/ Cabie: ALPHAMIN, New York

November 25, 1968

Mr. Robert C. Brandenburg
Director

Office of Certification Services
Food and Drug Administration
Washington, D. C. 20204

Dear Mr. Brandenburg:
Subject: GRISACTIN® Zfériseofulvin (microsizel7 Tablets, 500 mg.

On December 6, 1967 we submitted a Form 6 to provide for the availability of this
product to be distributed on a contract basis with the Federal Government's Defense
Supply Agency. The proposal was approved on January 15, 1968 and final printed la-
beling was approved on February 1l3. As discussed recently with Mr. John D. Harri-
son, we now plan to market this product through our usual channels of commercial
distribution. ‘

In order to prepare for testing with a view to batch release of this product, we are
transmitting herewith, in draft form, copies of the label, carton, package insert,
and brochure we plan to utilize. The carton will be a window type permitting full
view of the main panel of the label which has been noted in the attached copy. Our
current package insert for Grisactin has been adjusted editorially in only minor re-
spects. The brochure which was approved on November 2, 1965, but which has not beeﬁf
used during the past several years, has been revised: (1) to up-date the copy to
conform with the approved package insert, and (2) to incorporate a summary of the
blood level studies which were reported in detail in our submission of December 6,

1967. 162596 .

We are also transmitting herewith amendments to Parts (1), (2), (3)(c), and (3) (i)
to provide for an alternative formulation of tablets which will include a dye. This
alternative formulation will apply in the manufacture of batches which we plan to
market through our usual channels of distribution.

(Continued . . . 2)

Laboratories: Rouses Point, New York / Montreal, Canada / Sdo Paulo, Brazil / Aprilia, Italy / Naucalpdn de Judrez. Mexico

Affiliates- Araentina. Austraiia. Colombia. Puerto Rico, South Africa. Venezuela



. Mr. Robert C. Brandenburg : -2- November 25,

We will look forward to consideration and approval of these proposals at your ear-
liest convenience.

Sincerely,

AYERST LABORATORIES

Howyard E. Cmejla, Ph. D.

Director, Regulatory Liaison

HEC:gj£
Encs.
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GCc-100/0D

Dr, Alan Smith, MD-140
5G-840/Lab i
IDPowers: jh

December 16, 1968

1. Pavid Powers
Yood and Drug Officer
Oftten of Cortification Services
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TO

FROM

SUBJECT:

OPTIONAL FORM NO. 10

GSA FRMR (o GFE) 101118 DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
UNITED STATES GOVERNMENT | PUBLIC HEALTH SERVICE
- CONSUMER PROTECTION AND ENVIRONMENTAL HEALTH SERVICE
M emora ndum " Food and Drug Administration
Mr. Robert C. Brandenburg ' DATE: January 30, 1969
Office of Certification Services (Cc-lOO) '
Bes He Minchew, M.D., Acting Director Ayerst Labs.
Bureau of Medicine (MD-1) - New York, N.Y.
‘ Form 6

Amendment to Form 6 application for Griseofulvin
microsize, Ayerst Laboratorvies

It is recommended that this amendment to the above named application
to mclude a 500 mg. size tablet be approved.

The same size tablet has been a.pproved for military use. This application
includes labeling for civilian use. The draft copy of such labeling has
been approved, :

If additional information relating to the safety and efficacy of this
drug, including a report of the evaluation of the drug by the National

" Academy of Sciences-National Research Council, becomes available,

revision of the labeling may be required.

B, H. MinC!hew, M.D.

ceCse

Orig Form 6 (0CS/CC-100)
Dup Form 6 (0CS CC-lOO)
0CS/0D/CC-100

Med/MD-1

OND/MD-1.00

DAD/MD-140

Med/MD-1}4

Buy U.S. Savings Bonds Regularly on the Payroll Savings Plan



TO

FROM

SUBJECT:

OPTIONAL. FORM NO. 10
BAY 1062 EDITION . : DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
GSA FPMR (41 CFR) 101-11.8 Hﬁq 1
UNITED STATES GOVERNMENT PUBLIC TH SERVICE
CONSUMER PROTECTION AND ENVIRONMENTAL HEAITH SERVICE

Memorandum Food and Drug Aduinistration

B. H, Minchew, M.,D., Acting t%‘)m/—y" W DATE: January 30, 1969
Buresu of Medicine (MD-1) /07 -V "2]i3 . Through: :

B . . - Wi].liamJo @arfavs, MOD.
Alan E. Smith, M.D., Deputy Director Acting Director (MD-101)
Division of Anti-infective Drugs (MD~1hO , o )
‘ L , Ayerst Iabs,
Griseofulvin microsize 500 mg. tablets - New Ygrk, N.Y.

Form

This apblication is an amendment to the Form 6 application to include
a 500 mg. size tablet for civilian use. The same size tablet has
previously been approved for use by the military.

