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Ayerst Laborateries
Attention: Henry S. Perdue, Ph.D.
685 Third Avenue ‘

New York, NY 10017

Gentlemen:

“‘Reference is made to your ébbﬂé?fatgé new drug application submitted
pursuant to Seetion 505(b) of 2 Federal Feod, Drug, and Cosmetic Act
for Conjugated Estrogens ‘Vaginal . 0.625 mg./g. '

Reference 15 also made to;yﬁur_gmeﬁfi”"zé'égteg_sggggmhgp-gﬁ, 1977,
Decerber 8, 1977, danuary 12, 1978, Gctober 5, 1978 and October 12, 1978.

: & - COm ‘vfeﬁ»efgﬁki“-éﬁbreviﬁ%e@:naw-drag~apﬁt%catian
and hava cencluded that the drig is safe aj effective for use as
recommended in the submitted Tabéling: Aecordingly, the application
is approved. SR

~ Any significant change 1n the conditions outlined in this abbreviated
new drug application, requires an a raved supplemental appli -

- before the change may be made, ex for changes made in co

with other provisions of Section 314.8 of the new drug regulations:

This Administration sheuld be advised of an
status of this drug. S

Ajéﬁ%gge}ig the tarketing

The requirement for adequate dats to - the blelogic availability
is being deferred at the present | . However, ou “action in approving
this application ¥s based upon an ng that 1f this requirement
is reinstated you will perform the sppropriate procedures, ' '

Promotion of a product marketed agé§r5anf&§hrﬁéfateé new drug applicatfon
must not convey the impression thﬁﬁﬁgba"yﬁsdggtv{s a new entity,

.Tbe enclosures summarize the caa&f@iéﬁs’féiégiag’ta the approval of
this agﬁ?ic&ﬁieg. i A »

cc:
BUF DO

. HFD-614
- WKarusaitis/JILMeyer/MAJarski

R/D init JLMeyer/MSei fe 10/16/78
Ps/10/16/78 e b
- approved

R of Generic Drug'Menographs
; -Offiee of Drug Monographs
io}16f7§f Bureay of Drugs

slosures:  WWavac fle/ 7 -
~Landitions of Approva? of a New Drug Application Yo
Becords and Reports Requirements ‘ /




NDA ‘NUMBER -

PROVAL : ’ R 83273

N OR SUPPLEMENT o DATE APPROWGGFT-FE'S.%.

- ‘ NOTIC]
' NEW DRUG APPIL]

FROM:

EIA'Bureau of Drugs .

[ ] Bureau ‘of Veterinary Medicine

ATTENTION

ublication only after approval letter has béen issued and the date of
approval ‘has been en : :

F APPLICATION

CATEGORY

RO T @!‘. A L r anpa o YO uman [ veT

TABLISHED R NONPROPRIETARY NAME (fz[ any) OF DRUG.

HOW DISPENSED

E INGREDIENT(S) (as de
d on label, )

IPAL: | NDJCATIQN OR PHARMACOL.OGICAL CATEGORY

. _ o - COMPLETE FOR VETERINARY ONLY"
AL SPECIES FOR WHICH APPROVED, ' -

COMPLETE FOR SUPPLEMENT ONLY

‘CHANGE APPROVED TO PROVIDE FOR .

FORM PREPARED BY

DATE "

FORM APPROVED BY

{oaTe

"P REV IOUS EDITION MAY BE USED UNTIL SUPPLY is EXHAUSTED

"FORM FD 1642 (2/75)



CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
20-216

CHEMISTRY REVIEW(S)




— v . PR IR

N T N - . ——— - vy ta ‘e —— - e cem— . . . ——

CHEMIST's: REVIEW FOR - © Statenent Date: e
AB2REVIATED NEW DRUG APPLICATION | - Date: | NDA NUMBER: .g3.573

OR SUPPLEMENT .

BAME AND ADDRESS OF APPLICANT . [ORTGINAL
© Ayerst Laboratories . - B AMENDMENT xxx

<York, NY 10017 = . B o _ SUPPLEMENT
- New-Yor ) ' RESUBMISSION

e ' ‘ ' CORRESPONDENCE:
c P N
PURPOSE OF AME NDMENT/SUPPLEMENTmanufactumng and Tabeling ~—JREPORT
9-16,1977; 12-8,1972 1-125 1978 10-5,78 aid 10-12-78 OTHER

"|DATE(s}- of SUBMISSIC -

FHARMACOLQGICAL CATE ORY NAME OF DRUG DRUG S ] . HOW DISPENSED

'lﬂ)‘T"_s GE FORM(S) ' | POTENCY(IES) .. .. . |RELATED IND/NOA/ORME" .
vag1na] cream R R 0.625 mg./g.. : . we T ,44_F ot e : ‘

37 Con estregen-f-"' T canjugated- estrogens R I e 0TC

STErTTR———— E— -4
_LABELING _ : — . T A;. i
e see med1ca1 off1cer S - rev1ews of :y TR ST S

BIQLOGIC AVAILABILITY .
. not requ1red P

ESTABLISHENT INSPECTION - '
: sat1sfactory per HED-322 memo of 10 11 77 based on 1nspect1on of 3-7-77

‘COMPONENTS, >CGJPGSITION MANUFACTURINGA CONTROLS

T SatTSfaCtory ~Firm. makes comm1tments to. further deane prlduct R

“...
- ‘. K

PACKAGING
.= ;.~,.sat1sfactory

“o

-
-
Y

"’STABILm R
Pmt‘m" . satisfactary - Dol T

Exp. Date' 24 "“_’f

REMARKS AND

i"‘,LUSION approval majarski . -,.f ,  _ (2;&;;i | R - -

[—
.



.‘Fcéera! Reuister

' NDA tlumber

C: "ulcT‘lC ,'f-‘]; %) F\D !
o 'J‘ L .'\‘|f\‘L(‘ ‘..l..'"-.'-‘ ‘.(‘l l\o i, l\.:\l ACQ ':‘ILQLCE:;“-L Da‘-:—
FILRCE
) oR S?'JLLH..f 83 273
) A | | AF - My ")"*r S
fovﬁw, and Address of Applicant (City and State) Original - ————
tHars Amendment —
ayerst labs Supplement —
div. of amerlcan home products corp Resubmission .
new. yorkm NY 10017 - JCorrespondance ___
Repert —
Qtnzrc i
Purpose cf Amendment/Supplement - Date(s) of SJDW'S°'°‘.
report + amend 2/4/76(both)

Fharmacological Category

Mame o. Drug

premarln(conjuqated estroqens)

. estrogens _
Bosage Form(s) Potency (ies) How Dispensed
Rx XX
tongécal - 0 625 mcq per g.
. vaginal cream NTC

Packaging/Sterilization

. requested

. - ..

'Samples

submitted & previously
evlauated

Related 1HD/HDA/YF

Labeling

as per MO(vvkarusaitis)

Biologic Ava}labiiity

[ —

NC

| S——

Establishment tnspection

NC

hES

-

Components,

——

~

Composition, Manufacturing and Controls
as per letter to issue

[

Remarks

‘rev w/f

gnillar

Cenclusion
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REVIEW OF AMENDMENT
DATE COMPLETED: 10-16-78 ANDA #: 83-273
CO. NAME: Ayerst Laboratories
685 Third Avenue
New York, NY 10017
NAME OF -DRUG: Trade: Prem;}in Vaginal Cream
~ Generic: Conjugated Estrogens USP Vaginal Cream
TYPE OF SUBMISSION: Amendment |
DATE OF SUBMISSION: 10-5-78
CLINICAL EVALUATION:

1. Review of Studies: Chemical and manufacturing data are to be reviewed
by the chemist.

2. Review of Labeling:

_ Container labels: FPL's are satisfactory for the cartons (42.5 g. or 1.5 o0z.)
combination package and refill package. _
b(4)

(tube) - 8 g. (0.28 oz.)

42.5 g (1.5 0z.) ~- satisfactory

Instructions for Use of Applicator is satisfactory.

Package insert: FPL dated Sept. 1978, is satisfactory -- (paper is
heavier or thicker and HOW SUPPLIED section has been shortened).

Patient Package Insert: FPL dated Sept. 1978, is satisfactory -- (HOW
SUPPLIED section has been shortened). '

CONCLUSION: FPL;s are satisfactory.
RECOMMENDATIONS: ~Approval of the submission provided the manufacturing and

chemical data are satisfactory.
£
f;’ /
N an

erQ-Seife, M.D. % r

cc:dup
MS/wlh/10-16-78
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REVIEW OF AMENDMENT RESUBMISSION

DATE COMPLETED: 4-3-78 ‘ ANDA#: 83-273

CO. NAME: Ayerst Labs,
ADDRESS: NY NY 10017

NAME OF DRUG: Trade: Premarin Vaginal Cream
Generic: Conjugated Estrogesn Vaginal Cream

DATE OF SUBMISSION: 9-16-77
TYPE OF SUBMISSION: Resubmission (Reply to FDA Letters 3-8-77: 5-9-77)
CLINICAL EVALUATION:

REVIEW OF STUDIES:

Pertinent Data is to be reviewed by the chemist v s

Bioavailability requiremnt: Not required
Full manufacturing information: Required

REVIEW OF LABELING:

a) Container Labels: Satisfactory
Net weigh 1 1/2 oz.: 42.5
Refill package '
DRAFT . Physician's coﬁplimentary Package NT WT, 0.28 oz.

b) Insert-Labéling: Satisfactory
Date: 7-15-77

DRAFT Firm 9-16-77 Final printed labels will be forwarded when they become
available.

4-3-78 Not available to date:

CONCLUSION: Labeling is satisfactory (Draft)
await FPL :

Question: What is the PH of the product?

RECOMMENDATIONS: The firm is to be so notified.
Send PPI

V.V. Karusaitis, M.D.

cC.
DUP

VVKarusaitis/ps/4/13/78



g» ' REVIEW OF RESUBMISSION, FPL
- DATE COMPLETED: v§-26—78 ANDA #: 83-273

CO. NAME: Ayerst Laboratories
NY, NY 10017
NAME OF DRUG: Trade: Premarin Vaginal Cream

Generic: Conjugated Estrogens USP Vaginal Cream

DATE OF SUBMISSION: 1-12-78
TYPE OF SUBMISSION: Resubmission
CLINICAL EVALUATION:
1. Review of Studies: _
Pertinent data is to be reviewed by the chemist.
Bio requirement - required
2. Review_of Labeling:
Container labels: Satisfactory
— tube of-8 g. (0.28 oz.)
- 42.5 g (11/2 oz.) -b(4)
carton label box 11/2 oz. (42.5 g.) '

Insert labeling: Satisfactory
date: 9-77

Dec. 8, 1977 submission: ‘Reply to FR 7-22-77
PPI: Sept. 1977

- CONCLUSION: Insert labeling is satisfactory. -PPI and container labels are
satisfactory. ,

RECOMMENDATIONS: The firm is to be so notified.

V4 Karusaitis, M.D.
cc:dup
WK/wib/4-26-78
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NDA 20-216

Wyeth-Ayerst Laboratories

Attention: Mr. Justin R. Victoria

Assistant Vice President, Regulatory Affairs LEC

P.0. Box 8299 EC 10 1991
Philadelphia, PA 19101-1245

Dear Mr. Victoria:

Reference is made to your approved Abbreviated New Drug Application for
Premarin (conjugated estrogens) Vaginal Cream, ANDA 83-273.

The Division of Metabolism and Endocrine Drug Products is assuming
responsibility for this application. In order to enter it into our document
stream, it must be renumbered as a NDA. The official receipt date is
September 10, 1991, and the new reference number is/NDA 20-216.

J

As this drug product is already approved, and remains so, no filing date will
be determined.

Please begin any communications concerning this application by citing the NDA
number listed above. Address all correspondence to:

Solomon Sobel, M.D.

Food and Drug Administration

Center for Drug Evaluation and Research (HFD-510)
Attention: Document Control Room 14B-03

5600 Fishers Lane

Rockville, MD 20857

Should you have any questions concerning this NDA, please contact Dr. James
Cheever at (301) 443-3520.

Sincerely yours,

%/ =1/
hn R. Short

Supervisory Consumer Safety Officer
Division of Metabolism and

Endocrine Drug Products (HFD-510)
Center for Drug Evaluation and Research



NDA 20-216 Page 2

cc:  NDA Arch
HFD-510
HFC-130/JAl11en
HFD-600
HFD-510/SSobel/PCorfman/LGolden/YChiu/MBennett/Adordan
HFD-511/JChegver/11.29.91/N20216AK.001

Concurrences: JShort 12/2/91

ACKNOWLEDGE LETTER

Lo
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Ayerst)|

685 Third Avenue /

Marvin Seife, M.D.
Director

Division of Genmeric Drug Monographs R

Office of Secientifie
Bureau of Drugs HFD-

) ,
ot .4Zi2ész .l
§ e e
3 R ET s
Y

AYERST LABORATORI ES

DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

T T
New York, N. Y. 10017 / Tel: (212) 986-1000 / Cable: ALPHAMIN, New York

SRAVERT L ST b ceaml -,

December 17, 1976

/
Vi

T N 8 s
WU !_ <;:

URIG Afrs

Evaluation

Attn: DOCUMENT CONTROL ROOM 16-T2 ' Pl
Food and Drug Administration LI

5600 Fishers Lane

Rockville, Maryland 20852

SUBJECT: NDA 83?

Dear Dr, Seife:

PREMARIN® (Coniggated Estrogens, U,.S,.P,) Vaginal Cream

In accord with the Administration's Notice published in the Federal Register

en October 29, 1976 (
a supplemental applic

b1 FR ¥7573), we are submitting herewith, in triplicate,
ation te provide for revised labeling which is sub-

stantially the same as that contained in the above Notice,

This labeling will be
of the final printed

HSp
KGK:se
Enclosures

placed inte effect by December 29, 1976. Twelve copies
Package circulars are enclosed with this submission,

Sincerely,
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

ROCKVILLE, MARYLAND 20852
NEW DRUG APPLICATION
. (Title 21, Code of Fede

AYERST LABORATORIES

» -

;’\Iame of applicant

Form Approved
. OMB No. 57 -R0003

(DRUGS FOR HUMAN USE)
ral Regulations, § 130.4)

Address

4

685 Third Avenue, New York, New York 10017

Date December' 17, 1976

Name of new drug

PREMARIN® (Conjugated Estrogens, U.S.P.) Vaginal Cream

kI Original application (regulation $ 130.4).

] Amendment to original, unapproved application
(regulation § 130.7).

[C] Abbreviated application (regulation § 130.4(f)).

[j Amendment to abbreviated, unapproved application

{regulation $ 130.7).

[] Supplement to an approved application (regulation §130.9).

ID Amendment to supplement to an approved application.

The undersigned submits this application for a new drug pursuant to. section 505(b) of the Federal Food,
Drug, and Cosmetic Act. It is understood that when this application is approved, the labeling and advertising for
the drug will prescribe, recommend, or suggest its use only under the conditions stated in the labeling which is

‘part of this application; and if the article is a prescription drug, it is understood that any labeling which
furnishes or purports to furnish information for use or which prescribes,

recommends, or suggests a dosage for

use of the drug will contain the same information for its use,- including indications, effects, dosages, routes,
methods, and frequency and duration of administration, any relevant warnings, hazards, contraindications, side
effects, and precautions, as that contained in the labeling whichis part of this application in accord with $1.106(b)

(21 CFR 1.106(b)).

It is understood that all representations in this application apply to the drug produced until

an approved supplement to the application provides for a change or the change is made in conformance with other

provisions of $130.9 of the new-drug regulations.

Attached hereto, submitted in the form described in §130.4(e) of the new-drug regulations, and constituting

a part of this application are the following:

"'1._Table of contents. The table of contents should’

-specify the volume number and the page number in which

the complete and detailed item is located and the volume
number and the page number in which the summary of that
item is located (if any).

2. Summary. A summary demonstrating that the applica-
tion is well-organized, adequately tabulated, statistically
analyzed (where appropriate), and coherent and.that it
presents a sound basis for the approval requested. The
summary should include the following information: (In
lieu of the outline described below and the evaluation
described in Item 3, an expanded summary and evaluation
as outlined in §130.4(d) of the new-drug regulations may
be submitted to fac1l~ft?a>t_e‘ the review of this application.)

a. Chemistry.’

i fChemigal_- structural formula or description for any

‘new-drug substance.

. ii. Relationship' to other chemically or pharmacologi-
cally related drugs.”

iii. Description of dosage form and quantitative com-
position.-

b. Scientific rationale and purpose the drug is to serve.

c. Reference number of the investigational drug no--
tice(s) under which this drug was investigated and of any
notice, new-drug application, or master file of which any
conteats are being incorporated by reference to support
this application.

d. Preclinical studies. (Present all findings including
all adverse experieaces which may be interpreted as
incidental or not drug-related. Refer to date and page
number of the investigational drug notice(s) or the volume
and page number of this application where complete data

:Fd feports appear.)
i. Pharmacology (pharmacodynamics, - endocrinology,

- metabolism, etc.).

FD FORM 356H.(4/71)

#Z. Toxicology,and pathology: Acute toxicity studies;
subacute and chronic toxicity studies; reproduction and
teratology studies; miscellaneous studies.

e. Clinical studies. (All material should refer specifi-
cally to each clinical investigator and to the volume and
page number in the application and any documents in-
corporated by reference where the complete data and re-
ports may be found.) :

i. Special studies not described elsewhere.

ii. Dose-range studies.

iii. Controlled clinical studies.

iv. Other clinical studies (for example, uncontrolled or
incompletely controlled studies).

v. :Clinicalf laboratory studies related to effectiveness.

vi. Clinicalllaboratory studies related to safety.

véi. Summary of literature and unpublished reports avail-
able to the applicant.

3. Evaluation of safety and effectiveness. a. Sum-
marize separately the favorable and unfavorable evideésice
for each claim in the package labeling. Include references
to the volume and page number in the application and in
any documents incorporated by reference where the com-
plete data.and reports may be found.

b. Include tabulation of all side effects or adverse
experience, by age, sex, and dosage formulation, whether
or not considered to be significant, showing whether ad-

-ministration of the drug was stopped and showing the

investigator’s name with a reference to the volume and
page number in the application and any documents in-
corporated by reference where the complete data and re-
ports may be found. Indicate those side effects or adverse

- experiences considered to be drug-related.

4. Copies of the label and all other labeling to be used
for the drug (a total of 12 copies if in final printed form,

] " . 4 copies if in draft form):
PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED.



JRSUSE——.

a. Each label, or other labeling, should be clearly
identified to show its position on, or the manner in which
it accompanies, the market package.

b. If the drug is to be offered over the counter, labeling
on 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 ‘sponsored by or on behalf of the- applicant
and directed to the layman. If the drug is intended-or
offered for uses under the professional supervision of a
practitioner licensed by law to administer it, the applica-
tion should also contain labeling that includes adequate
information for all such uses, including all the purposes
for which the over-the-counter-drug is'to be advertised to,
or represented for use by, physicians.