The blood level data has been reviewed by this Division and has been
termed acceptable, . '

The labeling has been revised to indicate the new dosage size and
administration,

‘It is recommended that this application be approved,

The firm is aware of the fact that revision of the label may be réquired
vhen the NAS-NRC panel reports have been implemented.

ce3

Orig Form 6 (0CS/CC~100) P.S. '
Dup Form 6 (0OCS/CC~100). The “other blood level studies" referred
0Cs/CC-100/0D S ' to in the opening section of the package
Med/MD-1 insert were included in the application
OND/MD~100 for "military use" and were approved in

~ DAD/MD-140 labeling for such.as of February 13, 1968.
Med/MD-114 They were reported in Part 9, report 67-11

in the submission of December 6, 1967,

Buy U.S. Savings Bonds Regularly on the Payroll Savings Plan
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FUBLLU HEALLIH SERVILE
A

Pebrusry 24, 1969

In reply refer to 148g.2

MG E.. @ilﬂ, Ph.D.
or, Regulstory Lisison

Aysrst Laboratories
655 Third Am
New York, New York 10017

Deay Dy, Cmejla:

The awendment submitted on November 25, 1968, to your pending
Form 6 application for Grisactin (griaeofuivln mi crosize)
Tablets, 500 mg. for non-military use to be packaged in bottles
of 60 tablets has been reviewed by the Bureeu of Miclne and
found to be satisfactory.

Please submit three specimens of each piece of I&beling involved
in the amendment, in final printed form, for approval. When
this is received, we can give further consideration to releasing
batches of these tablets submitted for testing,

Sincerely youvs,

I. David Powers
Office of Certification
Services

IDPowers: jk
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AYER S T LA B 0 RAT 0 RIE S Pharmaceuticals Through Medical Research

DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

685 Third Avenue, New York, N.Y. 10017  (212) YUkon 6-1000 / Cable: ALPHAMIN, New York

March 6, 1969

Mr. I. David Powers

Office of Certification Services
Food and Drug Administration
Washington, D. C. 20204

Dear Mr. Powers:

Subject: NDA 60-212, GRISACTIN® /griseofulvin (microsize)/ Tablets, 500 mg.
Thank you for your letter of February 27, 1962 approving the final printed label-
ing for this product. We are transmitting herewith copies of a revised printed
package insert in which we have corrected an editorial inconsistency in the sec-
tion titled "Administration and Usual Dosage". The wording, "Adults: 0.5 Gm.
daily (125 mg. g.i.d. or 250 mg. b.i.d.)", should have read, "Adults: 0.5 Gm.
daily (125 mg. g.i.d.; 250 mg. b.i.d., or 500 mg./day) .

Sincerely,

AYERST LABORATORIES

ard E. Cmejla, Fh. 2

irector, Regulatory Liaison

HEC:gj£
Encs.

L)

Laboratories: Rouses Point, New York / Montreal, Canada / Sao Paulo, Brazil / Aprilia, itaty / Naucalpdn de Judrez. Mexico

Affiliates: Argentina, Austraiia, Colombia, Puerto Rico, South Africa, Venezuela




daily, in divided doses). Dos-
age should also be individual-
ized, as with adults.

GENERAL ADJUNCTIVE
MEASURES

In order to prevent reinfection
and hence a recurrence of the
fungus disease, general hygienic
measures should be maintained.
Cleanliness is of major impor-
tance. All wearing apparel, hats,
footwear, pillows, and -certain
domestic animals are likely to
be sources of infection. In pa-
tients with tinéa capitis, tinea
barbae, or tinea unguium, clip-
ping of infected portion of hair
or nail should be done to reduce
possibility of reinfection.
AVAILABILITY .
GRISACTIN [griseofulvin (micro-
size)] X
No. 3442—Fach capsule con-
tain$ 125 mg., in bottles of 100
and 500. : o
No. 3443—Fach capsule con-

tains 250 mg., in bottles of 100
and 500.

No. 444—Each tablet (scored)
ggntains 500 mg., in bottles of

AYERST LABORATORIES
INCORPORATED

New York, N.Y. 10017

Available by arrangement with

" IMPERIAL CHEMICAL INDUSTRIES

LiMITED

RNTE,
oRINTRY

Revised December 1968. P

.
@t
GRISACTIN.

BRAND OF

GRISEOFULVIN
(MICROSIZE)

CAUTION: Federal law pro-
hibits dispensing without pre-
scription. .

GRISACTIN [griseofulvin (micro-
size)] is produced by a special
process that fractures particles
into minute crystals of irregular
shape offering a greater and
more effective surface area for
increased gastrointestinal ab-
sorption.