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 practitioners can use the drug
for the purposes for which it is intended, including all
the purposes for which it is to be advertised or repre-
sented, in accord with §1.106(b) (21- CFR 1.106(b)). The
application should include any labeling for the drug
intended to be made available to the layman.

d. If no established name exists ‘for a new-drug sub-
stance, the application shall propose a .ponproprietary
name for use as the established name for the substance.

e. Typewntten or other draft labeling copy may be sub-
mitted for preliminary consideration of an apphcatmn. An
apphcanon will not ordinarily be approved prior to the
submission of the final printed label and labeling of the
drug.

f- No application may be approved if the labeling is

false or misleading in any particular.
(When mailing pieces, any other labeling,.or advetnsmg
copy are devised for promotion of the new drug, samples
shall be submitted at the time of initial dissemination of
such labeling and at the time of initial placement of any
such advertising for a prescription drug (see §130.13 of
the new-drug regulations). Approval of a supplemental
new-drug application is required prior to use of any pro-
motxonal claims not covered by the approved applxcauon )

" 5. A statement as to whether the drug is {or is not)
limited in its labeling and by this. application to use
under the professional supervlsmn of a practitioner
licensed by law to administer it.

6. A full list of the articles used as. components of
the drug. This list should include all substances used
in the syathesis, extraction, or other method of preparation
of any new-drug substance, and in the preparation of the
finished dosage fornr, regardless of whether they undergo
chemical change or are removed in the process. Each
substance should be identified by its established name,
if any, or complete chemical name, using structural
formulas when necessary for specific identification. If

.any- propnetary preparation is used as:a component;the

propuetary name should be followed by a complete quan-
titative statement of composition. Reasonable alternatives
for any listed substance may be specified.

7. A full statement of the composition of the drug.

The statement shall set forth the name and amount of
edach ingredient, whether active or not, contained in a

stated quantity of the drug'in the form in which it is to be
distributed (for example, amount per tablet. or per mil-
liliter) and a batch formula representative of that to be
employed for the manufacture of the finished dosage form.
All ‘components should be included in the batch formula
regardless of whether they appear in the finished product.
Any calculated excess of an ingredient over the label
declaration should be designated as such and percent
excess shown. Reasonable variations may be specified.

~

8. A full description of the methods used in, and the
facilities and controls used for, the manufacture, process=
ing, and packing of the drug. Included in this description
should be full information with respect to any new-drug
substance and to the new-drug dosage form, as folldws;
in sufficient detail to permit evaluation of the adequacy

of the described methods of manufacture, processing, am’t ™,

packing and the described facilities and controls t6.
determine - and preserve the 1dent1ty, strength, quality,
andpurity -of the drug:

a. A description of the phys1cal facxhtxes mcludmg
building and equipment used in manufacturmg, processing,
packaging, labeling, storage, and control operations.

b. A description of the qualifications, including educa-

‘tional- background and -experience, of the technical and

professional personnel who are responsible for assuring
that the drug has the safety, identity, strength, quality,
and purity it purports or is represented to possﬁs_\aud a
statement of their responsibilities.

c. The methods used in the synthesis, extraction,
isolation, or purification of any new-drug substance. When
the specifications and controls applied to such substance
are inadequate in themselves to determine its identity,
strength, quality, and purity, the methods should be
described" in sufficient detail, including quantities used,
times, temperatures, pH, solvents, etc., to determine
these \éharactenstlcs. Alternative methods or variations
in methods within reasonable limits that do not affect
such characteristics of the substance may be specified.

d. Precautions to assure” proper, identity, strength,
quality, and purity of the raw materials, whether active ot
not, including the specifications for acceptance ‘and
methods of testing for each lot of raw material.

e. Whether or not each lot of raw materials is given a
serial number to ideatify it, and the use made of such
numbers in .subsequent plant ‘operations.

P the applicant does not himself perform all the
manufacturing, processing, packaging, labeling, and con-
trol operations for any hew-drug substance or the new-dri

Rz
dosage form, his statement identifying each person who~

will perform any part of such operations and designating
the pare; and a signed statement from each such person
fully describing, directly or by reference, the methods,

. facilities, and controls in his part of the operation.

g- Method of preparation of the master formula records

-and individual batch records and: manner in which these

records are used.
b. The instructions used in the manufacturing, process-
ing, packaging, and labeling of each dosage form of the

-new. drug, including any special precautions observed in

the operations.

i. - Adequate information with respect to the character-
istics of and the test methods employed for the container,
closure, .or other component’ parts of the drug package to
assure their suitability for the intended use.

j» Number of individuals checking weight or volume of

each individual ingredient entering into each batch of the.-- . -

drug.
-k. Whether or not the total weight or volume of each
batch is determined at any -stage of the manufacturing

process subsequent to making up a batch according to the

formula card and, if so, at what stage and by whom it is
done.

I Precautions to check the actual package yield pro-
duced from a batch of the drug with the theoretical yield.
This should include a description of the accounting for
such items as discards, breakage, -etc., and the  criteria
used in accepting or rejecting batches of drugs in the
event of an unexplained discrepancy.

m. Precautlons to assure that each lot of the dtug is
packaged with ' the proper label and labeling, includ’
provisions for labeling storage and inventory control. %_



~which they are subjected.

n. The analytical controls used during the various
stages of the manufacturing; processing, packaging, and
labeling of the drug, including a detailed description of
the collection of samples and the analytical procedutes to
The analytical procedures
should be capable of determining the active components

‘\gvithin a reasonable degree of accuracy and. of assuring

_the identity of such components. If the article is.one that

. is represented to be sterile, the same .informagion’ with

" become available.

regard to the manufacturing] processing, packagirg, ,and
the collection of samples of the, drug should be given for
sterility controls. Include the standards used for ac-
ceptance of each lot of the finished drug. '

o. An explanation of the exact significance of the
batch control numbers used.in the ‘manufacturing, process-
ing, packaging, and-labeling of the drug, including the
control numbers that appear on the label of the finished
article. State whether these numbers enable determina-
tion ‘of the complete manufacturing history of the product.
Describe ‘any methods used to permit determination of the
distribution of any batch if its recall is required. ) '

p- A complete description of, and data derived from,
studies of the stability of the drug, including information
showing the suitability of the anmalytical methods used.
Describe any additional stability studies underway or
contemplated. Stability data should be submitted for any
new-drug substance, for the finished dosage form of the
drig in the container in which it is to be marketed, in-
cluding any proposed multiple-dose container, and if it is

to be put.into solution at the time of dispensing, for the )

solution prepared as directed. State the expiration date(s)
that will be used on the label to preserve the identity,

“strength, quality, and purity of the drug until it is used.

(If no expiration date is proposed, the applicant must
justify its absence.) .

q. Additional procedures employed which are designed
to prevent contamination and otherwise assure proper
control of the product. )

:An dapplication may be refused. unless it includes

-adequate ‘information showing that the methods used in,

and the facilities and controls used for, the manufacturing,
processing, and packaging of the drug are adequate - to
preserve its identity, strength, quality, and putity in con-
formity with good manufacturing practice and  identifies
each establishment, showing the location of the plant
conducting these operations.) .

9. Samples of the drug and articles used as compo- .

nents, as follows: a. The following samples shall be sub-
mitted with the application or:as soon thereafter as they
Each sample shall consist of four
identical, separately packaged subdivisions, each -con-
taining at least three times the amount required to per-
form the laboratory test procedures described in“the ap-
plication to determine compliance with its control speci-
fications for identity and assays: )

i. A representative sample or samples of the finished
dosage. form(s) proposed, in the application aqd, employed
in the clinical investigations and a representative sample

or samples of each new-drug substance, as  defined in

§130.1(g), from thé batch(es) employed in the production
of such dosage form(s). ’

ii. A representative sample or samples of finished®”

market packages of each dosage form of the drug prepared
for initial marketing and, if any such sample.is not from a

commercial-scale production batch, such a sample from a-

representative commercial-scale production batch; and a
representative sample or samples of each new<drug sub-
stance as defined in §130.1(g), from the batch(es) em-
ployed in the production of such dosage form(s). '
iii. A sample or samples of any reference standard and
‘tank used in the procedures described iii- the application
it assaying each new-drug substance and other assayed

components of the finished drug: Provided, however, That
samples of reference standards recognized in the official
U.S. Pharmacopeia or The National Formulary need not
be submitted unless requested: )

b. Additional samples shall be submitted on-réquest.

¢. Each of the samples submitted: shall beappropei-

ately packaged and labeled to preserve its characterisricgy -+
to identify the material and the quantity in each sub-

.division of the sample, and to identify each subdivision

with the name of the applicant and the new-drug applica-
tion to which it relates.

d. There shall be included a full list of the samples
submitted pursuant to Item 9a; a statement of the addi-
tional samples that-will be submitted as soon as avail-
able; and, ,with respect to each sample submitted, full
information with respect to its identity, the origin of any
new-drug substance contained therein (including in the
case of new-drug substances, a statement whether it was
produced on a laboratory, pilot-plant, or full-production
scale) and detailed results of all laboratory tests made to
determine the identity, strength, quality, and purity of
the batch represented by the sample, including assays.
Include for any reference standard a complete description
of its preparation and the results of all laboratory tests
on it. 'If the test methods used differed from those de-
scribed in the application, full details of the methods
employed in obtaining the reported results shall be sub-
mitted.

e. The requitemesits of Item 9a may be waived in
whole” or in part on request of the applicant or otherwise
when any such samples are not necessaty.

/- If samples of the drug are. sent under separate
cover, they- should be addressed to the attention of the
Bureau of Medicine and identified on_the outside of the
shipping carton with the name of the applicant and the
name of the drug as shown on the application.

. 10." Full reports of preclipical investigations that have
been made to show whethef or not the drug is safe for use
and effective in use. a. An application may be refused
unless it contaias full reports of adequate preclinical
tests by all methods reasonably applicable to a determina-
tion of the safety and effectiveness of the drug under the
conditions of use suggested in the proposed labeling.

b. Detailed reports of the preclinical investigations,
including * all studies made on laBoratory animals, the
methods used, and the results obtained, should be clearly
set forth. Such infoimation: should include identification
of the person who conducted each investigation, a state-
ment of where the investigations were conducted, and
whete ‘the underlying data are available for inspection.
The animal studies may not be considered adequate unless
they give proper attention to the conditions of use recom-
mended in the proposed labeling for the drug such as, for
example, whether the drug is for short- or long-term ad-
ministration or whether it is to be used in infants, chil-
dren, pregnant women, or women of child-bearing poteatial.

. Dertailed reports of any pertinent microbiological |
and .in vitro-studies. )
" 'd.” Summarize and provide a list of literature refer-
ences (if ‘available) to all other preclinical information
known te the applicant, whether published or vapublished,
that 'is pertinent to an evaluation of the safety or effec-
tiveness of the drug.

11. List of investigators.

a. A complete list of all

>"invé'stight'0rs' ‘supplied with the drug including the name
‘and post office address of each investigator and, following

each name, the volume and page references to the in-
vestigator’s report(s) in this application‘and in any docu-

"ments incorporated by refererice, or the explanation of the

omission of any reports.
"b. The unexplained omission of any reports of in-
vestigations made with the new drug by the applicant, ot
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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
applicant from published literature or other sources,
whether or not it would bias an evaluation of the safety
of the drug or its effectiveness in use, may constitute
grounds for the refusal or withdrawal of the approval of
an application.

12. Full reports of clinical investigations that have
been made to show whether or not the drug is safe for use
and effective in_use. a. An application may be refused
unless it contains full reports of adequate tests by all
methods reasonably applicable to show whether or not the
drug is safe and effective for use as suggested in the
labeling. R

b. An application may be refused unless it includes
substantial evidence consisting of adequate and well-
controlled investigations, including clinical investiga-
tions, by experts qualified by scientific training and ex-
perience to evaluate the effectiveness  of the drug in-
volved, on the basis of which it could fairly and respon-
sibly be concluded by such experts that the drug will have
the effect it purports or is represented to have under the

conditions of use prescribed, recommended, or suggested

in the proposed labeling.

¢. Reports of all clinical tests sponsored by the ap-

plicant or received or otherwise obtained by the applicant
should be attached. These reports should-include ade-
quate information concerning each subject treated with
the drug or employed as a control, including age, sex,
conditions treated, dosage, frequency of administration
of the drug, results of all relevant clinical observations
and laboratory examinations made, full information con-
cerning any other treatment given pi:eviously or concur-
rently, and a full statement of adverse effects and useful
results observed, together with an opinion as to whether
such effects or results are attributable to the drug under
investigation and a statement of where the underlying
data are available for inspection. Ordinarily, the reports
of clinical studies will not be regarded as adequate
unless they include reports from more than one inde-
pendent, competent investigator who maintains adequate
case histories of an adequate number of subjects, de-
signed to record observations and permit evaluation of
any and all discernible effects attributable to the drug in
each individual treated and comparable records on any
individuals employed as controls. An application for a
combination drug may be refused unless there is sub-
stantial evidence that each ingredient designated as
active makes a contribution to the total effect claimed
for the drug combination. Except when the disease for
which the drug is being tested occurs with such infre-
quency in the United States as to make testing im-
practical, some of the investigations should be performed
by competent investigators within the United States.

d. Attach as a separate section a completed Form
FD-1639, Drug Experience Report (obtainable, with in-
structions, on request from the Department of HEW. Food

and Drug Administration. Bureau of Drugs (BD-200) Rock- .

ville, Maryland 20852), for each adverse experience or, ‘if
feasible, for each subject or patient experiencing one or
more adverse effects, described in Item 12¢, whether or
not full information is available. Form FD-1639 should
be prepared by the applicant if the adverse experience
was not reported in such form by the liovestigator. The
Drug Experience Report should be cross-referenced to
any narrative description included id Item 1%c. In lieu of a
FD Form 1639, a computer-generated report may be submit-
ted if equivalent in all elements of information with the
identical enumerated sequence of events and methods of
completion; all formats proposed for such use.will require
initial review and approval by the Food and Drug Adminis-
tration.

e. All information pertinent to an evaluation of the
safety and effectiveness of the drug received or otherwise
obtained by the applicant from any source, including
information derived from other investigations or com-

‘merical marketing (for example, outside the United States),
‘or reports in the scientific literature, involving the drug

that is the subject of the application and related drugs.

. An adequate summary may be acceptable in lieu of a

reprint of a published report which only supports other
data submitted. Reprints are not required of reports in
designated journals, listed in §130.38 of the new-drug
regulations, about related drugs; a bibliography will
suffice. Include any evaluation of the safety or effec-

tiveness of the drug that has been made by the applicant’s-

medical department, expert committe€, or consultants.

[~ If the drug is a combination of previously investi-
gated or marketed drugs, an adequate summary. of pre-
existing information from preclinical and clinjcal investi-
gation and experience with its components, including all

reports received or otherwise obtained by the applicant §
suggesting side effects, contraindications, and ineffec- %

tiveness in use of such components. Such summary should
include an adequate bibliography " of publications about
the components and may incorporate by reference informa-
tion concerning such components previously submitted
by the applicant to the Food and Drug Administragion.

g&- The complete composition and/or method of manu-
facture of the new drug used in each submitted report of
investigation should be shown to the extent necessary to
establish its identity, strength, quality, and purity if it
differs from the description in Item 6, 7, or 8 of the ap-
plication.

13. If this is a supplemental application, full i'nformaf
tion on each proposed change concerning any statement
made in the approved application.

Observe the provisions of §130.9 of the new-drug regula-
tions concerning supplemental applications.

(Responsible official or agent)

Director, Regulatory Affairs

(Indicate authority)

(Warning: A willfully false statement is a criminal offense. U.S.C. Title 18, sec. 1001.)

NOTE: 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 or have a place of business within the
also furnish the nar+ and post office address of and must be countérsi
ing or maintaining a place of business within the United States.

United States, the application must
gned by an authorized attorney, agent, or official resl’@(\
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Ayersi-® AYERST LABORATORIES

DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

685 Third Avenue / New York, N. Y. 10017 / Tel: (212) $86-1000 / Cable: ALPHAMIN, New York

December 15, 1976

B B E
FIDA ORIG AMENDMENL,
Marvin Seife, M.D.
Director
Generic Drug Staff
Bureau of Drugs - HFD 530
ATTENTION: DOCUMENT CONTROL ROOM #16-72
Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20852

SUBJECT: NDA 83-273%; PREMARIN® (Conjugated Estrogens, U.S.P.) Vaginal Cream

Dear Dr. Seife:

We are submitting herewith, in triplicate, an amendment to our abbreviated
new drug application for the above product. This amendment contains full
manufacturing information as specified in Sections 6 (components), 7
(composition) and 8 (methods, facilities and controls) of the new-drug
application form FD-356H.

Much of the information contained in this submission has been provided
to the Administration in prior amendments, however, for your convenience
it is included here as part of the full manufacturing information.

We would greatly appreciate the Administration's prompt attention to
this application.

Please be advised that material and data contained in this submission
are confidential., The legal protection of such confidential material
is hereby claimed under applicable provisions of 18 U.S.C., Section
1905 and/or 21 U.S.C., Section 331(j).

Sincerely,

AYERST LABORATORIES

ez

Henry S. Perdue, Ph.D.
////’Director

y ) Regulatory Affairs

HSP

KGK/ jp
Enels.
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‘PUBLIC HEALTH SERVICE

Form Approved
OMB No. 57 -R0003

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
FOOD AND DRUG ADMINISTRATION
ROCKVILLE, MARYLAND 20852

NEW DRUG APPLICATION (DRUGS FOR HUMAN USE)
(Title 21, Code of Federal Regulations, § 130.4)

AYERST LABORATORIES

Name of applicant

Address 685 Third Avenue, New York, New York 10017

Date " December 17, 1976

. PREMARIN® (ConJjugated Estrogens, U.S.P.) Vaginal Cream

Name of new drug

[} Original application (regulatxon $ 130.4). {1 Amendment to abbreviated, unapproved application

. (regulation § 130.7).
[:x:] Amendment to original, unapproved application

(regulation $ 130.7).
[:] Abbreviated application (regulation $ 130.4(f)).

[_] Supplement to anapproved application (regulation’ $130.9).
{] Amendment to supplement to an approved application.

The undersigned submits this application for a new drug pursuant to section 505(b) of the Federal Food,
Drug, and Cosmetic Act. Itis understood that when this application is approved, the labeling and advertising for
the drug will prescribe, recommend, or suggest its use only under the conditions stated in the labeling which is

. part of this application; and if the article is a prescription drug, it is understood that any labeling which

furnishes or purports to furnish information for use or which prescribes, recommends, or suggests a dosage for
use of the drug will contain the same information for its use, including indications, effects, dosages, routes
methods, and frequency and duration of administration, any relevant warnings, hazards, contraindications, side
effects, and precautions, as that contained in the labeling which is part of this application in accord with §1.106(b)
(21 CFR 1.106(b)). It is' understood that all representations in this application apply to the drug produced until

an approved supplement to the application provides for a change or the change is made in conformance with other
provisions of $130.9 of the new-drug regulations.