This enhanced absorption is re-
flected in higher serumi: levels,
and therefore half the dosage is
sufficient to produce the same
therapeutic effect as that of a
full dose of regular griseofulvin.
Blood level studies carried out
in normal fasting male subjects
clearly demonstrated an in-
creased intestinal absorption of
GRISACTIN. The same order of
serum levels resulted from a
single dose of 0.5 Gm. of Gris-
ACTIN as from a single dosé ‘of
1.0 Gm.-of regular griseofulvin.
Other blood level studies. in-
dicate that with either tablets or
capsules, absorption of griseo-
fulvin (microsize) s compar-

3442,3443,444 79




able when given in equal

amounts as a single dose.
GRISACTIN [griseofulvin (micro-
size)] has a potent fungistatic
action, particularly against those
fungi responsible for dermato-
mycoses in man and animals,
namely: :

Microsporum canis

M. gypseum

M. audouini

Epidermophyton floccosum
Trichophyton tonsurans

T. rubrum '

T. mentagrophytes

T. megnini

T. gallinae ,

T. verrucosum

T. sulfureum

T. interdigitale

T. schoenleini

T. crateriform

This preparation is not active
against:
Candida albicans (monilia)
Cryptococcus neoformans
Blastomyces dermatitidis
Actinomyces israeli
Histoplasma capsulatum
Coccidioides immitis
Malassezia furfur (tinea versi-
coloi) and bacteria

INDICATIONS

Recommended for the treatment
of ringworm infections of the
skin, hair, and nails, namely:
tinea corporis

tinea pedis

tinea cruris

tinea barbae

tinea capitis

tinea unguium (onychomycosis)
Prior to the institution of thera-
py, the type of fungi responsible
for the infection should be iden-
tified by culture.

CONTRAINDICATIONS

This drug is contraindicated in

patients with porphyria, hepato-
, cellular failure, and in individu-
als with a history of hypersensi-
tivity to griseofulvin. The use of
this drug is not justified in minor
or trivial infections which will
respond to topical antifungal
agents alone.

PRECAUTIONS

As with all antibiotics, the use
of this drug may result in an
overgrowth of nonsusceptible
organisms, particularly monilia.
Continuing observation of the
patient is essential. If new infec-
tions appear during therapy, ap-
propriate measures should be
taken.

Patients on prolonged therapy
with any potent medication
should be under close observa-
tion. Periodic monitoring of or-
gan system function, including
renal, hepatic, and hemopoietic,
should be done.

Since griseofulvin is derived
from species of penicillin, the
possibility of cross-sensitivity
with penicillin exists; however,
known penicillin-sensitive pa-
tients have been treated without
difficulty.

Safety of this drug for use in
pregnancy has not yet been
established.

SIDE EFFECTS

Serious side effects reported
with griseofulvin therapy are
‘rare and are usually associated
4with high dosages and/or long
periods of therapy.

Reactions are commonly of the
hypersensitivity type such as
skin rashes, urticaria and rarely,

@

t

angioneurotic edema, and may
necessitate withdrawal of thera-
py and appropriate countermea-
sures. Paresthesias of the hands
and feet have rarely been re-
ported after extended therapy.
Other side effects reported oc-
casionally are oral thrush, nau-
sea, vomiting, epigastric distress,
diarrhea; headache, fatigue, diz-
ziness, insomnia, mental confu-
sion, and impairment of per-
formance of routine activities;
photosensitivity (patients should
be warned to avoid exposure 1o
intense natural or artificial sun-
light).

Proteinuria and leukopenia have
been reported rarely. Adminis-
tration of the drug should be
discontinued if granulocytopenia
occurs.

ADMINISTRATION AND USUAL
DOSAGE

The amount, frequency, and du-
ration of administration are
variable, depending on the age
of the patient, severity of the in-
fection and practicality of the
regimen.

Adults: 0.5 Gm. daily (125 mg.
q.i.d., 250 mg. b.i.d., or 500 mg.
/day). Patients with less severe
or extensive infections may re-
quire less, whereas those with
widespread lesions may require
a starting dose of 0.75 Gm. to
1.0 Gm. a day. This may be
reduced gradually to 0.5 Gm. or
less after a response has been
noted. In all cases, the dosage
should be individualized.
Children: A dosage of 10 mg./
Kg. daily is usually adequate
(children from 30 to 50 Ib., 125
mg. to 250 mg. daily; children
over 50 1b., 250 mg. to 500 mg.
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AY E R S T LAB 0 R AT 0 RIE S Pharmaceuticals Through Medical RE;Z: -

DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

685 Third Avenue, New York, N.Y. 10017, (212) YUkon 6-1000 | Cable: ALPHAMIN, New Yorik

SUPPY NEW c0oRRES

.

January 23, 1970 " élﬂ/ull

Marvin Seife, M. D.