Attached hereto, submitted in the form described in §130.4(e) of the new-drug regulations, and constituting

a part of this application are the following:

1. Table of contents. The table of contents should
specify the volume number and the page number in which
the complete and detailed item is located and the volume
number and the page number in which the summary of that
item is located (if any).

2. Summary. A summary demonstrating that the applica-
tion is well-organized, adequately tabulated, statistically
analyzed (where appropriate), and coherent and that it
presents a sound basis for the approval requested. The
summary should include the following informacion: (In
lieu of the outline described below and the evaluation
described in Item 3, an expanded summary and evaluation
as outlined in §130.4(d) of the new-drug regulations may
be submitted to facilitateithe review of this application.)

* Chemistry.
Chemical structural formula or descrlpnon for any
new-d:ug substance.

ii. Relationship to other chemically or pharmacologi-
cally related drugs.

iii. Description of dosage form and quantitative com-
position.

b. Scientific rationale and purpose the drug is to serve.

c. Reference number of the investigational drug no-
tice(s) under which this drug was investigated and of any
notice, new-drug application, or master file of which any
contents are being incorporated by reference to support
this application.

d. Preclinical studies. (Present all findings including
all adverse experiences which may be interpreted as
incidental or not drug-related., Refer to date and page
number of the investigational drug notice(s) or the volume
and page riumber of this application where complete data
and reports appear.)

i. Pharmacology (pharmacodynamics, endocrinology,

- metabolism, etc.).

FD FORM 356H (4/71)

ii. Toxicology.and pathology: Acute toxicity studies;
subacute and ‘chronic toxicity studies; reproduction and
teratology studies; miscellaneous studies.

e. Clinical studies.
cally to each clinical investigator and to the volume and
page number in the application and any documents in-
corporated by reference where the complete data and re-
ports may be found.)

i. Special studies not described elsewhere.

ii. Dose-range studies.

iii. Conuolled clinical studies.

iv. Other clinical studies (for example, uncontrolled or
incompletely controlled studies).

v. Clinical! laboratory studies related to effectiveness.

vi. Clinical laboratory studies related to safety.

wii. Summary of literature and unpublished reports avail-
able to the applicant.

3. Evaluation of safety and effectiveness. a. Sum-
marize separately the favorable and unfavorable evidence
for each claim in the package labeling. Include references
to the volume and page number in the application and in
any documents incorporated by reference where the com-
plete data and reports may be found.

b. Include tabulation of all side effects or adverse
experience, by age, sex, and dosage formulation, whether
or not considered to be significant, showing whether ad-
ministration of the drug was stopped and showing the
investigator’'s name with a reference to the volume and
page number in the application and any documents in-
corporated by reference where the complete data and re-
ports may be found. Indicate those side effects or adverse
experiences considered to be drug-related.

4. Copies of the label and all other labeling to be used
for the drug (a total of 12 copies if in final printed form,
4 copies if in draft form):

PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED.

(All material should refer specifi-
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. © - Tow~s savcung, snowd be clearly
identified to show its position on, or the manner in which
it accompanies, the markert package,

o If the drug is to be offered over the counter, labeling
on or within the retaj] package should include adequate

Prescribed, recommended, or suggested in any labeling or

-advertising sponsored by or on behalf of the applicant

and directed to the layman. If the drug is inteaded or
offered- for uses under the professional supervision of a

information for all such uses, including all the purposes
for which the over-the-counter drug is to be advertised to,
or reptesented for use by, physicians.

c. If the drug is limired in its labeling t6 use under

. the professional supervision of a practitioner licensed by

law to administer it, its labeling should bear information
for use under which such practitioners can use the drug
for the Purposes for which it is intended, including all
the purposes for which it is to pe advertised or repre-
sented, in accord with §1.106(b) (21 CFR 1.106(b)). The
applicdtion should. include any labeling for the drug
intended to be made available to the layman.

d.-If no established name exists ‘for a new-drug sub-
stance, the application shall _propose a -nonproprietary
name for use as the established name for the substance.

e. Typewritten or other draft labeling copy may be sub-

submission of the final printed label and labeling of the
drug. .

/i No application may be approved if the labeling is
false or misleading in any particular.
(When mailing pieces, any other labeling, .or advertising
ccpy are devised for promotion of the new drug, samples
shall be submitted at the time of initial dissemination of
such labeling and act the time of initial placement of any
such advertising for a prescription drug (see §130.13 of
the new-drug tegulations). . Approval of a supplemental
new-drug application is required prior to use of any pro-
motional claims not covered by the approved application.)

5. A statement as to whether the drug is (or is not)
limited in its labeling and by this application to use
under the professional supervision of a practitioner
licensed by law to adminiscter it. :

6. A full list of the articles used as components of
the drug. This list should include all substances used

. in the syathesis, extraction, or other method of Preparation

of any new-drug substance, and in the preparation of the
finished dosage form, regardless of whether they undergo
chemical change or are removed in the process. Each
substance should be identified by its established name,
if any, or complete chemical name, using structural

" . formulas when necessary for specific identification. If

any proprietary preparation is used as a component, -the
proprietary name should be followed by a complete quan-

.tirative statement of composition. Reasonable alternatives
. fer any listed substancermay be specified.

7. A full statement of the composition” of the drug.
The statement shall set forth the name and amount of

cdch ingredient, whether active Or not, contained in a

stated quantity of the drug'in the form in which it is 2o be
distributed (for example, amount per tablet: or per mil-
liliter) and a batch formula representative of that to be
eraployed for the manufacture of the finished dosage form.
All components should:be included in the batch formula
regardless of whether they appear in the finished product.
Any calculated excess of an ingredient over the label
declaration should be designated as such and percent
excess shown. Reasonable variations may be specified.

8. A full description of the methods used in, and the
facilities and controls used for, the manufacture, process-
"ing, and packing of the drug.” Included in this description
should be full information with respect to any nesw-drug
.substance and to the new-drug dosage form, as follows,
in sufficient detail to permit evaluation of the adequacy
of the described methods of manufacture, processing, and
packing and the described facilities and controls to
determine and preserve the identity, strength, quality,
and purity of the drug:

a. A description of the physical facilities including
building and equipment used in manufacturing, pProcessing,
packaging, labeling, storage, and control operations.

b. A description of the qualifications, including educa-
tional background and experience, of the technical and
professional personnel who are responsible for assuring

that_ the drug has the safety, identity, strength,_q_yality,

and purity it purports or is tepresented to possess, and a

statement of their responsibilities.

¢. The methods used in the syathesis, extraction,
isolation, or purification of any new-drug substance. When
the specifications and controls applied to such substance
are inadequate in themselves to determine its identity,
strength, quality, and purity, the methods “should be
described in sufficient detail, including quantities used,

times, . temperatures, pH, solvents, etc., to determine -

these chatacteri.stics. Alternative methods or variations
in methods within feasonable limits that do not affect
such characteristics of the “substance may be specified.

d. Precautions to assure proper, ideatity, strength,
quality, and purity of the faw materials, whether active o
not, iocluding the specifications for acceptance and
methods of testing for each lot of raw material, ’

€. Whether or not each lot of faw materials is given a
serial number to identify it, and the use made of such
numbers in subsequent plant operatioas.

/- If the applicant does not himself perform all the
manufacturing, processing, packaging, labeling, and con-
trol operations for any new-drug substance or the new-drug
dosage form, his statement identifying each person who
will perform any part of such operations and designating
the part; and a signed statement from each such person
fully describing, directly or by reference, the methods,
facilities, and controls in his part of the operation.

8 Method of preparation of the master formula records
and individual batch records and maaner in which these
records are used.

b. The instructions used in the manufacturing, process-
ing, packaging, and labeling of each dosage form of the
‘aew drug, including any special precautions observed in
the operations. )

i.  Adequate information with fespect to the character-
istics of and the test methods employed for the container,
closure, or other component’ parts of the drug package to
assure their suitability for the intended use.

7. Number of individuals checking weight or volume of
each individual ingredient entering into each batch of the
drug. : :

k. Whether or not the total-weight or volume of each
batch is determined at any stage of the manufacturing
process subsequent to making up a batch according to the
formula card and, if so, at what stage and by whom it is
done. o )

. Precautions to check the actual package yield pro-
duced from a batch of the drug with the theoretical yield.
This should include a description of the accounting for
such items as discards, breakage, etc., and the criteria
used in accepting or tejecting batches of drugs in the
event of an unexplained discrepancy,

m. Precautions to assure that each lot of the drug is
pPackaged with the proper label and labeling, including
provisions for labeling storage and inventory control.




n. The analyrical controls used during the various
stages of the manufacturing, processing, packaging, and
“labeling of the drug, including a detailed description of
the collection of samples and the analytical procedures to
which they are subjected. The analytical procedures
should be capable of determining the active components
within a reasonable degree of accuracy and of assuring

ie identity of such components. If the arricle is one that
_is represented to be sterile, the same informaiion with
regard to the manufacturing, processing, packagirg, and
the collection of samples of the drug should be given for

i~ sterility controls. Include the standards used for ac-

-ceptance of each lot of the finished drug.
o. An explanation of the exact significance of the
batch control numbers used in the manufacturing, process-
ing, packaging, and labeling of the drug, including the
~ control numbers that appear on the label of the finished
_article. State whether these numbers enable determina-

tion of the complete manufacturing history of the product.
- Describe any methods used to permit determination of the
" distribution of any batch if its recall is required.

p- A complete description of, and data derived from,
studies of the stability of the drug, including information
showing the suitability of the analytical methods used.
 Describe any additional stability. studies underway or
contemplated. Stability data should be submitted for any
new-drug substance, for the finished dosage form of the
drug in the container in which it is to be marketed, in-
cluding any proposed multiple-dose container, and if it is
‘to be put into solution at the time of dispensing, for the
solution prepared as directed. State the expiration date(s)
that will be used on the label to preserve the identity,
strength, quality, and purity of the drug until it is used.
(If no expiration date is proposed, the applicant must
justify its absence.)

g. Additional procedures employed which are designed
to prevent contamination and otherwise assure proper
control of the product. .

(An application may be refused. unless it includes

adequate ‘information showing that the methods used in, .

and the facilities and controls used for, the manufacturing,
processing, and packaging of the drug are adequate to
pteserve its identity, strength, quality, and purity in con-
formity with good manufacturing practice and identifies
each establishment, showing the location of the plant
conducting these operations.) '

9. Samples of the drug and articles used as compo-
nents, as-follows: a. The following samples shall be sub-
mitted with the application or as soon thereafter as they
become available. Each sample shall consist of four
identical, separately packaged subdivisions, each con-
taining at least three times the amount required to per-
form the laboratory test procedures described in the ap-
plication to determine compliance with its control speci-
fications for identity and assays:

i. A'representative sample or samples of the finished
dosage form(s) proposed in the application and employed
in the clinical investigations and a representative sample
or samples of each new-drug substance, as defined in

§130.1(g), from the batch(es) employed in the production.

of such dosage form(s).

ii. A representative sample or samples of finished
market packages of each dosage form of the drug prepared
for initial marketing and, if any such sample is not from a
commercial-scale production batch, such a sample from a
representative commercial-scale production batch; and a
representative sample or samples of each new-drug sub-
stance as defined in §130.1(g), from the batch(es) em-
ployed in the production of such dosage form(s).

iii. A sample or samples of any reference standard and

. blank used in the procedures described in the application
" for assaying each new-drug substance and other assayed

components of the finished drug: Provided, however, That-

samples of feference standards recognized in the official
U.S. Pharmacopcia or The National Formulary need not
be submitted unless requested.

b. Additional samples shall be submitted on request.

c. Each of the samples submitted shall be appropri~
ately packaged and labeled to preserve its characteristics,
to identify the material and the quantity in each sub-
division of the sample, and to identify each subdivision
with the name of the applicant and the mew-drug applica-
tion to which it relates.

d. There shall be included a full list of the samples
submitted pursuant to Item 9a; a statement of the addi-
tional samples that will be submitted as soon as avail-
able; and, with respect to each sample submitted, full
information with respect to its identity, the origin of any
new-drug substance contained therein (including in the
case of new-drug substances, a statement whether it was
produced on a laboratory, pilot-plant, or full-production
scale) and detailed results of all laboratory tests made to
determine the identity, strength, quality, and purity of
the batch represented by the sample, including assays.
Include for any reference standard a complete description
of its preparation and the results of all laboratory tests
on it. If the test methods used differed from those de-
scribed in the application, full details of the methods
employed in obtaining the reported results shall be sub-
mitted.

e. The requitements of Item 9a may be waived in
whole or in part on request of the applicant or otherwise
when any such samples ate not necessary.

[ If samples of the drug are sent under separate
cover, they should be addressed to the attention of the
Bureau of Medicine and identified on the outside of the
shipping carton with the name of the applicant and the
name of the drug as shown on the application.

10. Full reports of preclinical investigations that have
been made to show whether or not the drug is safe for use
and effective in use. a. An application may be refused
unless it contains full reports of adequate preclinical
tests by all methods reasonably applicable to a determina-

“tion of the safety and effectiveness of the drug under the

conditions of use suggested in the proposed labeling.

b. Detailed reports of the preclinical investigations,
including - all studies made on laBoratory animals, the
methods used, and the results obtained, should be clearly
set forth. Such information should include identification
of the person who conducted each investigation, a state-
ment of where the investigations were conducted, and
where the underlying data are available for inspection.
The animal studies may not be considered adequate unless
they give proper attention to the conditions of use recom-
mended in the proposed labeling for the drug such as, for
example, whether the drug is for short- or long-term ad-
ministration or whether it is to be used in infants, chil-
dren, pregnant women, or womea of child-bearing potential.

c. Detailed reports of any pertinent microbiological
and in vitro studies.

d. Summarize and provide a list of literature refer-
ences (if available) to all other preclinical information
known to the applicant, whether published or vapublished,
that is pertinent to an evaluation of the safety or effec-
tiveness of the drug.

11. List of investigators. a. A complete list of all
investigators supplied with the drug including the name
and post office address of each investigator and, following
each name, the volume and page references to the in-
vestigator’s report(s) in this application and in any docu-
ments incorporated by reference, or the explanation of che
omission of any reports. ‘ :

b. The unexplained omission of any reports of in-
vestigations made with the new drug by the applicaat, or
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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
applicant from published literature or other sources,
whether or not it would bias an cvaluation of the safety
of the drug or its effectiveness in use, may constitute
grounds for the refusal or withdrawal of the approval of
an application.

12. Full reports of clinical investigations that have
been made to show whether or not the drug is safe for use
and effective in use. a. An application may be refused
unless. it contains full reports of adequate tests by all
methods reasonably applicable to show whether or not the
drhg is safe and effective for use as suggested in the
labeling.

b. An application may be refused unless it includes
substantial evidence consisting of adequate “and well-
‘controlled investigations, including clinical tnvestiga-
tions, by experts qualified by scientific training and ex-
perience to evaluate the effectiveness of the drug in-
volved, on the basis of which it could fairly and respon-
sibly be concluded by such experts thac the drug will have
the effect it purports or is represented to have under the
conditions of use prescribed, recommended, or suggested
in the proposed labeling.

"7 ¢. Reports of all clinical tests sponsored by the ap-
plicant or received or otherwise obrained by the applicant
should be attached. "These reports should include ade-
.quate information concerning each subject treated with
the drug or employed as a control, including age, sex,
conditions treated, dosage, frequency of administration
of the drug, results of all relevant clinical observations
and laboratory examinations made, full information con-
cerning any other treatment given previously or concur-
rently, and a full statement of adverse effects and useful
results observed, together with an opinion as to whether
" such effects or results are ateributable to the drug under
investigation and a statement of where the underlying
data are available for inspection. Ordinarily, the reports
of clinical studies will not be regarded as adequate
unless they include reports from more than one inde-
pendent, competent investigator who maintains adequate
case histories of an adequate number of subjects, de-
"signed to record observations and permit evaluation of
any and all discernible effects attributable to the drug in
each’ individual treated and comparable records on any
individuals employed as controls. An application for a
combination drug may be refused unless there is sub-
stantial evidence that each ingredient designated as
active makes a contribution to the total effect claimed
for the drug combination. Except when the disease for
which the drug is being tested occurs with such infre-
quency in the United States as to make testing im-
practical, some of the investigations should be performed
by competent investigators within the United States.

d. Attach as a separate section a completed. Form
FD-1639, Drug Expericnce Report (obtainable, with in-

structions, on request from the Department of HEW. Fond

and Drug Administration. Bureau of Drugs (8D-200) Rock-
ville, Maryland 20852), for each adverse experience or, if
feasible, for each subject or patient experiencing one or
more adverse effects, described in Item 12¢, whether or
not full information is available. Form FD-1639 should
be prepared by the applicant if the adverse experience
was not reported in such form by the investigator. The
Drug Experience Report should be cross-referenced to
any narrative description included in ltem | 2c. In lieu of a

FD Form 1639, a computer-generated report may be submit-.

ted if equivalent in all elements of information with the
identical enumerated sequence of events and methods of
completion; all formats proposed for such use will require

initial review and approval by the Food and Drug Adminis-
tration.

e. All information pertinent to an evaluation of the
safety and effectiveness of the drug received or otherwise
obtained by the applicant from any source, including
information derived from other investigations or com-
merical marketing (for example, outside the United States),
or reports in the scientific literature, involving the drug
that is the subject of the application and related drugs.
An adequate summary may be acceptable in lieu of a
reprint of a published teport which only supports other
data submitted. Reprints are not required of reports in
designated journals, listed in §130.38 of the new-drug
regulations, about related drugs; a bibliography will
suffice. Include any evaluation of the safety or effec-
tiveness of the drug that has been made by the applicant’s

_medical department, expert committee, or consultants.
/- If the drug is a combination of previously investi- .

gated or marketed drugs, an adequate summary of pre-
existing information from preclinical and clinical investi-
gation and experience with its components, including all
reports received or otherwise obtained by the applicant

suggesting side effects, contraindications, and ineffec- -

tiveness in use of such components. Such summary should
include an adequate bibliography of publications about
the components and may incorporate by reference informa-
tion concerning such components previously submitted
by the applicant to the Food and Drug Administragion.

& The complete composition and/or method of manu-
facture of the new drug used in each submitted report of
investigation should be shown to the extent necessary to
establish its identicy, strength, quality, and purity if it
differs from the description in Item 6, 7, or 8 of the ap-
plication. ’

13. If this is a supplemental application, full informa-
tion on each proposed change concerning any statement
made in the approved application.

Observe the provisions of §130.9 of the new-drug regula-
tions concerning supplemental applications.

(Responsible official or agent)

Director, Regulateory Affairs

(Indicate authority)

(Warning: A willfully false statemeant is a criminal offense. U.S.C. Title 18, sec. 1001.)