Director

Office of Marketed Drugs
Bureau of Medicine

Food and Drug Administration
Washington, D. C. 20204

Dear Dr. Seife:
Subject: NDA 60-212 GRISACTIN® Lfériseofulvin (microsizelz Tablets, 500 mg.

We are writing to advise the Administration that we have adopted a revised
system for the assignment of batch and control numbers to this product.

The system, detailed in the attached supplement to Part (8) (o) of our New
Drug Application, will be put into operation in January, 1970. Our product
distribution control procedure, presently on file, remains unchanged. We
should like the Administration to include thls information in its files for

- NDA 60-212.
Sincerely,
AYERST LABORATORIES
‘¢/4éaHoward E. Cmejla, Ph. D.
Director, Regulatory Liaison
HEC:bbg
Enc.

' Laboratories: Rouses Point, New York / Montreal, Canada / S3o Paulo, Brazil / Aprilia, italy / Naucalpdn de Judrez, Mexico
Affiliates: Argentina, Australia, Colombia, Puerto Rico, South Africa, Venezuela

Y -~



January 28, 1970
Ouy Refaz:ncez $#60-212

Howard E. Cmejla, Ph.D.
Divactor, Regulatory Liaison
Ayerst Laboratorias

683 Third Avanue

New York, New York 10017
Dear Dy. Comjla:

This is to schnowledge receipt of your submisaion of
Jasuaxy 23, 1970, describing the newly adopted Aystmn for
assigning batch and control numbers to GRISACTIN f;tise¢~
fulﬁn (mietetiseﬂ TABLBIS, 500 mg. The information pre~
santed will be iacluded in our files for Antibiotic Porm 6
#60-212

Siucerely yours,

John D. Harrison &
office of Certification ssvvtces

CC-100/0D

JDHarrison:dc




AYERST L ABORAT (o) R IE S  Prhrarmaceuticals Through Medical Research’

DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

685 Third Avehug,~ New York, N.Y. 10017 & (212) YUkon 6-1000 | Cable: ALPHAMIN, New York

e
February 11, 1970 . % /“%}ﬁ/ ALty
!

~. Mre I. David Powers
' Office of Certification Services
‘ - Food - and Drug Administration
Washington, Ds C.  2020L

Dear Mr. Powers:

,Subjéct:  NDA 60-212, GRISACTIN® (griseofulvin; microsize) Tablets, 500 mg.,
e Physicians Complimentary Dispenser.

Thank you for your comments regarding our draft labeling for a physicians U
_complimentary dispenser for this product given during our February 6th T
‘meeting in Washington. As suggested at this- meeting, and as indicated in
. our telephone conversation on January llth, we plan to make the following
“changes: i
1. Place the expiration date (48 months) and lot number on both
the dispenser and blister cartons.

@ 2 a4 the word TABIETS following Grisactin® 500, Brand of Griseo
o fulvin (microsize) on the dispenser.

3. A "sual Dosage" statement will be placed on the dispenser carton
.Since the space available on the blister carton is insufficient
for this purpose.

As T mentioned in our telephone conversation we should also like to advise
- the Administration that on March l, 1966, in conjuction with a submission
- for a sample package for Grisactif® /griseofulvin (microsize)/Capsules
250 mg., ‘NDA 13-236, a brochure entitled "Getting around the problem of
Ringworm Fungi" was submitted to the Administration and was approved on
March li, 1966 as indicated by a letter from Paul E. Ogles to Ayerst Labora- .
tories. The informational content of the brochure "Some facts on fungal
skin infections" submitted to the Administration on February 6, 1970 is
identical to the informational content of the aforementioned brochure.
ally the brochure was submitted as part of a Grisactin 500
ns sample package to the Bureau of Medicine on April 21, 1969.
_hope, ‘therefore, that the presently submitted brochure may be approved
- without delay, - B -

e hop

'LaQQ[éti?Tfes: h?"’.ei! Point, New York / Montreal, Canada / S8o Paulo, Brazil / Aprilia, Italy / Naucatpdn de Judrez, Mexico "

. .. Affiliates: Argentina, Australia, Colombia, Puérto Rico, South Africa, Venezuela




T LABORATORIES repruary 11, 1570

We.should further like to advise the Administration that an Antibiotic Form 8
for Grisactin™ 5’0((%) g;abléts allowing for the packaging .of -this product by the
: for Ayerst Laboratories was submitted- to the Office of
Certification Services on O and approved by the Administration
on 99, Repackaging No. © “was assigned at that time. We should . -
-like to ask, therefore, that the Administration disregard the duplicate. Anti-
‘biotic Form 8 inadvertently submitted for this' purpose on Febrgary.‘-‘é! 19704

Pinal printed labeling will be submitted to the Administration as soon as it

is available. Please accept my. thanks for your help in this matter.