NOTE: This application mustl be signed by the applicant or by an authorized attorney, agent, or official. If the applicant

or such authorized representative does not re side or have a place of business within the United States, the application must

. also furnish the nar. and post office address of and must be countersigned by an authorized attorney, agent, or official resid-
ing or maintaining a placé of business within the United States.

b ...




s~

A ayy

Ayerst@ AYERST LABORATORIES

DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

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

September 28, 1976 ﬂ (@W

) 4
n Seife, M. ~ RESUBMISSION m Y i

Director "QDM EN lﬁo

Division of Generie Drug Monographs \A~
Office of Scientific Evaluation NDA ORIG AMEI

Bureau of Drugs HFD=-530 )/) {
Attn: DOCUMENT CONIROL ROOM 16-72 3 * 17
Food and Prug Administratien .

Fishers Lane
Rockville, Maryland 20852

SUBJECT: NDA 83-27%; PREMARIN® (Conjugated Estrogens, U.S.P.) Vaginal Cream

Dear Dr., Seife:

In response to your letter of March 31, 1976, we are submitting herewith, in
triplicate, the requested information to amend the above ANDA.

The responses to your questions are given below and in the attached sections as
deseribed.

"l. For labeling:
a). Container labels: revise the ingredients section as per the
above formulation change.

b). Package insert: a revised insert-as first requested in
our letter of October 2, 1973—--ha.s not been submitted."

Draft labeling for the container labels and a revised package ingert are included
in the attached Section 1. The labeling revisions provide for the change in the
formula in accordance with our amendment of February 4, 1976, and conformance _
with the Estrogen Labeling Guidelines as requested. F‘:mal printed labels will

be submitted when they are available., This labeling is currently scheduled for
“implementation beginning October 1, 1976.

"2. For ingredients:
a). the active ingredients; an updating to USP XIX and submission
of analytieal results for same

 others: an updating to USP XIX & NF XIV."

‘.ur Ms. H. Archibald which responds to the above question is
1gn 2, The additional information described in that memorandum

ees/2



Marvin Seife, M.D. 2w September 28, 1976

is contained in Section 3

"3. For the drug dosage form: studies on its stability; and a
proposal for expiration dating."

The proposal for expiration dating is contained in Ms. Archibald's memorandum
(Section 2) and the related stability data are displayed in Seetion 4.

ny, Adequate information with respect to the characteristics of
and the test methods employed for, the container, closure, or
other component parts of the drug package to assure their
saitability."

Deseriptions of the product container and closure are given in the memorandum
in Section 2. The suitability of the package for its intended use is determined
by stability studies which insure that adequate protection is provided to the
product. Results of these studies are shown in Section 5.

In addition, we are providing revised dosage form specificationa in Section 6.

We would greatly appreciate your prompt attention to the material submitted in
this amendment. We laok forward to your reply at your earliest convenience.

Please be advised that materisl and data contained in this submission are confi-
dential. The legal protection of such confidential material is hereby claimed
under applicable provisions of 18 U.S8.C., Section 1905 and/or 21 U,S.C., Sec~
tion 33L(J).

Sincerely,

4940747 Director
Regulatory Affairs
HSP

KGK: 30
Enclosures



REVIEW OF ANDA AMENDMENT

DATE COMPLETED: 4-22-76 ANDA #: 83-273

CO. NAME: Ayerst Labs.
New York, NY 10017

NAME OF DRUG: Trade: Premarin Vaginal Cream
Generic: conjugated estrogens vaginal cream

DATE OF SUBMISSION: resubmission (reply to FDA letter)
CLINICAL EVALUATION:

Review of studies: Pertinent data is to be reviewed by the chemist.
B1oava1]ab1]1ty requirement: not required.

Review of Labeling: not submitted. » h(6)

** Letter of 4-1-76 = Firm states that L. M.D has been contd%§g§pfor
report on Mrs. .

CONCLUSION: Drug Experience report form FD-1639 has not been filed.
RECOMMENDATIONS: The firm is to be s0 not1f1ed

(. V.V. KarusaTtis, M.D.
cc:
Dup

VVKarusaitis/cjb/4—22-76




A@W’Sﬁ' AYERST LABORATORIES
y Fa@ DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

URIG NEW CORRES. .

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

April 1, 1976

M NGTED:
N0 ACTICH INDICATED (’
in Seife, M.D.. ok ) /}
Gensrie. DATE:

Generiec Drug Monographs

Office of Scientifie Evaluation
Bureau of Drugs HFD-

Attn: DOCUMENT CONTROL ROOM 16-T2
PFood and DPrug Administration

5600 Fishers Lane

Rockville, Maryland 20852

SUBJECT: NDA 83-273; PREMARIN® (Conjugated Estrogens, U.S.P.) Vaginal Cream

Dear Dr. Seife:

On February 4, 1976 y We submitted to the Administration a report we had received
from Mrg, === : , e =,  Mrs, b(6)
So====== had reported that she experienced a rash and burning sensation while

using PREMARIN® (Conjugated Estrogens, U.S.P.) Vaginal Cream. We are transmitting
herewith, in triplicate, a letter to Mrs. physieian, Dr. s
, : . » requesting that she complete a Drug
Experience Report Form FD-1639 regarding this occurrence, and we will forward it
when received. - B ’ : -

Please be advised that material and data contained in this submission are confi-
dential. The legal protection of such confidential material is hereby claimed
under applicable provisions of 18 U.S.C., Section 1905 ahd/or 21 U.S.C., Sec-
tion 331(Jj). - ‘ ‘ ' B

Sincerely,

AYERST LABORATORIES

W

HSP
KGK:s0
Enclosures




Febpuary 24, 1376

b(®)

Dear Docior "y

Ve have reagived a compmurication frazv your patient, Hrs.
s 1 Which she has expressed

Zoea équ‘aatzors with the mcuws achievdd with PEEMASTY "fe[;mcﬁ Comes: which
Oant hod preseribed for her. Sho asserts that the medlemiion coused a
rash and burning" and, inasmuch as we ave vequired to file with the Feod and
Prug Adwinietration all reports of wiy aﬁv«arf‘e’ ropations to fm.’sammwn
drugs, I am enclosing hevewith tuo eapmﬁ of the standard Drug Experience
Report Form #1639,

3 ﬂ.

: IT you will be kind énough to complete thase, returning
ana copy to ma while vetaining the oth
"st ug in keepmg our records straight.,

Thenking you for your coopevation, I am

Vo Sincerely yours,

Jokn B, Jeweli, ¥, D.

t:rlgf;.' j’ })
Enel.
bec: Dr,
Dr,
Mo,

b(6)

b(6)

# faxﬁ your oun Pileg, it will mtamaiiy
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AyeI'ST@ AYERST LABORATORIES

QIVISION OF AMERICAN HOME PRODUCTS CORI-"ORATQON\v

685 Third Avenue / New York, N. Y. 10017 / Tei: (212) 886-1000 / Cable: ALPHAMIN, New York

January 28, 1976

"~ blE)

-
-

Dear Mrs.

We have your letter of recehit date in regard to your
experiences with PREMARIN® vVaginal Cream.:

Examination of our records on this product for the
past five years shows that there have been only three
complaints of a- similar nature although there have been
thousands of applications over this period. We do, however,
wish to report your reaction to the F.D.A., and would appre-
ciate it if you will kindly advise us of the name and address
of your physician.

In_ regard to compensation, our company has a firm pollcy_
that there is no recompense for prescrlptlons which have
been filled by the 1ndlv1dual pharmac1es.

We regret that you are unable to use the product, and
hope that you will flnd approprlate measures for allev1at1ng
your condition. Lo ,
o Sincerely
.‘ o - gp, vﬂi//(,é'(/(/u,'lb

_(4)

Director
. Project Coordination
/cw '
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NDA 83-273

a?rstvLaberataries :

Division of American Home Products, Corp.

Attention: Dp. Henry S, Perdue MAR3 11976
685 Third Avenye _

Rew York, NY 10p17

Gentlemen:

pursuant to Section 505(b) of the Federal Food, Drug, and Cosmetic
Act for Premarin (conjugated estrogens) Vaginal Cream, 625 meg. per g.

Reference is made to your communication dated February 4, 1976 amending
the application with a drug experience report,

Référeaee’is also made to your cemmunicatien,alsn:dated February 4, 1976
which (a) enclosed a fornulation revision whereby the
* and (b) updated

specifications for the drug dosage form.

We have re-reviewed this abbreviated new drug application. However,
before we are able to reach a final conclusion, the following additional
information is necessary:

1. Feor labeling: :

a). Container tabels: revise the ingredients section as per the
above formulation change.
Package insert: a revised insert---as fipst requested in
our Jetter of October 2, 1973---has not been submitted.

2. For ingredients;
a). the active ingredfents; an updating to USP XIX and submigsion
of analytical results for same
b). others: an updating to USP XIX & KF XIv.

b)

-




3. For the drug dosage ferw studies on its stability; and a
proposal fer expiration dating. .

4. Adequate fnformation with respect to the characteristics of,
and the test methods employed for, the container, e:}e‘*re, or
other componentsparts of the drug package to assura" helr
suitabﬂity for the inteaéed use. RIS S

Pleasa let us have your response prempt}y.

NYC-DO
HFD 14, HFD-616 :
/ HFD-6 .
W ;\EI’VKarusalt1s/JLMeyer/GM111ar : 51!!;?@#3 of Generic Drug Menagraphs
I R/D init. Jmeyer/MSeife 3-29-76 - Office of Drug Menegrapﬁs
- f typ}ng/c3b/3 29-76 Bur‘ga of Drugs .

rev w/f 0“‘&’3/1/7}
'XWVl&iU 3]50 [2¢
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REVIEW OF ORIG. NEW CORRESPONDENCE
DATE COMPLETED: 3-11-76 | ANDA #: 83-273

CO. NAME: Ayerst Labs.
NY,NY 10017
NAME OF DRUG: Trade: Premarin Vaginal Cream
Generic: Conjugated Vaginal Cream, USP
DATE OF SUBMISSION: 2-4-76
TYPE OF SUBMISSION: Report of adverse reaction (one)
CLINICAL EVALUATION: |

Review of studies: Pt. reported vaginal rash and burning after using
’ premarin cream prescribed by two M.D's. '

Review of Labe]ing:
Container Labels: satisfactory
Insert Labeling: satisfactory v
CONCLUSION: Adverse reaction reported of"rash and burning". Following use of
premarin cream prescribed by two M.B's. : e

Firm has contacted one M.D. for information.

RECOMMENDATIONS: Will await report of adverse reactionfincompleted at present.

' “VVKarusaitis, M.D.
cc: -

Dup :
VVKarusaitis/cjb/3-11-76
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’Ayerst AYERST LABORATORIES
p ® DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

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

ORIG NEW CORRES

February L, 1976

Marvin Seife, M.D.

Director

Generic Drug Monographs

HFD-530

Bureau of Drugs

ATTENTION: DOCUMENT CONTROL ROOM No. 16-72
Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

SUBJECT: NDA 83-273; PREMARIN® (Conjugated Estrogens, U;S;P;) Vaginél Cream

Dear Dr. Seife:

We are enclosing, in triplicate, information received from Mrs.
- regarding the development of a rash following the use of b(ﬁ)
Premarin Vaginal Cream.

Also enclosed is a letter from our Mr. requesting the

name and address of Mrs. =w==-s=s= physician. When further information b(4)
‘regarding this experience is available we will forward it to the
Administration.

Please include this submission in the Administration's files for
NDA 83-273.

The material and data contained in this submission are confidential. The
legal protection of such confidential material is hereby claimed under
applicable provisions of 18 U.S.C., Section 1905 and/or 21 U.S.C.,
Section 331(j).

Sincerely,

AYERST LABORATORIES

7
HSP: ///ﬁénry S. Perdys¥
KGK:ms / Director :

Enclosures Regulatory




K&K JAN 28 1975

January 28} 1976 -

b(6) |

3

Dear Mrs.-

We have your letter of recent date in regard to your
‘ereriences with PREMARIN® Vaginal Cream.

Examination of our records on this product for the
-past five years shows that thére have been only three
complaints of a similar nature although there have been
thousands of applications over this perlod We "do’, however,
wish to report your reaction to the F.D.A., and would ‘appre-
ciate it if you will kindly advise us of the name and address
‘of your physician. - : -

: In regard to compensation, our company:ﬁas a firm'poliéy
- that there is no recompense for prescriptions which have
been filled by the individual pharmacies.

: We regret that you are unable to use the product, and
hope that you will find apprODrlatP measures for alleviating
your condition. _
' A

i . C

oy

Director - b@@
Project Coordination '

/cw

bcec: Dr. o . .
. C Dr,,...,,,/ @(6‘
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EAQI’S* AYERST LABORATORIES
y @ DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

S,

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

RESUBRIISS!IOA
February 4, 1976

' | NDA ¢
Marvin Seife, M.D. RIG AMBW}MENTT
Director ‘
Generic Drug Monographs

HFD-530

‘Bureau of Drugs

ATTENTION: DOCUMENT CONTROL ROOM No. 16-72

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

217 : .
SUBJECT: NDA 83-288; PREMARIN® (Conjugated Estrogens, U.S.P.)
Vaginal Cream

Dear Dr. Seife:

We are enclosing, in triplicate, an amendment to our Abbreviated New

Drug Application 83-273. This amendment proposes changes in the product b€4)
formulation as suggested in your letters of October 2, 1973, and June

9, 1975. Namely, we have proposed eliminating

gn—

This submission consists of a memorandum from our Ms. He. Archibald,

Ayerst Laboratories, Rouses Point, New York, revised Sections 6 and 7,

an updated specifications section and stability and preservative challenge
data supporting the proposed revision.

The material and data contained in this submission are confidential. The
legal protection of such confidential material is hereby claimed under
applicable provisions of 18 U.S.C., Section 1905 and/or 21 u.s.C.,
Section 331(j).

Sincerely,

AYERST LABORATORIES

HSPs iféé;f Henry S. Perdue,
KGK:ms / Director

Enclosures Regulatory Affairs\\™



AYERST LAB

TO

FROM

SUBJECT

Ayerst.
CRATO QEE S Internal correspondence.
KjLK- JIXB!238‘?51J

Dr. K, Kasses' - . tocation  New York

Ms, H. Archibald : LOCATION  Rouseés Point

PREMARIN® VAGINAL CREAM DATE Jamary 28, 1976
ANDA 83-273

~ We are transmitting herew1th revised qualitative and quantitative

sectlons for the above subject dosage form

r———

An updated Specification section 1s also included., b@4>
Data. on a formula with the New and.
s 1N the current market product is attached. In our ex—

‘perience, this <« —=does not interfere with. the analysis.

This data includes U.S.P. Challenge Test for preservat1ﬁe efféc—
fiveness and accelerated stability in comparison to the cwrrent
market formula.

Ayerst laboratories agrees to test the stability of samples from
representative production batches of the product and to submit
the results as required for periodic records and reports. .In the

~event that any batch is found to fall outside of soe01fications

during the expected shelf life, Ayerst agrees to take appropriate
action regarding such batch.

Please take whatever steps necessary to have this information sub-

mitted as part of our ANDA,
HLQ M(UZC

HN Archibald

HMA /1
Attach.

cc: Mr. B, Ferguson
Dr., H, Perdue
-Dr. L. Sclhnell



AYERST LABORATCRIES INCORPORATED,
- ROUSES POINT, NEW YORK.

A full list of the articles used as components of the drug. This list should
include all substances used in the synthesis, extractiong or other method of
preparation of any new-drug substance, and in the preparation of the finished
~dosage form, regardless of whether they undergo chemical change or are removed
in the process. Each substance should be identified by its established name,
if any, or complete chemical name, using structural formulas when necessary
for specific identification. If any proprietary preparation is used as a
component, the proprietary name should be followed by a complete quantitative

-statement of composition. Reasonable alternatives for any listed substance
may be specified. ' ’

ACTIVE INGREDIENT. .

Conjugated Estrogens, U.S.P.

INACTIVE TNGREDIENTS

NoF,
Cetyl Alcohol, N.F,
White Wax, UoS.Pe

Glyceryl Monostearate,

b(g)

Propylene Glycol Mononstearate

Methyl Stearate

B N.Fo
Sodium Lauryl Sulfate, U.S.P.
Glycerin, U.S.P.

Mineral Oil, UeSoePe

UeSePe .



'i‘ AYERST LABORATORIES INCORPORATED,
' ROUSES POINT, NEW YORK.

Te

A full statement of the composition of the drug. The statement shall set
forth the name and amount of each ingredient, whether active or not, con-
tained in a stated quantity of the drug in the form in which it is to be
distributed, as for example, amount per tablet or per milliliter, and a
batch formula representative of that to be employed for the manufacture of
the finished dosage form, All components should be included in the batch
formula regardless of whether they appear in the finished product. Any
calculated excess of an ingredient over the label declaration should be
designated as such and percent excess shown. Reasonable variations may
‘be specified.

EACH GRAM OF CREAM CONTAINS

| : B BATCH FORMULA
'ACTIVE IRGREDIENT CLAIM  ~ OVERAGE  INPUT _FOR e

Conjugated Estrogens, U.S.P. 0.625 mg

INACTIVE INGREDIENTS INPUT/g 'l RANGE

- "y NoFo
Cetyl Alcchol, N.F,
- ¥hite Wax, UsS.P.

Glyceryl Monostearate, swsms
e A R NPT

Propylene Glycol Monostearate

Methyl Stearate

» NoFe
Sodium Lauryl Sulfate, U,S.P,
vglycerin; UeSoPs

Mineral 0il, U.S.P.

K UQSQPQ Seravacm,




SPECIFICATIONS FOR THE DOSAGE FORM

The dosage form %s not listed in the .compendiwn. It will be tested
by Ayerst Laboratories and conform to the following specifications.

Color - Shall be a white creanm.

Appearance - Cream which is free from extraneous matter and lumps. -

Identity - | e
a
S

e b(4)

—

'Bacteriological Examination - Not more than === bacteris per gram

when tested by the U.S.P. procedure.

Strength - Total conjugated estrogens content shall be not less b(ll)
than === mg/g and not more than s=== mg/g when assayed by the
attached method.

The test methods will not change from that in our ANDA 83-273.
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REVIEW OF AMENDMENT
DATE COMPLETED: 8-19-75 ANDA #: 83-273

CO. NAME: Ayerst Laboratories
N.Y., NY 10017

APPROVAL DATE: NONE

NAME OF DRUG: Premarin Vaginal Cream
Conjugated Estrogens Vaginal Cream

DATE OF SUBMISSION: . 7-29-75
TYPE OF SUBMISSION: Amendment - reply to FDA letter 6-9-75
CLINICAL EVALUATION:

1. Review of Studies: Firm's reply of 7-29-75 re1terates firm's letter
of 7-21-75; no further #nformation.

CONCLUSION: Adverse reaction report remains incomplete

RECOMMENDATIONS: Status Quo.