incerely,

AYERST LABORATORIES

Henry S{ Perdne; Ph.D.
. Assistapt Director, -
' Regulatory Lisiison

HSP:eb
G
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 NDA's: Ayerst, McNeil, Schering
50-051 60-618 ©0-569

60-210 €077l e . SN
60-212 _ March 18,1970

: MEMCRANDUM.QE CCONFERENCE

PRESENT: John Jennings, M.D,

’ Alan E. Smith, M,D.
Max B. McQueen, M.D,
Jochn Sanders, M,D.
Jean D, Lockhart, M.D.
John M. Davitt
Lorant Buko, D.V.M.
Richard_Norton

Bureau of Dfugs_
¥DA :

vvvvvvv{ s

SUBJECT: Griseofulvin

Dr. Smith presented two problems concerning griseofulvin:

1. Particle size., The HAS/NRC report recommended that only the
microsize particles be marketed, The reasoning apparently was that
the micro form produces higher blood levels, Atfpresent, the UsSp
doesn't recognize the large-particle griseofulvin. They refer %o
the FDA monograph, but there is none,

2. Carcinogenicity. At the December 17, 1969, meeting of the
Ad Hoc Committee on the carcinogenicity of griseofulvin, they

noted in animal studies, They recommended labeling changes, as
well as encouraging industry to do more studies, especially studies
on other, safer, anti-fungal agents.: They were especially concerned
about long~term, prophylactic use of griseofulvin which has beéen
reported in the troops in Southeast Agia, ‘

Dr. Jennings also inquired about the willingness of the-manufacturing
firms to do more animal toxickty studies. It was felt the firms would
a2gree. Dr, Jennings then outlined the following course of action:

L. The Division of'Anti-infective Drugs should determine what
further animal toxicity studies are needed. (If necessary, ask
the Ad Hoc Committee again, ) . :

3L




Page 2 - Memo of Conf

2; It should also be determined what human absorption and
metabolism studies are needed, comparing the two particle sizes.
The statisticians might be helpful in designing such studies.

3. The three manufacturing firms should be convened soon, and

asked to do some of these studies. At least a preliminary meeting

should be held in the near future.

L, The Federal Register statement on particle size should be
deferred for the present.

5. An effort should be made to document the military use of
griseofulvin for prophylaxis against fungal infections. When
this information has been received, and given to Dr. dennlng< in
writing, he will contact the Surgeons General to point out that
prophylactlc use is ill-advised,

Jean D. Lockhart, M.D,
Medical Officer
Division of Anti-infective Drugs

cc:
Orig Form 5 '

Dup Form 5/BD-2LC

Trip Form 5

Orig Form 6/BD-240

Dup Form 6/BD-240 @Cﬁ»;z/él
BD-240

BD-140

BD-100

‘BD~32°

~Participants
BD-140/JDLockhart/3-19~70
wjs/typed/3-19-70

R/D endorsed by AESmith/BD-140/3-19-70
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AY E R S T LAB 0 RAT 0 R I E S Pharmaceuticals Through Medical Research

DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

685 Third Avenue, New York, N.Y. 10017 ¢ (212) yukon e-1000/ Cable: ALPHAMIN, New York

;§%£%f9?7€?4;0 uZi:Ch 30, 1970 Ll

- : (b) (4)
;%ﬁa‘ Pevalt ¥,

Mr. Robert C. Brandenburg

Director Sagiand

Division of Certification Services For the Commisfichor of ¥ees ead Diy
Department of Health, Education and Welfare Popariuent of Healtn, Zéveation
Food and Drug Administration Welfarg :

5600 Fishers Lane
Rockville, Maryland 20852

Dear Mr. Brandenburg:

Subject: NDA 60-212, GRISACTIN® (griseofulvin; microsize) Tablets,
500 mg., Physicians Complimentary Dispenser.

We are transmitting herewith, in triplicate, the final printed labeling

for a physicians complimentary dispenser for this product. Please note

the labeling has been revised to incorporate the suggestions of the
Administration, as outlined at a meeting, between our Dr. Svokos and
Mr. Powers of your office, in Washington on February 6, 1970.

We trust the Administration will find the labeling satisfactory and
that an early approval is granted so that we may proceed with the
preparation gisd distribution of this sample package as soon as possible.

Your help iﬁ'éXpediting this matter would be most appreciated.

We should like the Administration to retain this information in its
files for NDA 60-212.

Sincerely,

AYERST LABORATORIES
//¢f§é4b(/47%1)4ffiﬁéég?

Henry S. Perdue, Ph.D.
Assistant Director,
Regulatory Liaison

HSP:eb

SGS
Enc.

Laboratories: Rouses Point, New York / Montreal, Canada / S3o Paulo, Brazil / Aprilia. Italv / Naucalngn da.dadvas Mavinn
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AY E R S T L A B 0 RAT 0 R I E Pharmaceuticals Th"}-ough Megical Réseare.
DIVISION OF aMeERICAN HOME PRODUCTS CORPORATION 7/;

F

685 Third Avenue, New York, N.Y. 10017 « (212) YUkon 6-1000/ Cable: ALPHAMIN,

A
nuers.