0r.¥. Karusaitis, M.D.
cc:
Dup
HFD-530
VVKarusaitis/wlb/8-19-75



,%%?@4/’ //4éﬁ .
lAy@Fsi- AYERST LABORATORIES ,
@® DIVISION COF AMERICAN HOME PRODUCTS CORPORATION | - : !

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

MENDMENT

suy 29, 1975 NDA ORIG 4s
S W

Marvin Seife, M.D. }l&KAA 24?511{
Director : v (/\\M ~
Division of Generie Drug Monographs '
Office of Scientific Evaluation
Bureau of Drugs HFP-107
Attn: DOCUMENT CONTROL ROOM 16-T2
Food and Drug Administration
5600 Fishers Lane

Rockville, Maryland 20852

SUBJECT: NDA 83-273: PREMARIN® (Conjggated Estrogens, U.S.P.) Vaginal Cream

Dear Dr. Seife:

Your letter of June 9, 1975 requested further information relative to a com-
munication transmitted to the Administration on November 26, 1974 regarding

b(4)

We wish to advise that no further information was received. If further infor-
mation is received, we will transmit it accordingly.

Please be advised that material and data contained in this submission are confi-
dential. The legal protection of such confidential material is hereby claimed
under applicable provisioms of 18 U.S.C., Section 1905 and/or 21 U.S.C., Sec-
tion 331(J).

Sincerely,
AYERST LABORATORIES

e

j# Hehry S. Perdue, Ph.D.
Zé’ Director
Regulatory Affairs

E T
¢ //{0

HSP
BEA:sa

A



REVIEW OF AMENDMENT, RESUBMISSION

DATE COMPLETED: 8-6-75 ANDA #: 83-273
CO. NAME: Ayerst LCaboratories
New York, NY 10017

NAME OF DRUG: Trade: PremarinR Vaginal Cream

Gegeric: Conjugated Estrogens U.S.P. Cream
DATE OF SUBMISSION: 7-21-75
TYPE OF SUBMISSION: Resubmission (repiy.to FDA letter 7-2-75)
CLINICAL EVALUATION: |

T}'Review of Studies: Pertinent data is to be reviewed by the chemist.
Bioavailability requirement: Not required

2. Adverse Reaction: Mrs. === *No information b{6)

CONCLUSIONS: Incomplete report
S Firm states that if future information is received, same
will be forwarded to FDA

RECOMMENDATIONS: - the firm is to be so notified.

V¢ Karusatis, M.D.

ccC:

~ Dup

HFD-530
VWKarusaits/kim/8-6-75



YA

DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

ORIG NEW CORRES

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

July 21, 1975 w W /{,!(A}A
M
Marvin Seife, M.D. Q‘M X )/)g

Director
Division of Generie Drug Monographs
Office of Scientific Evaluation
Bureau of Drugs HFD-107 Ky
Attn: DOCUMENT CONTROL ROOM 16-72 ’
Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

SUBJECT: NDA 83-273; PREMARIN® (Conjugated Estrogens, U.S.P.) Vaginal Cream
Dear Dr. Seife:

Ayersi@ AYERST LABORATCRIES

Your letter of July 2, 1975 requested further information relative to a com-
minication transmn.tted ttﬁ\the Administration on March 31, 1975, regarding
MS . g le “

We wish to advise that no further information was received. Neither the patient
nor her physician made further contaet with us.. If further information is re- _
ceived, we will transmit it accordingly.

Please be advised that material and data contained in this submission are confi-
dential. The legal protection of such confidential material is hereby claimed
under applicable provisions of 18 U.S.C., Section 1905 and/or 21 U.S.C., Sec-
tion 331(J).

Sincerely,

’ Henry S. Perdue, Ph.D.
{i’ﬂ 7 7/ W Direetor ‘
’: < 1974 | Regulatory Affairs

HSP
BEA:8a
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AF 19-003

JULg 2D
W i.ahemm L Y 2 1975
Division of Amerie g 3:]

Attentiont
685 Third Avenue
New Yoxk, NY

Mezme 18 made £ ym &bbravigted new drug applfcation submittad

pursuant to Sest sasm of the Federal Food, Drug, and Coametic Act
for ?tmz!a (eong ited G&&zagm) Vasimz. Cresm, 625 meg. per g.

. ; en ﬁ&ﬁ&é &Wﬁ 31, 13?5!

Dup
HFD-530
HFD-614

HFD-616 %Ogﬁ("’ 46£
VVKarusaitls/JLMeyer 1lar 24— ‘

R/D init, MSelfe/JMeyer/6—26—75
Final typing/rt 6—~26~75

‘ack. | ‘24{.&( 7/(/)]




A.;r.’u. 'h"\lLD l|¢. )l.)ku l

OR SbPPLCrEul

PELICATION !

tenent Da

83-273

BE_ Numher!9-003

N(ne and Address of Apo.ccant ( ity and State)

averst ]aborator1es

div. of ameérican home products corp

Original
Amendment
{Supplement
Resubmission . —
Corresnondance
Report

Othe

e .
————,
———————

Purpose of hmendmenu/auPp]cment
' adverse reaction report

.
‘

Date(g) of Suum.s:;or(
3/31775

Y G

Pharmacological Ca:egory

estrogen

ilame .of Drug

premar1n(con3uqated estroqens)

‘Dosage Form(s)

“tonical

Potency ies)

0.625 mg. per g.

] How Dispensed

XX
Rx.:

Q1C

"’f-"*-

Packaging/Sterilizatipn

ma’

Samples

ma

Related [nD/iiDA/MF

" Labeling

as per MO(vvkarusiatis)

Biologic Avai]abiifty

na

| ——

Establishment lnspection
na

e et e e ——

Components, Compositicn, Manufacturing and Controls

na

- v ———

———

Remarks

¢

as per letter to issue

NB: this is 2nd experienve report submitted

BN

Conclusion

REVIEWZR

ack

DATE

04&12L~eé



REVIEW OF RESUBMISSION
DATE COMPLETED: 6-11~75 ANDA #: ( 83-273 .

CO. NAME: Ayerst Laboratories
New York, NY 10017

NAME OF DRUG: Trade: fPremarin" Vaginal Cream

Gneric: Conjugated Estrogens U.S.P. Vaginal Cream
DATE OF SUBMISSION: 3-31-75
TYPE OF SUBMISSION: Rgport of adverse reaction: rash on thighs?
CLINICAL EVALUATION: |

1. Review of Studies: Report is inconclusive: rash cause has
5 not been determined.

CONCLUSION: Inadequate adverse reaction reporting.

RECOMMENDATION: The firm is to be so notified.

W

(/V; V. Karusaitis, M.D.

ce:
Dup

HFD-530
VVKarusaitis/rt/6-19-75




ORIG NEW CORRES

AYERST LABORATORIES CJVZ(CQ

DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

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

March 31, 1975

Edwin M. Ortiz, M.D.

Director

Division of Metabolic and Endoerine Drug Products
Office of Secientific Evaluation

Bureau of Drugs

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

SUBJECT: ANDA 83-273; PREMARTN® (Conjugated Estrogens, U.S.P.) Vaginal Cream

Dear Dr. Ortiz:

We are enclosing information received from Ms., <

A , o - h(ﬁ)

Ms, <= peports the occurrence of erythemia while receiving PREMARIN® (Con-
Jjugated Estrogens, U.S.P.) Vaginal Cream. Mr. B. Mollov, Manager, Project
Servicesy has written to Ms. Garvin; and a copy of his response is enclosed.
We shall transmit further information if received.

Please be advised that material and data contained in this submission are confi-
dential. The legal protection of such confidential material is hereby claimed
under applicable provisions of 18 U.S.C., Section 1905 and/or 21 UsS.C., Sec~
tion 331(J).

Sincerely,

AYERST LABORATORIES

. ey e

/ Henry S. Perdue, Ph.D,
(f& Director
'/ Regulatory Affairs

HSP
BEA:sa
Enclosures
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' Dear Ma,

-

February 6, 1975

b(6)

B e s

——Reference 1s made to your letter of reﬁent—dam\reganiing
(—PP"IMARLI’J (Conjugated Estrogens, U.S.P.) Varinal Cream.- All the
componcrts of its forrmiation are listed on cnoa:ac;mge ingert

and the carton containl_ng the tube,

With respcct to the rash, we would suugest that you confer
with your physician in order to determing 'Ll(" caune cof this

dermatological problem.

Cur Medical Dezertumens would .welccme

his inquiry in the event that he wmhcs To contact tham,

BY/mra

Sincerely yours,

AYERST LABCRATORIES

B, Mollov
Managoer, Project Services
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@ 83-273

A F 19-003

Ayerst Laboratories , _
Division of American Heme Products, Corp. JUN 9 1975
~ Attentien: Dr. Henry S. Perdue
685 Third Avenue
New York, WY 10017

éentlmem

Reference 15 made to your abbreviated new drug application submitted
pursuset to Section 305(b) of the Federal Food, Drug, and Cosmetic Act
for Premarin (conjugated es:rsgm} Vagiaal Cream, 625 meg. per g.

- Reference is also mede to your communicatfon dated November 26, 1974,
. mndiag vthg‘ application with a drug experience repart.

1. The report of the adverse reaction is incomplete ~ undetermined,

2. That requested in ocur letter of Octeber 2, 1973 pertaining to
excipients. ' '

Please let us have your respomse promptly.

cer
NYK-DO. ,
dup Y
. HFD-530 Division of Cenevic Drug Monographs
 HFD-614 HFD-616 d}j}ﬂel{/ ' Office of Prug Monographs )
‘- VVKarusaitis/JLMeye GMillaZ[ Bureau of Drugs _
 R/D init. JLMeyer, MSeife 6/2/75 - N

Final typing bho 6/4/75 : '
_ Rev. w/f . (
Sy R
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REVIEW OF REPORT

DATE COMPLETED: 2-14-75 ANDA #: 831273

CO. NAME: Ayerst Laboratories
New York, NY 10017

NAME OF DRUG: Trade: Premarin
Generic: Conjugated Estrogens Vaginal Cream, 625mcg per g.
~ DATE OF SUBMISSION: 11-26-74
TYPE OF SUBMISSION: Report 6f adverse reaction.
CLINICAL EVALUATION:

1. Review of Studies: Pertinent data is to be reviewed by the chemist.
Bioavailability requirement:

*report of adverse reaction is incomplete and of questionable value.
2. Review of Labeling:

a) Container labels: Satisfactory

b) Insert labeling: Satisfactory

CONCLUSION: Labeling is satisfactory.
*Incomplete advejse reaction - undetermined.

RECOMMENDATIONS: The firm is to be so notified.

V.V. Karusaitis, M.D.
cc: ‘

Dup

HFD-530
VVKarusaitis/wib/2-4-75




REPORTS 4

Ayersi-@ AYERST LABORATORIES

DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

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

November 26, 1974

Edwin M, Ortiz, M.D.

Director '
Division of Metabolic and:-Endocrine Drug Products
Office of Scientifie Evaluation '

Bureau of Drugs

Feod and Prug Administration

5600 Fishers Lane

Rockville, Maryland 20852

SUBJECT: NDA 8222 53 PREMARTN® SCanggated Estrogens, UeS.P.) Vaginal Cream
Dear Dr. Ortiz:

We are enclosing information received from

! o Dre reports the oc- h(ﬁ)
currence of irritation in a patient treated with PREMARINP Vaginal Cream. He
has completed a Form FD=1639 regarding this oceurrence, and it is enclosed.

Please be advised that material and data contained in this submission are confi-
dential. The legal protection of such confidential material is hereby claimed
under applicable provisions of 18 U.S.C., Section 1905 and/or 21 ¥.S.C., Sec-
tion 331(Jj).

Sincerely,

AYERST LABORATORIES

M- B T

- Henry S. ierdue, Ph.D.
'/ Director '
7 Regulatory Affairs

HSP
BEA:sa
Enclosures
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NDA 83-273

AF 19-003

Ayerst Laboratories

Attention: Dr. Henry S. Perdue

Pivision of ican H P ats, Corp.
s8lon of Americam Home Produc 8, Corp _ UGT 09 1973

685 Third Avenue
New York, WY 10017

Gentlemen:

Reference is made to your abbreviate

d new drug applicatien submitted

pursuant to Section 505(b) of the Federal Food, Drug, and Cosmetic Act
for Premarin (conjugated estrogens) Vaginal Cream, 625 meg. per g.

Referenee 18 also made to your communication dated August 22 and 30,

1973, amending the application,

We have completed our review of this
However, hefore we are able to reach
additional informatien is B&CESEAYY:

abbreviated new drug application.
a final conclusion, the followiug

1. A revised package insert in sccord with labeling guidelines -

transmitted to you en May 1

7, 1973,

2. Regarding the composition of the &iug_; it is regommended that

yous

cece

NYK-DB-

Dup

BD-69 BD-66

. )7 ZyZVVKarusaitis'/JLMeyer/G
;é?/ " R/D init. JIMeyer 9/26/73

Final typing bho 9/27/73

Rev. w/f T W/%QQ\ /0 /{ /7}

BD-106 BD-242 ék@f;gql7glzg3

Buresau of Drugs

Office of Selentific Evaluation

b(a)
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REVIEW OF -RESUBMISSION

DATE COMPLETED: 9-20-~73 ‘ ANDA f:— 83-273

CO. NAME: Ayerst Laboratories
685 Third Ave,
New York, NY 10017
NAME OF DRUG: Trade: Premarin Vaginal Cream
Generic: Conjugated Estrogen

DATE OF SUBMISSION: August 22, 1973; August 30, 1973

TYPE OF SUBMISSION: August 22, 1973 Injury to patient using Premarin Cream
August 30, 1973 Resubmission to B,D.A, letter of 5-17-73

CLINICAL EVALUATION:
1, Review of Studies:
Pertinent data is to be reviewed by the chemist, -
2,. Review of Labeling:
Will be forwarded in 4 separate communication,
Submission: 8-22-73 . Examination: Screw thread at the dispensing end of the
' applicator»has'beenrpartially broken off,
Patient: History of "eut herself": Location and severity

of cut unknown,

Conclusion: Report is incofmplete: - Area of cut unknown nor extent of same,

Rationale for using (1) b(4)

Statement: .

CONCLUSION: Package circular will be submitted in a separate communication,

b(4)

RECOMNDATION: Recommend that. be removed from formu]_ationq
cc: LV, Vv, Karusaitis, Myg._

Dup .

BD=69

*VVKarusaitis/rt/9-21—73
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RESUBMISSION o

Ayerst] avessy Lasomarories it gerat
—— NDA ORiG AMENDMENT

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

August 30, 1973

Marvin Seife, M.D.

. Director

Division of Actions lmp]ementat1on
Drug Efficacy Study lmplementat1on
Project Office

Bureau of Drugs

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

SUBJECT: NDA 83-273§ PREMARIN® (Conjugated Estrogens, U.S.P.) Vaginal Cream

Dear Dr. Seife:

L
The Administration's letter of May.17, 1973, requested additional manu-
facturing and control information with respect to our abbreviated
supplemental new drug qﬁpIICatlon for the product in caption. According]y,
we are enclosing, in triplicate, the requested information.” This is
presented as a memorandum froem our Ms. Hannah Archibald, Ayerst Laborato-
ries, Rouses Point, New York, clarifying questions raised in the Adminis-
"~ tration's May 17th letter. Appropr1ate attachments to Ms. Archibald's
memorandum are also enclosed.

The Administration's request for revision of the package circular for this
product will be handied in a separate commun1cat1on.

Please be advised that all material and data contained in this submission
are confidential. The legal présection of such confidential material is
hereby claimed under applicable provisions of 18 U.S.C A, Section 1905
and/or 21 U.S.C.A., Section 331 (j).

Sincerely,

AYERST LABORATORIES

: Henry S Perdue, PhiD.
"HSP - / Director
BEA: j1 ' Regulatory Affairs

Encl.



ORIG NEW CORRey ~

Aﬂk§f§§¥§5i AYERST LABORATORIES
® DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

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

August 22, 1973

Marvin Seife, M.D.

Director

Division of Actions Implementation
Drug Efficacy Study Implementation
Project Office

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

SUBJECT: NDA 83-273; PREMARIN® Vaginal Cream

Dear Dr. Seife:

We are enclosing, in triplicate, a report received from Dr .= o—ecmmm

- . Dr. reports that an b(ﬁ)
unidentified patient '"cut herself" while using PREMARIN Vaginal Cream.
Enclosed is a copy of a letter to Dr. from John B. Jewell, M.D.,
Medical Director, Ayerst Laboratories, and also an Ayerst Laboratory

Work Request, No. 16713, explaining how this occurrence could have been
possible.

Please add this information te the Administration's files for NDA 83-273.
Please be advised that material and data contained in this submission
are confidential. The legal protection of such confidential material
is hereby claimed under applicable provisions of 18 U.S.C.A. Section
1905 and/or 21 U.S.C.A. Section 331 (j).

Sincerely,

AYERST LABORATORIES

Henry S. Pe
Director
Regulatory Aff,

rdue, Ph-Pvaa

HSP
BEA:mo
Enc.
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e /../ / ,? t‘ Name
SOV ._ 0
, ; o e ; // - Territory NO. P‘Cl N L] - 9 4 0 1
Rl “_'..,_' ‘ Pt s TELA S e A, .
i City, State B .
est Available Copy
Sheet No. 1 to New York Office.
Sheet No. 2 to Rouses Point with
- , / _ : Complaint Material.
Da S _ Sheet No. 3 for Sender’s File.
&£ L 4
ate £ > Use label on No. 2 for return goods.

/

Name and address_ P

- b(6)

of complainant_

o l\ ‘

Product Name. Pkg. sze

No. of units (Viais, Bottles, eic.) returned to Rouses Point

. - '
Request for Credit has been issued. Yes [[] No (Please indicate).

If customer is entitled to credit, Salesman should send completed Request for Credit Form to his Servicing Branch immediately.

REPORT
(Provide complete details) “\6\ ' ~ (Attach pertinent letfers or memos to Sheet No. 1)
- ' A L ‘. -
{ . ~AE L PSS, w2t
A // el -:‘,/.v P
; ‘ VA
7 T4 i AL
i ] - [ -
R "4. i
. -/l
/"“' \4’ 7’!»’.(- - (—

s s,
[PPSR P 0
Sheet No. 1 I ; L
SR - /, 7? - S /}‘vffﬁl/
P P ;

FOR NEW YORK OFFICE USE ONLY —
Quality Standard [] ' Untoward Action or Inaction [ ]
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July 19, 1973
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bec: Mr., Mollov ‘/
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=« WORK REQUEST FILE

NO. 16713
LABORATORY WORK REQUEST
COFELADT bvaliAyiON KU
REPOK]
Department___Regulatory Office Date_ July 2, 1973 Batch No.  Unknown
Product_Premarin Vaginal Cream applicator
Additional Information *
P.C. No. 9401
(one applicator returned)
Please examine
RESULTS

Phveical Appearance

The product complaint consists of one Premarir® Vaginal Cream Applicator, batch number
unknown. The screw thread at the dispensing end has been partially broken off,

Microscopic examination of the tip of the applicator shows minute fracture lines along
the base of the screw threads. These small cracks are not apparent on a new barrel.

Conzlusion:

Examination of the applicator indicates that undue siress during use may have caused
the tip of the applicator to fracture.

Initisted by: I. Tetreault s Performed by.___A. Beath

/j,.s A
L/ 3 hours

OK'd by: D. E. Williems _Time Required:

Date Completed:_.3 dJuly 1973

Results Noted by:

Approved by-/{/% m‘%//%“/v\

67-M-2-47



L, REVIEW OF ANDA, AMENDMENT, SUPPLEMENT, RESUBMISSION, FPL
4TE COMPLETED: DA #: 83-273 "
8/27/13 :

F.R. DATE:
€O, NAME: Ayerst Laboratories
685 Third Ave.
N.Y., N.¥Y, 10017
NAME OF DRUG: ‘Trade: Premarin Vaginal Cream
Generic: Conjugated Estrogen U.S.P., Vaginal Cream
DATE OF SUBMISSION: 8-10-73
TYPE OF SUBMISSION: Correspondence
CLINICAL EVALUATION:

1. Review of Studies:
Firm submits a complaint from a 70 year old woman who developed

fissures and itching inher vulvo-vaginal area: Persisted for one year: Present at time

of complaint.=(7-5-73)

2. Review of Labeling:
Information is inadequate: No M.D. report.

CONCIUSION:
Information noted; inconclusive.

RECOMMENDATIONS ¢
No action ne cessary.

cecq

DUP

BD-69
V.V.Karusaitis/emb/8---28-73



ORIG NEW CORRES

AYERST LABORATORIES

DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

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

Avgust 10, 1973

Marvin Seife, M.D.

Director

Division of Actions Implementation
Drug Efficacy Study Implementation
Project Office

Bureau of Drugs

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

SUBJECT: NDA 83-273; PREMARIN® (Conjugated Estrogensl,U.S.P.)
Vaginal Cream '

Dear Dr. Seife: | b(ﬁ)

We are enclosing, in triplicate, correspondence from Mrs.
who complained of some discomfort experienced at the time of her use of
PREMARTN Vaginal Cream.

Please add this information to the Administration's files for NDA 83-273.
Please be advised that all material and data contained in this submission
are confidential. The legal protection of such confidential material is
hereby claimed under applicable provisions of 18 U.S.C.A., Section 1905
and/or Section 331 (J).

Sineerély,

AYFRST LABORATORIES

Henry S. Perdue
Director

HSP
BEA :mo
Enel.
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July 20, 1973

b

Vo are in receipt of

your recent, .
1 1 «'14': -
Long=ter Eynecological, jek

tter Tegarding your
toblem ang ¥OULd hasten to point out
that wo are mamifactyurgpg oL medicationg s Dot Practitionery o
of medicins, It wiuid be Lproper for us o Comment on & nedical
Problom, which is {ha rTealm of Physiciang,
While it iz

Vs

, wifortunate that you 41ld not gaye the PREMARTIP

Vaginag Cresm roy Blir Suaination PR i is'“z'iig}il;y'“imp’robabie that

it wag the Positive fantop in your malady, Certainly s 1% woulg

bg improper tn Store arny medication where 13 would be subject to

constant abnormay warmth gg You descripg your cloget,
the deseri

Délon of Jour megicsl joxe
the effortg Jou have

oblem we Tecognize
DUt forth to seek relier and wg Sirpathige
with youp discomfort, From ths descripi:ion Jyou give US, 3y e
YeCommend that Jou seek the medical attention gp Bigynecologigt,
or dennatologist, ' -
Sz

HAceraly yours s

AYERST LABORATORTES

Bo I'ff)llov 7
Bianager, Project Servicesn
BY/nra



T EATE BT Aol AR o N B 10

"..
o R .
’ £ e
‘. ) -’ 1)
. .
f ,
.
N,
- \~
N
\\
Y

C\‘L;]‘,bx.ué{’/ ol &/

“er e =
Q\-«A/w %MQ;Q"T

oA ""-/LH(, —& /g&

[wa ’JT i S

/ L vH\LLLg_ /

Lo vewt g .
.t h= . g )\ 1C Lullk_/c( (_‘_h‘ e

’t‘\/lw\—\—\—.- L,\ ‘ \"‘c— /\/L_f)_/}\ ,L_. {

eleel 2 f“

‘ ) / Czpq [{ ) U AV i
()(/Luﬁ/ W‘C—’Lg /\A// ttéf a{%g ’—'C/Z:\ c ’@( \r_
, Z N e B

LS

Law



'
i

:
|

. . . @ . . ‘..:-
Ll dl L&r ) S Ny
Q /v\/»t A.“L G i \/( ),L"(\ (’_(_a\{\ .. ,)

i L ps C«/w(/w- @(, S ng / /L / e

:':t&cﬁ, C(/\,u—e AT e Ko C/ LAty ¥ (,,CL,,\ ‘:—" &
7 (o /Kuu,ﬂ:a le Gore @l en M oo G P A
’Lc —_— c\_,,bf-«.v( (.A.LJ—’&-L( Pl Cuy“vbﬁ Ceo L/(A/u—<

okt CClLeoco l ~Cloic oy il el

Cin-C . a=t L,Q/L/(/x_,(,_c &/ ﬁ—&_/'.//é o Crig o
CL‘@u& - \t' /23(/ LG\M‘“{- S O I S ’é_ £
C_/ea'—z,z_:f y ‘

/ et llkwx\ - fé\_p_t—ﬁﬂ ST

(/LL L:ﬁ»( \‘A*»»~ *[-g (/Luq} Tl oL o

/ C‘\/LL,L s_\& < L

//W_,—uwf whold D et
b’f —t‘(,c Llits €l titin. A1 g,,_w‘“(./‘li—g_ (/(,'v 4,4_:];“

j/:(C, e (,qu/ta cz/ (o C»/‘/J J—tr‘u_‘ PR
L be C’,(., "3 R N /) rs;,«__c‘t tg/ [\L
()(_ T ~_~(w {’: —_— w{x («J{ L,E,(__:‘&(/J,\ ¢ (,u_vié . :
/[/\ . /,/L/___cwc( A= cJ—/) ‘v\/é}/(/i—cL/(\ o (,o L(\;—?Nm N
}/(f‘ Ao o Devo. g 1% €.t
Py ,G e i e L D st - 3(*‘\
9 (J@;VT R SN é cLLM((L(L }/7{-?; jj _
A u,(wwv ; c/(,:é«t,cj »a_éz/ S [ua( éw‘\(/’
( —~ — - -

ﬁ L/L/L:—(/[»C /J/*'/ff'wé ( /a L» N

P }rh

v

C. CL\-—»‘::%EI T



—

: z dwwfc‘ﬁu@, b0 Yeceal A F~
Y I a0 () C(é&u e f‘(,c»u,gv 7\&:{_“ .

)
é»(, //Lg—pk—-\—-((_, \_v\b ¥ '/'~</V
—

,() dﬂ/@g / ?z\ Line Atz lae Céc % S

) "L"""(’-'(»L /—&/{ﬁ—— : /’—/6 <L/L/(/d/ R .

'Cw Cvo "Z/ /é/\,&: wt ‘t" £ 2t S~ G
/M%vg,('w ;/vs—__t:ch /(/P‘-/L/\L\/ - [C C(‘_Lc'

Z(,Lbouf‘/ @ -~ /V’h/(x.v-c'—(/ - ‘.L(/C/(_AA./[

Lg,).

———

‘—uae /’l/pc/étrzL_ ‘ /[C‘\J(KCuL‘_—"ﬁL /t-//»-'—‘-le

/-f-:(\ LuL.%—/L’C/ g1 el L Lo é ji/(«/
LA AT “"""d’ L__ £-.€, ) /L\/(/LA—C/"L/(/L/\, P : : /- ?

//”F ’é("’“""ﬂ’“’“ﬁ:—' _”\{\c o F‘L u»»“ct'f_f.

-

Asf /ug/l <L tens 2 v(/‘cﬂz’l«M/L*’ 6( C"‘/() N~
".‘\M,..- 'é e_e CQ«(F‘;’:t:{ L/L’L‘tﬁ‘“‘é—[/\‘(_rg\_

A ) a »chw f quk/‘ﬁf 2 Al ok |
U \‘ /(./*zu/L ‘é‘ “(L:/{\c_ GLJ‘—— :
e [2 / it e

. Lt Al Q s
/é\-‘Cv '\/‘—‘“"(“ ""L{L-L(},%::‘L - (Q M—(\ LQ___ %&.w{

Nl g/u"c”“ dL w/f'C{ \/LZ':C(A.LA»‘_ 4 C(_‘ %7

R

i'j L~ )C\—J‘ C:]-/\:/v‘Q_ - l., '

-
-

Coe

- ’h
i



3

et cta LR S

— —6‘ Q %LC/"» L \_LL )1/«_,\7; fq\_ﬁ«f,q < f”Lf\—“' é\_,
& % / Caay Al aca e ncalar =y

AT e
*-/ev“' L L(c_ck = [r 1 \/t/c/LL (::(" Cwl/izc’\\—/’ﬁvlé .

><)Zz\/u‘( (/~(’,\—/L/‘- 3 P SR LR ( B CA~~

I W Lu_m w (-l 9 S R '75& ,
Woaro, a ko e oo Vo ol
/(/Lst‘ "’CL&.\/ e PPN l) oo "“t\ '"ltzhou /‘\L;/é\,:/ L«/‘,w

LT T L E L LT
_//6 Loes i &4 /(/t’(/lg G-—'(,(,L_() .

) M/f_,(m T O V/ W—RMI\/\' ﬁ/q”“‘««
a2 OQAJ;(——CL/L o

V\" (.‘/L L& SR S O OV B O k

'éxf,vc_o cLL = LM )e /&e/Q 2 L%{Z" C‘“/(A ottt
*—(7{//»-”"‘—’6" Z/UA/-:Z/’ j /\/ é :
Gt Ata e ) et e /‘//Wdz' “3

i

Q/ZJ{M Crea o p J/u/ug_ a7
71-/(/._.1. 9 '/@,L;{:iw.«_cv_éﬁ - ';C'[JL _atel
7( ;C— L o2 T ’é’{{( el ée'({? [ A Y
LB /C/iktéw @ Lo v u LL o A T vy
(/lg,uvu—-— tﬂé /&a_“(‘:/\,g\ N ac a\,c_l _Cf//c
J.Muv Lo e /yﬂ/u,\- el Lol
» "mbuup»~( L'.,\:'CL\ 'tL ’Cl»“o Luagk&\-
,,k,*a—’%(,v\) w U e OI‘ML/DM'CI Are. LO(_Q,é ,:u

Lu-v

4

/é-e.Lu_ oot 7 TN bt C~¢ ;(L }

F‘ 4..

e

AP

L3



- v ' R -
i_ . X “« R & ;o § ¥ - -
J } . , i e N
4 < “
¢ . P
'\\.A - P 5
N _ 1(6)
N
i N .

Sl Ny 4 G (( / - U
]

2 /’\ , " B O N LCosy —em o \(\ L:‘L-Ct["-:) "
lﬁ o fo - Ly e . N
— Aiz’ég_m\_c‘v/\) g @;f‘\,{__z( I L (j/é\?\ i
/Lcut?"(d 07CL’f (’ ) . oo D /" e
CLC oy ' ] L
: A

é&

(

57‘
i
T&
o
;L

g,
:
¢
L
f
o
Fﬁ
(*F\
&f
1

:eﬂ/?g_, / ¢ . SN Lt ’
ot s 141‘3"‘@ ».Ztﬁ* R Y A, _/C e
s C - /. ¢ o - -
L"(’?’! ‘ c‘;d-‘_k-_ / \’L(;—_ﬁ“[ ’ 3 _ ‘/’; i -(C// Vd Z’L(_X
\ 14 L /&M_’ /‘ S “ 4 - / U -_—
o k{j B —/‘C’ b e -/(?/zt,:{' E 2’ = v ‘\“ \_‘*{ 2
T LA e, R [ Lngd Cc . < /?-C:C %/( - )A
Ao Lnk»\_ T *T\(‘{ /S
Lot o \‘[\ ( [ ) C‘ 17 RN i
; 7’\3-——;'_,/1._(’.?_«,-/« P L -ﬁ— ‘—/VLT#: // : (:~ .
~ &le P

L >
S H/L'O‘“’L/ T ’// L(/(’L 7 o (/r;c, ¥~ 12 )
<. s -

._éﬂ - V\—

G- b la = Yoy
.Mu%jﬁtaf ﬁu

et g

———— —
e



. g ; S
[-] ’ ﬁ
'. 3 i, d '
& hd ’ ’
~ » ‘ i ) ;
( SR O & R § E
. ’.. L 4 ’ v
) i
‘I . '
l" . . - )
<] : v
. £

L.
(,A_/LL——(/ C/_/._/(A_/c__u—é ‘_t.// _ AI‘/L ,H"‘; . C/A(_Lz-—( _:{'\
/

ce. L/>x L’Q—LLCk—‘(fé/c» Lew /) t{ \_L—u "‘“@(f /7L(.,
é o 9(\@1 p‘-“ﬂ"‘(‘g

-

“ .
Lopsin

R vt e e, i,

bttt

o\/ui\ f"«?ﬂ‘ ANl L v’)/w—‘\—c N V\ T
. C{M g QW&/Q/ / C-v-1 e { o
- e

\vap pto—/;k 0_ C'( = TL\- Ch o v L"/‘A’"“—( —3(“

prtel @ ? et a0l g f ot -
-A..‘T k_L—« Nt‘ Qc\,chd_g ({‘ _éﬁ(\_\_\j\“vﬂ(

*’ﬁ/"’l_ Cr\/u"‘

v
I. | VR S ) 4
5{#@; z G W ot Lecame . g L
SO "Ck_.g__f(\

b )AA—Q é—\f ,6{ (L,é‘& ’é?—z_c_(( pa U
\—/ Lo R g N Ck—/u\{'k—c(c" a_ . éik

)_ Cone (—cQ ATCAS Yl LCé C’\/L//L(,/ e,,(n-—l%
e Ct/u—{(,‘ K, Ol/béA 2
Wmdwwfé/

¢ Ktz e o] Y
.

/

/[{:,Q—&“ Lo, LA
~r

_,cr -/L(___)""" . QN
L Ll L(_L -c J f L
S i Lk/\zi"&‘l_f ,

S f
frovra bty |

\/L«/ o - “ -

/_9 /6,6\,2,4’;7 Ll

’,{J’U e,

f‘,g : ~
j‘FL‘-’b'f /@—(’.W\-{zl o L(/’(/L‘“‘é( Vke, d\_x.T(_ "2 / )"/u BN [

- Aol e gy == 7 4
: g el L k/{)
/4. 74 - Lol @ gt,( £ e, /é’b < e {\(v_, <

) )LL.-'C[«., N
I d V—LLLJ, ™ L( O‘T‘./LL/,\_L(/(

= = B
R
LA V
L2
4 - ’ i
>~
” ¢
) -
.

\)747,_‘(»‘:,‘(_,[ ,,L—é— MMJ @\L/r—,f’l_k } A— / / e
AL [ - i

-

O

Tt et et




*~

Ayétst@ |

(&2

NDA ORIG AMENDHS

AYERST LABORATORIES

DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

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

SPECIAL NEW DRUG APPLICATTON AMENDMENT/CHANGES BEING EFFECTED

Janwary 31, 1973

Marvin Seife, M.D.

Acting Director

Division of Actions Implementation v
Office of Scientific Evaluation

Bureau of Drugs

Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20852

Dear Dr. Seife:

SUBJECT: NDA 83-273%; PREMARIN® (Conjugated Estrogens USP) Vaginal Cream

On October 3, 1972 Ayerst Laboratories submitted an Abbreviated Original

New Drug Application (ANDA) for the subject product.

We are hereby amending that application and are submitting herewith, in
triplicate, minor revisions to the instructions for use of the applicator.

We consider these revisions improvements that give increased assurance

that the drug will have the characteristics of identity, strength, guality
and purity which it possesses, and as provided by the regulations, they

will be placed into effect on or before April 1, 1973.

This application contains copies of the revised labeling in draft form.
Final printed labeling will be submitted to the Administration when it
becomes available.

HSP
BEAscs
Attachments

Material and data contained in this submission are confldentlal. The
legal protectlon ef such confidential material is hereb' »

b(4)



. Name of applicant

. Address

GEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION

ROCKVILLE, MARYLAND 20852

NEW DRUG APPLICATION (DRUGS FOR HUMAN USE)
(Title 21, Code of Federal Regulations, § 130.4)

AYERST LABORATORIES

. Form Approved
Budget Bureau No. 85-R0045

685 Third Avenue, New York, New York 10017

Date January 31, 1973

Name of new drug PREMARTN® (Conjugated Estrogens USP) Vaginal Cream

X Ongmal application (regulation §130 4).
Amendment to original, unapproved applxcanon (regulation §130.7).
[ ] Supplement to an approved application (regulation §130.9).-

[} Amendment to supplement to an approved application.

The undersigned submits this application for a new drug pursuant to section 505(b) of the Federal Food,
Drug, and Cosmetic Act. It is understood that when this application is approved, the labeling and advertising for
the drug will prescribe, recommend, or suggest its use only under the conditions stated in the labeling which is
part of this application; and if the article is a prescription drug, it is understood that any labeling which
furnishes or purports to furnish information for use or which prescribes, recommends, or suggests a dosage for
use of the drug will contain the same information for its use, including indications, effects, dosages, routes,
methods, and frequency and duration of administration, any relevant warnings, hazards, contraindications, side
effects, and precautions, as that contained in the labeling whichis part of this application in accord with $1, 106(b)
(21 CFR 1.106(b)). It is understood that all representations in this application apply to the drug produced until

an approved supplement to the application provides for a change or the change is made in conformance with other
provisions of $130.9 of the new-drug regulations.

Attached hereto, submitted in the form described in §130.4(e) of the new-drug regulations, and constituting

a part of this application are the followmg

1. Table of contents. The table of contents should

! specify the volume number and the page number in which

the complete and detailed item is located and the volume

number and the page number in which the summary of that
item is located (if any).

2. Summary. A summary demonstrating that the apphca~
tion is well-organized, adequately tabulated, statistically
analyzed (where appropriate), and coherent and. that it
presents a sound basis for the approval requested. "The
summary should include the following information: (In
lieu of the outline described below and the evaluation
described in Item 3, an expanded summary and evaluation
as outlined in §130.4(d) of the new-drug regulations may
be submitted to facilitate the review of this application.)

a. Chemistry.

i Ch‘emicaf structural formula or description for any
new-drug substance.