September 1, 1970

ork

Merle L. Gibson, M.D.
Director

Division of Anti-Infective Drug Products

Office of Scientific Evaluation

Bureau of Drugs

FDA

5600 Fishers Lane

Rockvilie, Maryland et lel =

P
PRSI Y

Dear Dr. Gibson:

Subject: NDA 60-212; GRISACTIﬁg%griseofulvin (microsize)) Tablets,
500 mg.

Enclosed in draft form is a revised package insert for the above
Product(s). The insert has been revised to include a section on "Animal
Studies,!" as requested by officials of the Administration in g conference
with representatives of Ayerst Laboratories, McNeil Laboratories, Inc.
and the Schering Corporation on August 12, 1970. |n addition, certain
of the section headings have been revised in conformance with current

The Administration's comments on the draft will pe greatly
appreciated.

Sincerely,
AYERST LABORATORIES

Henry ¢. Perdue, Ph.D.
Assistant Director
Regulatory Liaison

Enclosure

Laboratories: Rouses Point, New York / Montreal, Canada / Sdo Paulo, Brazj| / Aprilia, Italy / Naucalpdn de Judrez, Mexico

Affiliates : Argentina, Australia, Colombia, Puerto Rico, south Africa, Venezuela



“Recoamended for the Ireatment of cingvovm nfections of the akis,

Hoke: Prier to the institutfen of therspy, the typa of fungt
¥agponsible for the infection should be fdenttfied,

The use of this drug 1 not fustified in winoy or trivial fu-
festions which will respond 2o topical antifunpsl sgents alone.
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AW@““ AYERST LABORATORIES
o A ® DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

685 Third Avenue / New York, N. Y. 10017 / Tal: (212) 986-1000 / Cable: ALPHAMIN, New York

November 10, 1970

Merle L. Gibson, M. D.

Director

Division of Anti-Infective Drug Products
Office of Scientific Evaluation

Bureau of Drugs

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Dear Dr. Gibson:

Subject: NDA 60-212; GRISACTIN® /griseofulvin (microsize)/ Tablets, 500 mg.
NDA 50-051; GRISACTIN® Agiiseofulvin (microsizeL7 Capsules, 125 and 250 mg.

Enclosed in draft form is a second revision of the package insert for the above
products. The first revision was submitted to the Administration on Sept-

ember 1, 1970. The second revision reflects changes recommended by the Admin-
istration as stated in a letter from Mr. John D. Harrison, dated October 9, 1970.
We hope the Administration will find this insert acceptable so that we may initiate
printing as soon as possible.

Six copies of the draft insert have been enclosed so that copies may be filed in
both NDA 60-212 and NDA 50-051.

Sincerely,

AYERST LABORATORIES

o - B

LI A
HSP/mdb
SGS

Encls.

DIVISION OF
CERTIFICATION
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Novewber 18, 1970

Our reference:

50-051
60210

Henry £, Pevdus, ¥h.D,
Pirector,

Begul
Ayerst Labo

Pear Dr. Pexdue:
The zevised package inserts submitted in draft form with your letters

of November 19, 1970 for Grissctin (sriseofulvin wicrosize) Tablets
and Cspanles and Griscofulvin {regular sire) Tablets sre SRTINCACTORY
with the exception of the foliowing:

Fhere sheuld be a peried rather then & comme after the last
sord (animals) in the “Actfons™ section of the Grisserin ingert,

When these inserts are svailable in finel printed form, plesse submit
thrée coples of each for approval.

Sincerely yours,

I. Bavid Powers .
Certification Services Branch
Division of Anti-Infective Drug Products

ee:
Bp-145 (3)
BD-145/0D
BD~430/1ab,
IPPowers: hb




DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

AWEﬂm> AYERST L;BdRATORlEs

b
é“ f’“"}w »«fa)

688 Third Avenue / New York, N. Y.10017 / Tel: (212) 986-1000 / Cable: ALFHAMIN, New Yo

December 6, 1971

_ C (a0
Mr. William T. Robinson Dale
Certification Services Staff g e '
Division of Anti-Infective Drug Products Aesount Ho
Bureau of Drugs ' s e
ood and D Administration 8igned, ety
1;6O<c31 Fishe?slgLane Ioiana Fedissloner of ¥ood wml

Roekville, Maryland 20852

Tensriredt ef Heslth, Edaa %
‘ RS £:3 2

Dear Mr. Robinson:
SUBJECT: NDA 60-212, GRISACTIN® (griseofulvin (microsize)) Tablets

As requested by the Administration we are submitting, in triplicate, an up-
dated Form 6 for GRISACTIN® (griseofulvin (microsize)) Tablets. Consider-
ation has been given to the recommendations appearing in your letter of
October 1, 1971 and these have been incorporated into the enclosed Form 6.
()(4)‘ is in the process of completing an
Antibiotic Form 4 for shipment of O®griseofulvin to Ayerst Laboratories,
Rouses Point, N.Y. When we have received the completed form, it will imme-
diately be forwarded to the Administration. In addition, we are also in the
process of obtaining up-dated .An'bibio};ic Form 4's from o ore

and the of

®®@,  Again these will be forwarded to the Administration as

soon as they have been completed.

A Form 8, allowing for the repackaglng of GRISACTIN® (griseofulvin (microsize))
Tablets by the ' of O® was submitted to the
Administration on ?®and was approved on ®@  Re-
packing Permit No. was a551gned Sinece this is already on file w:Lth the
Administration we have not enclosed a copy herein.

(b) (4),

In response to Item No. 5 of your October 1, 1971 letter, in process controls
are contained in Parts 3f, 3g, 3h, 3n, and 30 of the enclosed Form 6.

look forward to an early response from you.

Sincerely,

AYERST LABORATORIES

}é Henry S. Perdue, Ph.D.
Director, Regulatory Aff:

R R A A e T A w L P

HSP
S(A8:pas
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January 5, 1972

m X&k, m York 10017

Gontlemen:

This will acknowledge recelpt of your updated Porm 6°s dated December 2,
1971, for Srissctia {griseofulvin) capsules and for Crisactin
{gﬁm&ﬁtﬁn} teblets dated December 6, 1971, We have the following
comments:

1. TUuder paragraph 3(b) of your Porm 6%s, information should de
provided regarding the accountability of batches of ®® grigeofulvin,
The Form 6*s should give suffisfent details to correlate P

€ pateh mmbers of the | OO griseofulvin to your batch
numbers on the sicrosize §fissafulvin sent iato FBA for testing.
Ve pote that the mize of the batches of O griseofulvin shipped by
o O gre considersbly different from the size batches
you subalt to FBA., 1If these batches of ©® griseofulvin are not

©@4s part of your procedure,

then this information sheuld be jincorporated in the Form 6°s, Copiles
of the forms used to vecord thege correlations should be submitted,

2. The method of sssay ueed by Ayerst to determime the potency of
the microsize griseofulvin should be specified in the Form 6.

3. Since your firm has guality ceatrel laborstories in two differvent
" iscatiens, the Yorm 6 should state st which lecation,the varieus mmsph
tests are conducted,

4, The Form 6 does uot contain a couplete description of the methods
mmmummmm Copies of the master
formulas for hoth the capsules snd the teblets, cewplete with
mufagmiag divections should be submitted.

5% In m contTols are mot well defimed., W¥e expect the Porm 6
to reflect skl in process controls and the 1mu/mmmm: of
these controls.




6. The method of sssay ueed by Ayeret to determine the potemcy of
¢ grlseofulyvin capsules snd teblets sheuld be specified in the

%. Stebiiity dats chould inciude time and temperature ar submitted,
mever, the type of drug conteiner e.g. Elass or polyethylene snd

e pertinent informstion such as light amd lnmidity should slso

be included in the studies on drug atability,

\W consideration will be given your Forw 6 submissions on

griscofulvin products en recelpt of the above requested information,

Sincerely yours, .

Enn?mx’ismm‘ Stafe (8D-143)
r L Ts e ws Staft Ol
Bivieion efmmﬁm setive Brug

/g;‘iﬁ
Bp-145/0D
BD~430/Lab
WRMagney:rll-5-72

N




ct A vt AYERST LABORATORIES -
[Ayerﬁ I@ DIVISION OF‘:MERléAN HOME PRODUCTS CORPORATION

6885 Third Avenue / New York, N. Y.1Q017 / Tet: (212).986-1000 / Cable: ALPHAMIN, New York

g March 23, 1972

William E. Magner ' : -
Certifiable.Drug Review Staff (BD-145) : o ' o
Division of Anti-Infective Drug Products

Office of Scientifiec Evaluation

Bureau of Drugs

Food and Drug Administration

5600° Fishers Lane

Rockville, Maryland 20852

SUBJECT: NDA 50-051, GRISACTING (griseofulvin {microsize)) Capsules

NDA 60-212, GRISACTING (griseofulvin (microsize}) Tablets
Dear Mr. Magner: .
- The Administration's letter of Jamuary 5, 1972 requested additional informa-
"tion in regard to the updated FORAS -6 submitted to your office on December
6. 1971, The information requested has been assembled by our . e

and 1s enclosed herein for your review. Your® early consideration of
this material would be appreciated. ' :