. ii. Relationship to other chemically or pharmacologi-
cally related drugs.

iii. Description of dosage form and quantitative com-
position.

b. Scientific rationale and purpose the drug is to serve.

c. Reference number of the investigational drug no-
tice(s) under which this drug was investigated and of any
notice, new~drug application, or master file of which any
contents are being incorporated by reference to support
this application.

d. Preclinical studies. (Present all findings including
all adverse experiences which may be interpreted as
incidental or not drug-related. Refer to date and page
number of the investigational drug notice(s) or the volume
and page number of this application where complete data

N j and reports appear.)

g i. Pharmacology (pharmacodynamlcs, endécrinology,
. metabohsm, etc.).

FD FORM 356H (4/70)

ii. Toxicology.and pathology: Acute toxicity studies;
subacute and chronic toxicity studies; reproduction and
teratology studies; miscellaneous studies.

e. Clinical studies. (All material should refer specifi-
cally to each clinical investigator and to the volume and
page number in the application and any documents in-
corporated by reference where. the complete data and re-
ports may be found.)

i. Special studies not described elsewhere.

ii. Dose-range studies.

iii. Controlled clinical studies.

iv. Other clinical studies (for example, uncontrolled or
incompletely controlled studies).

v. Clinical laboratory studies related to effectxveness.

vi. Clinical laboratory studies related to safety.

vii. Summary of literature and unpublished reports avail-
able to the applicant.

3. Evaluation of sdfety and effectiveness. a. Sum-
marize separately the favorable and unfavorable evidence
for each claim in the package labeling. Include references
to the volume and page number in the application and in
any documents incorporated by reference where the com-
plete data and reports may be found.

b. Include tabulation of all side ‘effects or adverse
experience, by age, sex, and dosage formulation, whether
or not considered to be significant, showing whether ad-
ministration of the drug was stopped and showing the
investigator’s name with a reference to the volume and
page number in the application and any documents in-
corporated by reference where the complete data and re-
ports may be found. Indicate those side effects or adverse
experiences considered to be drug-related.

4. Copies of the label and all other labeling to be used
for the drug (a total of 12 copies if in final printed form,
4 copies if in draft form):

PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED.



a. Each label, or other labeling, should be clearly
identified to show its position on, or the manner in which
it accompanies, the market package. ‘

b. 1If the drug is to be-offered over the counter,labeling
on 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 sponsored by or .on “behalf of-the applicant
and directed to the layman. If the drug is intended or
offered for uses under the professional supervision of a
practitioner licensed by law to administer it, the applica~
tion should also contain labeling that includes adegquate
information for all such uses, including all:the purposes
for which the over-thescounter drug is to be advertised to,
orrepresented for use by, physicians.

c. If the drug is limited in its labeling to mse under
the pr_o,fessionaf supervision of a practitioner licensed by
law to administer it, its labeling should bear information
for use under which such practitioners can use the drug
for the purposes for which it is intended, including all
the purposes for which ‘it is to be adwvertised or repre-
sented, in accord with §1.106(b) (21-CFR 1.106(h)). The
application should. inciude any labeling for the drug
intended to be made available to the layman. -

d If no established name .exists ‘for a new-dmg sub-

stance, the apphcanon shall propose - a.. -ponproprietary.

name for use as the estabhshed name for the substance.

e. Typewritten or other draft labeling copy may be sub-
‘mitted for preliminary consideration of an apphcanon. An
application will not ordinarily :be .approved ‘priot ‘to the
submjssion of the final printed labél and labeling of the
drug.

f- No application may be approved if the labeling is
false or mlsleadmg in.any particular. . ‘
(When mailing pieces, any other 1abelxng, .ot advettxsmg
- copy are devised for promotion of the new drug, samples
shall be submitted at the time of xmual dissemination of
such labeling and at the time -of initial placement of any
" such advertising for a prescnpuon drug (see §130. 13 of
the new-drug regulanons) Approval of a supplemental
new-drug application is required prior to use of ny pro-
mononal claims not covered by the approved . apphcatlon.)

“5. A statement as to whether the drug is (or is not)’

limited in its labeling and by this- application to use
under the professional supervision. of a pracutmner
hcensed by law to administer it.

“6. A full list of the articles used as compopents of
the drug. This lisc should include all substances used
"in the synthesis, extraction, or other method of preparation
of any new-drug substance, and in the preparation of the
finished dosage form, regardless of whether they undergo
chemical change or are removed in the process. Each
substance should be identified by its established name,
if any, or complete chemical name, using structural
formulas when necessary for specific identification. If
any propneta:y preparation is used as a component,-the
proprietary name should be followed by a complete quan-
“titative statement of composition. Reasonable alternatives
for any listed substance may be specxf1ed

7. A full statement of the composition of the drug.
~The statement shall set forth the name and amouat of
edch ingredient, whether active or not, contained in a
stated quantity of the drug in the form in which it is to be
_distributed (for example, amount per: tablet: or per mil-
liliter) and a batch formula representative of that to be
employed for the manufacture of the finished dosage form.
All components should be included in the batch formula
regardless of whether they appear in the finished product.
Any calculated excess of an ingredient over the label
declaration should be designated as such and percent
excess shown. Reasonable variations may be specified.

packing and the described facilities and controls

8. A full description of the methods used in, and the
facilities and controls used for, the manufacture, process=
ing, and packing of the drug. Included in this description

should be full information with respect to any nsw-drug

substance and to the new-drug dosage form, as follows,
in sufficient detail 1o permit evaluation of the adequacy
of the described methods of manufacture, processing, .

determine and preserve the- identity, strength, quality,
and purity of the drug:

a. A description of -the physical facilities including
building and eguipment used in manufacturing, processing,

_packaging, labeling, storage, and control operations.

b. A .description .of the quahhcatwns, including educa-
tional -background and experience, of the technical and
professional personnel who are responsible for assuring
that ‘the drug has the safety, identity, strength, quality,
and purity it purperts or is represented to possess, and a
statement of their responsibilities.

c. The methods used in the synthesis, extraction,
isolation, of purification of asy newsdrug substance. When
the speciﬁcations and controls applied to such substance
are inadequate in themselves to determine its ideatity,
strength, quality, .and purity, the methods should be
described” in sufficient detail, including quantities used,
times, temperatures, ‘pH, solvents, etc:, ‘to determine
these characr.ensucs. Alternative methods or variations
in methods within reasonable limits that do not affect
such characteristics of the substance may be specified.

d. Precautions to assure proper, identity, strength,
quality, and purity of the raw materials, whether active or
not, including the .specifications for acceptance and
methods of testing for each lot of raw material.

e. Whether or not each lot of raw materials is given a
serial number to idenatify it, and the use made of such
numberss in _subsequent plant ‘operations.

JAND ¢ the applicant does not himself perform all the
manufacturing, processing, packaging, labeling, and con-
trol operations for ady hew-drug substance or the new-df
dosage form, his statement 1dent1fymg each person ®i./
will perform any pait of such operations and designating
the part; and a signed statement from each such person
fully describing, directly or by reference, the methods,

-facilities, and controls in his part of the operation.

g- Method of preparation of the master formula records

-and individual batch records and: manner in which these

records are used.
bh. The instructions used in the manufacturing, process=’
ing, packaging, and labeling of each dosage form of the

-new . drug, including any specxal precautions observed in

the operations.

- Adequate information wu:h respect to the character-
istics of and the test methods employed for the container,
closure, . or other component parts of the drug package to
assure their suitability for the intended use.

jo Number of individuals checkmg weight or volume of
each mdxvxdual ingredient entermg into each batch of the
drug.

-k. Whether or not the total weight or volume of each

"batch is determined at any-stage of the manufacturing

process subsequent to making up a batch according to the

- formula card and, if so, at what stage and by whom it is

done.

I Precautions to check the actual package yield pro-
duced from a batch of the drug with the theoretical yield.
This should include a description of the accounting for
such items as discards, breakage, etc., and the’ criteria
used in accepting or rejecting batches of drugs in the
event of an unexplained discrepancy.

m. Precautions to assure that each lot of the drup
packaged with' the proper label and labeling, inclie s
provisions for labeling storage and inventory control.



n. The analytical controls used during ‘the various
stages of the manufacturing; processing, packaging, and
labeling of the drug, including a detailed description of
the collection of samples and ‘the .andlytical procedures to
which ‘they are subjected. The analytical procedures
should ‘be capable of determining ‘the active components

" within a reasonable degree -of accuracy and.of assuring

the identity of such components. If ithe -article is.one that

" ds fepresented to be sterile, the same informavion with

regard to the manufacturing, processing, ‘packagirg, and

" become  available.

\

the collection of samples -of the drug should be given for
sterility controls. Include the standards wsed for -ac-
ceptance of each lot of the finished drug.

o. Aa -explamation :of 'the exact  significance -of the .
‘batch control numbers used.in the ‘manufacturing, process-’

ing, packaging, and” labeling ‘of ‘the .drug, including +the

-control .numbers that appear on the .label -of the finished

article. State whether these -numbers enable .determina-
tion ‘of the complete manufacturiag history -of the product.

Describe ‘any methods used to permit determination of the

distribution of any batch if its recallis required. i

p- A complete description of, .and data - derived from,
studies of the stability of the drug, including information
showing the suitability of the analytical smethods wsed.

. Describe any additional stability ‘studies underway .or

contemplated. Stability data should be submitted for any
new-drug substance, for the finished dosage form -of the
dryg in the contaimer in which it is to be -marketed; in-

" cluding any proposed multiple-dose container, and if it is

to be put into solution at the time of dispensing, for "thg
solution prepared as directed. State the expiration. date(s)
that will be used on the label to preserve ‘the identity,

‘strength, quality, and purity of the drug until it is used.’
(f no expiration date is proposed, the applicant must"
" justify its absence.)

g. Additional procedures employed which é:a fdésigned

.to prevent contamination and otherwise assure proper

control of the product. . . R

(An dpplication may be refused. unless .it includes
adequate ‘information showing that the tiethods :used in,
and the facilities and controls used for, the ‘manufacturing,

processing, and packaging of the drug are -adequate to .

preserve its identity, strength, quality, and putity in con=
formity with good manufacturing practice . and - identifies
each establishment, showing the location of the= plant
conducting these operations.) :

. 9. Samples of the drug and -articles used ‘as '~,c6mpo--
gents, as follows: a. The following samples shall be sub-

mitted with the application or-as soon -théréafter»ai‘s'they
Each sample shall consist -of. four
ideatical, separately packaged subdivisions, each .con-
taining at least three times the amount required to per-
form the laboratory test procedures described in the ap-
plication to determine compliance with its control speci=-
fications for identity and assays:

i. A representative sample or samples of the finished.

dosage ‘form(s) proposed in the application and employed
in the clinical investigations and a representative sample

or samples of each new-drug substance, as defined in.
§130.1(g), from theé batch(es) employed in the production

of such dosage form(s).

ii. A representative sample or samples of finished
market packages of each dosage form of the drug prepared
for initial marketing and, if any such sample. is not from a
commercial-scale production batch, such a sample from a
tepresentative commercial-scale production batch; and a

representative sample or samples of each new-drug sub- ‘
_stance as defined in §130.1(g), from the batch(es) em-

ployed in the production of such dosage form(s). '
iti. A sample or samples of any reference standard and

E\\P‘A;,.avblank used in the procedures described iii the application

for assaying each new-drug substance and other assayed

. whean any -such samples are not necessary.

compdnents of the:finished deug: - Provided, boivever, “That +
samples of feferentce tstandards srecognized-in the offidial
U.S. Pharmacopeia or The National Formulary need not
‘be submitied unless requested. ) .

b. Additional ‘samples shall ‘be submitted on request.

c. Each of the samples ‘sibmitted 'shall be appropri-
ately packaged and labeled to preserve fits characteristics,
to identify ‘the ‘material and the quadtity in each sub-
division “of the sanple, and to identify each subdivision
with ‘the name ‘of the applicant and ‘the new=drug =pplica-
tion to ‘which it relates.

d. There shall beincluded a Full 1ist of ‘the samples
submitted pursgant to Itém Ja; a statement of the addi-
tional samples ‘that = be submitted as soon ‘as dvail-
able; “and, with fespect to ‘each . 'sample submitred, full
information with respect to its identity, the ‘origin of any

new-drug substahce wontained therein (tacluding ‘in ‘the

case of new-drug substances, a statemert whether it was
produced -on -a labotatery, piloraplant, or fullsproduction

- scale) and detailed results ‘of .all laboratory ‘tests ‘made to

determine ‘the identity, -strength, “quality, and purity -of
the batch represented by the sample, including ‘assays.
Include for #ny ¥eference standard a -complete description
-of dts preparation -and whe resules. ‘of 41l laboratory tests
on it. If the test methods used diffeted from those de-
scribéd in ‘the application, full details. of -the methods
employed- in obtaining the reported tesults shall be sub-
mitted. . : :

€. The requitements of Irem 9a may be waived in
whole :or. in ‘paft on request 6f the applicant or otherwise

/- I samples of -the drug. ‘are.sent- under separate
cover, they  should be addressed ‘to ‘the attention of the
Bureau of ‘Medicine and identified on.the -outside .of the

- -shipping carton with' the-nathe of the applicant and the
.. name. of the drug as shown on the application. :

. 70. Full reports ‘of preclinical investigativns that.have
‘been made to show whether or not the. diug 45 safe for use
and effective in use. a. An application ‘may be refused
unless it contains full reports of adequate preclinical
tests by all methods reas onably applicable to a determina-

- tion of the safety and effectiveness of the drug under the

i:dp_d-iftiqn‘s of use . suggested in the proposed labeling.
b.. Detailed feports of ‘the preclinical investigations,

including “ all studies made -on laBoratory ‘animals, the

methiods. used, and the results. 6btained, -should be clearly
set forth. Such infoimation should include identification
of the person who ‘conducted each investigation, a state-

-mient of where the investigdtions ‘were conducted, and

whete “the underlying data are available for  inspection.
The animal studies may not be considered -adéquate unless
they give proper attention to the conditioits of use recom-
mended in the proposed labeling for the drug such as, for
example, whether the drug is for short- or long-term ad-
ministration or whether it is to be used in infants, chil-
dren, pregnant women, or women of child-bearing potential.

c. Detailed reports of any pertineat microbiological
and. in vitro-studies. ’

4. Summarize and provide a list of literature refer-
ences (if available) to all” other preclinical information

' ‘known to the applicant, whether published or unpublished,

that is pertinent to an evaluation of the safety or effec-
tivenéss of the drug. '

. -1l. List of investigators. a. A complete list of all
investigators supplied . with the drug including the name
and post office address of each . investigator and, following

‘each namie, the volume and page references to the in-

vestigator’s report(s) in this application'and in any docu~
omission of any reports.

b, The unexplained omission of any reports of in-
véstigations' made with the newdrug by the applicant, of =

. ments incorporated by refererice, or the explanation of the



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
applicant from published literature or other sources,
whether or not it would bias an €valuation of the safety
of the drug or its effectiveness in use, may constitute
grounds for the refusal or withdrawal of the approval of
an application.

‘12. Full reports of clinical investigations that have
been made to show whether or not the drug is safe for use
and effective in use. a. An application may be refused
unless it contains full reports of adequate tests by all
methods reasonably applicable to show whether or not the
dmg is safe and effective for use as suggested in the
labeling. i

b. An application may be refused unless it includes
substantial evidence consisting of adequate and well-
controlled investigations, including clinical investiga-
tions, by experts qualified by scientific training and ex-
perience to evaluate the effectiveness: of the drug in-
volved, on the basis of which it could faitly and respon-
sibly be concluded by such experts that the drug will have
the effect it purports or is represented to have under the
conditions of use prescribed, recommended, or suggested
in the proposed labeling. . _

c. Reports of all clinical tests sponsored by the ap-
plicant or received or otherwise obtained by the applicant
should be attached.  These reports should include ade-
quate information concerning each subject treated with
the drug or employed as a control, including age, sex,
conditions treated, dosage, frequency of administration
of the drug, results of all relevant clinical observations
and laboratory examinations made, full information con-
cerning any other treatment given previously or concur-
rently, and a full statement of adverse effects and useful
results observed, together with an opinion as to whether
such effects or results are attributable to the drug under
investigation and a statement of where the . underlying
data are available for inspection. Ordinarily, the reports
of clinical studies will not be regarded as adequate
unless they incilude reports from more than one inde-
pendent, competent investigator who maintains adequate
case histories of an adequate ‘number of subjects, de-

signed to record observations and permit evaluation of

any and all discernible effects attributable to the drug in
each individual treated and comparable records on any
individuals employed -as controls. An application for a
combination drug may be refused unless there is sub-
stantial evidence that each ingredient designated as
active makes a contribution to the total effect claimed
for the drug combination. Except when the disease for
which the drug is being tested occurs with such infre-

‘tion concerning such components previously submitef

quency in the United States as to make testing” im-"
practical, some of the investigations should be performed -
by competent investigators within the United States.

d. Attach as a separate section a completed Form
FD-1639, Drug Experience Report (obtainable, with in-
sfructions, on request from the Department of HEW, Food
and Drug Administration, Bureau of Drugs (BD-200) Rock-
ville, Maryland 20852), for each adverse experience or, ,ﬁ"',
feasible, for each subject or patient experiencing one". 7
more adverse effects, described in Item 12c¢, whether or
not full information is available. Form FD-1639 should
be prepared by the applicant if the adverse experience
was mnot reported in such form by the investigator. The
Drug Experience Report should be cross-referenced to
any narrative description included in Item 12c.

e. All information pertinent to an evaluation of the
safety and effectiveness of the drug received or otherwise
obtained by the applicant from any source, including
information derived from other investigations or com-
merical marketing (for example, outside the United States),
or reports in the scientific literature, involving the drug
that is the subject of the application and related .drugs.
An adequate summary may be acceptable in lieu of a
reprint of a published report which only supports other
data submitted. Reprints are not required of reports in
designated journals, listed in §130.38 of the new-drug
regulations, "about related drugs; a bibliography will
suffice. Include any evaluation of the safety or effec-
tiveness of the drug that has been made by the applicant’s
medical department, expert committee, or consultants.

f- If the drug is a combination of previously investi-
gated or marketed drugs, an adequate summary. of pre-
existing information from preclinical and clinical investi~
gation and experience with its components, including all
reports received or otherwise obtdined by the applicant
suggesting side effects, contraindications, and ineffec-
tiveness in use of such components. Such summary should
include an adequate bibliography of publications about
the components and may incorporate by reference inform/g-_

by thie applicant to the Food and Drug Administration. S

g- The complete composition and/or method of manu-
facture of the new drug used in each submitted report of
investigation should :be shown to the extent necessary to
establish its identity, strength, quality, and purity if it
differs from the description in Item 6, 7, or 8 of the ap-
plication.

13. If this is a supplemental application, full informa-
tion_on each proposed change concerning any statement
made in the approved application.

Observe the provisions of §130.9 of the new-drug regula-
tions concerning supplemental applications.

AYERST LABORATORIES

—— e IBlI
% Per_ Henry S. Perdue, Ph.D.
{Responsible official or agent)

Director, Regulatory Affairs
(Indicate autborz';y)

(Warning: A willfully false statement is a criminal offense. U.S.C. Title 18, sec. 1001.)