Please irclude this information in the Administration's files for NDA 50-051
and NDA 60-212. . :
Sincerely, -

AYERST LARORATORIES

- Henry S. Perdwe, Ph.D.
- Director, Regulatory Affairs

HSP - _ - o .
SGS:¢b ' I : ‘
‘Enel.
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE

PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
ROCKVILLE, MARYLAND 20852

March 31, 1972

~
Our reference:

mIct O '

50-051 = &P ;
60-212 v L P y
60-210 ~ sz— fe,"\)/@ L~ é’low/;a/ /

(b) (4)

Ayerst Laboratories '
Attention: Henry S, Perdue, Ph,D.
685 Third Avenue

New York, New York 10017

Gentlemen:

This is in reference to your up-dated Form 6 dated December 2,
1971, amended March 23, 1972 to provide for the certification

of Grisactin (griseofulvin microsize) Capsules and Grisactin
(griseofulvin microsize) Tablets, We have the following comments:

1. The amendment dated March 23, 1972, refers to the receipt
of the microsized griseofulvin from 79 The sub-

mission states the material is subjected to testing and then

®) @
released |
®@
(c) Please explain how and when the batches are sampled
that are submitted to FDA.
® @

2,

Following this page, 1 page withheld in full - CCI (b)(4)



Page 3- Ayetst Laboratories

Our position is that

We are requesting that Ayerst

Please be advised that

cecs

<:E§-145 >
BD-145/0D
BD-430/1ab,
WEMagner:hb

Sincerely yours,

William E. Magner
Certifiable Drug Review Staff (BD-145)
Division of Anti-Infective Drug Products

N TN e s e
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DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

@y@ﬁﬁ AYVERST LABORATORIES
d

685 Thlr"d Avenue / New York, N.Y.1C017 / Tel:-(212) 986-1000 / Cabile: ALPHAMIN, New York

May 8? 1972

William E. Magner

Certifiable Drug Review Staff (BD-1145)
Division of Anti-Infective Drug Proaucts
Offiee of Scientific Evaluation

Bureau of Drugs

¥ood and Drug Administration

%600 Fishers Lane

Rockville, Maryland . -

Dear Mr. Magner:

Subject: NDA 50-051, GRISACTIN® (griseofulvin) Capsules
;  NDA 60-212, GRISACTIN® (griseofulvin) Tablets

T™he Administration's letter of March 31, 1972 requested, in part, additional
*~formation in support of the up-dated FORNMS -6 for the above mentioned pro=-
{ .cts. The additional information has been obtained and is detailed in the
attached memorandun from cur Mr. OO Ye trust we have now satis-
factorily answered all of the Administration's questions in regard to our
two GRISACTIN FORMS -6,

Please include this information in the Administration's files for NDA 50-051
and NDA 60-212,

Sincerely,

AYFRST LABORATORIES

Ay A

Henry S. Perdue, Ph.D.
Director
Regulatory Affalru

HSP
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Juns 19, 1972

Our reference:
60-212 (1433.2)

“Ayernt Laboratories
Attention: Henry S, Perdue, Ph,D,
685 Third Avenue
New York, Rew York 10017.

Gentlemen;

We have completed our review of the submission of Necember 6, 1971,
cmended March 23, 1972, which provides for the up-dating of your

Form 6 for Gria&ctin (brileofulvln) 500 mg. per cahlc: sy
RO L SR v BLHG ; l:ﬂiﬁﬂiﬁaﬁ@ﬂ&:ﬂ
i -"!a-,.l-‘."_..':

ik 3.

. ¥ Y fuaﬂlﬂﬁﬁiﬂﬂ
mwmmwmmwmmwﬂ?

An approved copy of the aﬁpllcation 1e enclonsed for your files,

Your firm is now ir. a pooition to request certificaticn of batches
of griaeofulvin tablets 500 og . manafactured, packnged and labeled
¢ described in the Forw 6 spplication.

The Forﬁ;g épplication ghould be kept up-to-date. Any changes
or revisions in the manufacturing process, coutrnle, laboratury
procadures or labeling ahould be submitted ae an amondment to
the Form 6 application,

Sincerely yours,

Willium F. Msgner
Cartifiable Drug Review Staff (Bn=-145)
Division of Antl- Infective Drug Products

Enclosuyvae
. NYK-DO
D- 145

“ED-145/0D

'jk&f-&BO/lab.
Magner:hb




0CS Review Porm 6 Addendum

#60-212
#50-051

Griseofulvin Tablets snd Capsules

Ayerst Laboratories

New York, New York

The firvm submitted the additional material requested in our letter
of Janumry 5, 1972,

On June 7 end 8, 1972, I visited Ayerst Lsboratories in Rouses Point,

The firm was found to be operating essentislly as specified in
the Porm 6.

(b) (4)

e

Wiliism E. m: BD- 145
June 19, 1972