NOTE: 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 or have a place of business within the United States, the application must |
also furnish the name and post office address of and must be countersigned by an authorized attorney, agent, or official resid~
. - . - . . . . .'/l N
ing or maintaining a place of business within the United States. "4".,,/4

4
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ORIG NEW CORRES &

DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

AYQfSﬁ'@ AYERST LABORATORIES

685 Third Avenue / Nev_v York, N. Y. 10017 / Tel: (212) 986-1000 / Cable: ALPHAMIN. New York
SONALLY. SUBMITTED BY . _
BY HAND
Q\m»r\s s_@ GJ\J;,QQXQON
) ‘q{(& April 12, 1973

Mr. Jack Meyer

Division of Actions Implementation

DESI Project Office

Office of Scientific Evaluation

Bureau of Drugs

Food and Drug Administration .
5600 Fishers Lane

Rockville, Maryland 20852

SUBJECT: -ANDA 83-273%; PREMARIN® (Conjugated Estrogens, USP) Vaginal Cream

Dear Mr. Meyer:

As per your recent request we are transmitting additional samples of
Conjugated Estrogens U.S.P. for analytical purposes pertinent to the
product in caption. Included with this transmittal is an accompanying
memorandum from our Mr. Thomas R. Russillo, Ayerst Laboratories, Rouses
Point, New York which discusses the need to perform the assay under dry
conditions.

We look forward to an early reply to this submission as well as to our
original submission of October 3, 1972.

Material and data contained in this submission are confidential. The
legal protection of such confidential material is hereby claimed under
applicable provisions of 18 U.S.C.A. § 1905 and/or 21 U.S.C.A. 8 331 (j).

Sincerely,

AYERST LABORATORIES

5 Henry S. Perdue, Ph.D.

2%2;/ Director, Regulatory Affairs

HSP
BEA:cb
Encl.

%WW oancd we BES& 4o s 7%




REC'D B.EA APR 06 1373 S :

_ Internal correspondence

AYERST LABORATORIES

T0 Mr. Bernie Anderson Location New York
FROM T. R. Russillo LocATiIoN Rouses Point
SUBJECT CONJUGATED ESTROGENS RAW MATERIAL USED  pate April 2, 1973

IN PREMARIN® VAGINAL CREAM

We are forwarding to you under separate cover four vials of Conjugated
Estrogens U.S.P., batch #F-596 and four vials of Conjugated Estrogens,
U.S.P., batch #1-568 as requested by Dr. Perdue. .

It is our understanding that the FDA had some difficulty with the raw

material sent previously (batch #F-596) and requested additional samples
as well as a different batch of material (L-568).

We have re-assayed F-596 and find it essentially identical in potency to
the original assay. Our Estrogens Laboratory offers the following advice:

" This material does not contain the »- ‘that are found in
the normal conjugated estrogens Fremame== of commerce, and as a result 5w29
tends to be more wmw . It is our practice to maintain our
.sample under very dry conditions-and to proceed rapidly through

the - e stages of the analytical method.
Particular care is taken to i :

1"
o .

Please advise 1f we can be of further assistance.

TR/it
cc: Dr. Perdue -



Assay No. pate 30 March/73 LABORATORY CONTROL RECORD

Batch No. F596 Ayerst Laboratories Incorporated

:/?ec. No. Rouses Point, New York
ample No. : Sample of: Conjugstcd Estrogens, U.S.T,.
Control No. Manufactured by: Ayerst Laboratories
Quantity Count Sample Size:

Other Information:

ARM 85-6506-1

Description -

Identification - Y
b(4)

Conjugated Estrogens, Total - . Y

Sodium Estrone Sulfate -

Sodium Equilin Sulfate -

Signed: @W pate e I 73

/s1 B, F. Cliffe, Supervisor, Dosage Form Release Section, Quality Control (US)




Assay No, Date 30 March/73 LABORATORY CONTROL RECORD

Batch No. 1568 Ayerst Laboratories Incorporated

. Rec. No. ‘Rouses Point, New York
”;ampheNa Sample of: Conjugated Estrogens, U.S.P.
Control No. Manufactured by: Ayerst Laboratories
Quantity Count Sample Size:

Other Information:

ARM 85-6506-1

Description -

Identification , -
Conjugated Estrogens, Total -

b(4)

Sodium Estrone Sulfate -

Sodium Equilin Sulfate -

Signed: A

fffa e B a1

/s1 B. F. Cliffe, Supervisor, Dosage Form Release Section, Quality Control (US)




11 Page(s) Withheld

Trade Secret / Confidential (b4)

N Draft Labeling (b4)
Draft Labeling (b5)

Deliberative Process (b5)



ORIG NEW CORRES

AYERST LABORATORIES

DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

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

August 10, 1973

Marvin Seife, M.D W
Director B S M
N

Division of Actions Implementation
Drug Efficacy Study Implementation
Project Office

Bureau of Drugs : /‘l/f / /)3
Food and Drug Administration ' g ‘
5600 Fishers Lane

Rockville, Maryland 20852

SUBJECT: NDA 83-273%; PREMARIN® (Conjugated Estrogens, U.S.P.)
Vaginal Cream

Dear Dr. Seife:

We are enclosing, in triplicate, correspondence from Mrs. owsscermcmemes ,
who complained of some discomfort experienced at the time of her use of h(s)
PREMARTN Vaginal Cream.

Please add this information to the Administration's files for NPA 83-273.
Please be advised that all material and data contained in this submission
are confidential. The legal protection of such confidential material is
hereby claimed under applicable provisions of 18 U.S.C.A., Section 1905
and/or Section 331 (j).

Sincerely,

AYERST IL.ABORATORIES

Henry S. Perdue

Director

Regulatory ATy ».
HSP ﬁg’ N2
BEA:mo . N '
Encl. o e
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July 20, 1973

1(6)

Dear Mrg, —

Wa are in Teceipt of your Tecent lettep regarding your
Llong~-tem &¥necolegical broblem ang Would hasten to point out
that we aye menufactursrs of medications » ot bractitioners -
of medicins, It would be Umproper for us to comment on & medical
problem, which is the realn of physiciong,

| Vhile 1% ig wifortunate that you gig Dot save the PREMART®
"Vé{gin‘al“(}‘z’eém Tor oup ‘e.)g:—ya’riina‘tim‘z » it ig “Z"z‘igziﬁ.;‘;f'”"imp'}:*obablé that

it wvas the Positive fastop in your malady, Certainly, it would

bg improper ts Store any medication where 1% wvould be subject to
constant abniormal warmth as yoy describs your cloget,

Prom the description of your medical broblem we Tecognize
the effortg Yyou have put forth 4o seek relief and we S¥tpathige
with youy discomfort, From the descriptiog Yyou give Us, may we
Yecommend that You seek the medical atlention of Bogynecologigt
end/or dermatologsat, ’ o :

Sinceraly Jours,

AYERST LABORATORTES

B. Mollovy
bianager, Project Services

Bi/nrs



NDA ORIG AMENDMEN] é
OKIG |

Aye“rgt@ AYERST LABORATORIES

DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

685 Third Avenue Yf"k N.Y.10017 / Tel: (212) 986-1000 / Cable: ALPHAMIN, New York
PERSONALLY SUBMITTED B
Hn*\(:gqxﬂuﬁ
\\Q g\%&m&m\ December 4, 1972
L‘?. S \7‘2/ _

Mr, Jack Myer

Drug Efficacy Study Implementation Office
Bureau of Drugs

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Dear Mr, Myer:

Subject: ANDA 83-273 Premarin (Conjugated Estrogens USP) Vaginal Cream

In accordance with a recent telephone conversation held between you
and our Dr, Henry S, Perdue, we are submitting the following:

1. Fqur market packages of the subjeet product, Control 3KVJ.

2. TPour x 2gm. samples of Conjugated Estrogens USP, Batch No.
F-596 used in manufacturing the above dosage form.

3+ PFour x =, gamples of Equilin reference standard, Batch 3(4)
No. 1282-23,

4, Four x ==, samples of Estrone reference standard, Batch
No. 1282-69.,

The above samples are for laboratory use, to validate the test methods
described in the above ANDA.

Material and data contained in this submission is confidential. The
legal protection of such confidential material is hereby claimed under
applicable provisions of 18 U.S,C,A. Section 1905 and/or Section 331 (j).

Sincerely,

—

———

“i Henry S. Perdue, Ph.D.

Director
Regulatory Affairs

HSP
BEA/jp

. ‘Cc?fiqu (jq
.‘ %C&A}J&Q&L\ \)\9\,(_:3\ U\;L,\&ESQ 12-S<7=2_-
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AYERST LABORATORIESﬂE*w DRUG APPUQ!‘T!ON

Ayerst@) DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

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

Oetober 3, 1972

Marvin Seife, M.D.

Chief, ANDA Review Group
DESI Project Office

Bureau of Drugs

Fooed and Drug Administration
5600 Fishers Lane

Rockville, Maryland 20852

SUBJECT: PREMARIN® (Conjugated estrogens U.S.P.) Vaginal Cream

Re: DESI 2238
Dear Dr. Seife:
In accordance with the Federal Register notiee of July 27, 1972 (37

F.R. 145-15028 DESI.2239), we are submitting herewith, in triplicate,
an abbreviated original new-drug application (ANDA). This applica-

. tion contains six ecopies of revised labeling in draft form and other

information reguired for abbreviated NDAs in 21 CFR 130.4(f) with
respect to components, composition, and methods, facilities and con-
trols. Copies of the final printed labeling will be submitted as soon
as they are available and will be placed into use prior to approval
in accordance with 21 CFR 130.9(d). ‘

As stated in our submission, Ayerst Laboratories certifies that the
methods used in, and the facilities and controls used for, the mam-
facturing, processing, packaging and holding of PREMARIN Vaginal
Cream are in conformance with current good manufacturing practice as
‘gpecified in 21 CFR 133.

Ayerst Laboratories Inc. assures that the drug dosage form and com-
ponents will comply with the specifications and tests described in
the offieial compendia or specific testing methods mentioned in ocur
submission and that the tests applied to the drug and its components
are adequate to assure its identity, strength, quality and purity.

legal protection of such confidential material is hereby c
applicable provisions of 18.U.S.C.A. g1905 and/or 21 U.S.C

HSP . , o
BEA:cs ‘
Attachments



DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION

ROCKVILLE, MARYLAND 20852

T . NEW DRUG AFPLICATION (DRUGS FOR HUMAN USE)
: (Title 21, Code of Federal Regulations, §130.4)

Form Approved
Budget Bureau No. 85-R0045

AYERST LABORATORIES -~ Division of Ameriean Home Products Corporation

Name of applicant

685 Third Avenue

Address:

Date

October 3, 1972

PREMARIN® Vaginal Creanm

Name of new drug

L Original application (regulation §130.4). brevia-bed Application (130.4(£)).

i ] Amendment to original, unapproved application (regulation §130.7).
[ ] Supplement to an approved application (regulation §130.9).
[ ] Amendment to supplement to an approved application.

The undersigned submits this application for a new drug pursuant to section 505(b) of the Federal Food,
Drug, and Cosmetic Act. It is understood that when this application is approved, the labeling and advertising for
the drug will prescribe, recommend, or suggest its use only under the conditions stated in the labeling which is
part of this application; and if the article is a prescription drug, it is understood that any labeling which
furnishes or purports to furnish information for use or which prescribes, recommends, or suggests a dosage for
use of the drug will contain the same information for its use, including indications, effects, dosages, routes,
methods, and frequency and duration of administration, any relevant warnings, hazards, contraindications, side
effects, and precautions, as that contained in the labeling whichis part of this application in accord with $1.106(b)
(21 CFR 1.106(b)). It is understood that all representations in this application apply to the drug produced until
an approved supplement to the application provides for a change or the change is made in conformance with other

N

.. Aincidental or not drug-related.

provisions of §$130.9 of the new-drug regulations.
:
a part of this application are the following:

1. Table of contents. The table of contents should
specify the volume number and the page number in which
the complete and detailed item is located and the volume
number and the page number in which the summary of that
item is located (if any).

2. Summary. A summary demonstrating that the applica-.

tion is well-organized, adequately tabulated, statistically
analyzed (where appropriate), and coherent and. that it
presents a sound basis for the approval requested. The
summary should include the following information: (In
lieu of the outline described below and the evaluation
described in Item 3, an expanded summary and evaluation
as outlined in §130.4(d) of the new-drug regulations may
be submitted to facilitate the review of this application.)

a. Chemistry.

i Ch:emical- structural formula or description for any
new-drug substance.

ii. Relationship to other chemically or pharmacologi-
cally related drugs. :

iti. Description of dosage form and quantitative com-
position. ' ‘

b. Scientific rationale and purpose the drug is to serve.

¢. Reference number of the investigational drug no-
tice(s) under which this drug was investigated and of any
notice, new-drug application, or master file of which any

contents are being incorporated by reference to support
this application.

d. Preclinical studies. (Present all findings including
.all adverse experiences which may be interpreted as
Refer to date and page
number of the investigational drug notice(s) or the volume
and page number of this application where complete data
and reports appear.)

 i. Pharmacology (pharmacodynamics, endocrinology,
metabolism, etc.).

FD FORM 356H (4/70)

incompletely controlled st)aﬁigw.

Attached hereto, submitted in the form described in §130.4(e) of the new-drug regulations, and constituting

ii. Toxicology.and pathology: Acute toxicity studies;
subacute and chronic toxicity studies; reproduction and
teratology studies; miscellaneous studies.

e. Clinical studies. (All material should refer specifi-
cally to each clinical investigator and to the volume and
page number in the application and any documents in-
corporated by reference where the complete data and re-
ports may be found.)

i. Special studies not described elsewhere.

ii. Dose-range studies.

iii.  Controlled clinical studieg.

iv. Other clinical studies (fosi example, uncontrolled or

v. Clinical laboratory ssudi®¥® related to effectiveness.
vi. Clinical laboratory studies related to safety.
vii. Summary of literature and unpublished reports avail-

able to the applicant.

3. Evaluation of safety and effectiveness. a. Sum-
marize separately the favorable and unfavorable evidence
for each claim in the package labeling. Include references
to the volume and page number in the application and in
any documents incorporated by reference where the com-
plete data and reports may be found.

‘b. Include tabulation of all side effects or adverse
experience, by age, sex, and dosage formulation, whether
or not considered to be significant, showing whether ad-
ministration of the drug was stopped and showing the
investigator’s name with a reference to the volume and
page number in the application and any documents in-
corporated by reference where the complete data and re-
ports may be found. Indicate those side effects or adverse
experiences considered to be drug-related.

4. Copies of the label and all other labeling to be used
for the drug (a total of 12 copies if in final printed form;
4 copies if in draft form):

PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED.



a. Each label, or other labeling, should be clearly
identified to show its position on, or the manner in which
it accompanies, the market package.

b. If the drug is to be offered over thecounter, labeling,
on or within the retail package should include.adequate

.. directions for use. by the layman under all the conditions
““for” which. the’ diug is intended for- lay use ot is'to be

prescribed, recommended, or suggested in any labeling: or
advertising sponsored by or on behalf of the applicant
and directed to the layman. If the drug. is intended or
offered for uses under the professional supervision. of: a.
practitioner licensed by law to administer it, the. applica-
tion should also contain labeling: that includes adequate.
information. for all such uses, mcludmg all the purposes.
for.. which the- over-theocounter drug.is to be advettxsed 't0;
or.represented- for: use by, physzclans, .

c. If the drug is. limited in- its labelmg to- use: under

the professional supervision: of a practitioner, lxc_ensed,by.

law..to administer it, its labeling should bear.information.
for use-under.which such: practitioners: can. use the:drug:

for: the: purposes: for which it is: intended; including; all..

the. purposes for. which- it is ‘to- be. advertised. or; repres
sented, in-accord with. §1.106(b) (21' CER. 1:106(b)). ~The-
application. should: irclude any. labeling for the. drug,
intended.to-be made available to the layman,.

d. If no- established: name exists for. a; new—drug sube.
stance, the. application- shall  propose. a .nonpropsietary.
name for use as the. estabhshed name . for, the: substance.

e. Typewritten or other draft labeling copy may bé sub-
mitted. for. prelumnary consideration, of an apphcanon. An.

. application will not ordinarily be. approved. priot; to: the.

submission- of the- final .printed .label and. labeling, of: the

‘drug,

f- No.application: may be approved. if- the labeling:is
false. or. m1$lead1ng in:any particular.

'(When mailing. pieces, any other labeling,.or advertxsm&
- copy. are: devised: for. promotion . of -the: new. drug, samples.
shall be. submitted. at the. time. of initial dissemination. of..

such; labeling. and: at the. time. of initial placement. of any.
such; advertxsmg for. a. prescription. drug: (see. §130:13 of
the. newsdrug. regulatlons) Approval of. a supplemental
newsdrug; applxcanon is .required; prior. to use. of. anypro-
motlonal claims not coveted by the. approved apphcanon.).

5: A statement: as. to whether the . drug. is.(or. is:not)
limited: in. its. labelmg and by this. application to use.

undér- the. p:ofessxonal supe:vxsxon of. a, practxtxonet.

licensed by law.to administer: it

6. A full list of the articles used.as. components. of,
the drug. This list should-include. all substances used.
in the synthesis, extraction, or other.method of preparation
of any new-drug substance, and in the preparation of the
finished dosage form, regardless of whether they undesgo

chemical change or are removed in .the process. Each -

substance should be identified by its established name,

_if any, or complete chemical name, us ing structural

formulas when, necessary for _specific identification. If
any ptopuetaxy preparation is used as a component, -the
propnetary name should be followed by a complete quan-
titative statement of composition. Reasonable alternatives
for any listed substance may be specified.

7. A full statement of the composition of the drug.

~The statement shall set- forth the name and amount of

edch  ingredient, whether active or not, contained in a
stated quantity of the drug in the form in which it is to be
distributed (for example, amount per: tablet: or per mil-
liliter) and a batch formula representative of that to be
employed for the manufacture of the finished dosage form.

.All components should be included in the batch formula

regardless of whether they appear in the finished product.
Any calculated excess of an ingredient over the. label
declaration should be designated as such and percent

" excess shown. Reasonable variations may be specified.

. senal number. to. identify it, and. the!use. made of sf

8. A full description of the methods used in, and. the.
facilities. and controls used for, the manufacture, process-

ing, and. packing of:the drug. Included in this descnptl{g,g\g‘

should be. full information with respect to any new=-di
substance and’ to the new-drug. dosage. form, as follows,
in. sufficient: detail to. permit evaluation- of the adequacy
of: the:described methods of manufacture, processing, and.
packing and. the described. facilities and controls to
determine- and preserve the: identity, strength, quality,
and;purity of:the drug:

a. A description: of the -physical.facilities. including
building and-equipment used-in:manufacturing, processing;
packaging, labeling, storage, and:control operations.

b; * A- description- of:-the: qualiﬁcaticns, including :ediica- -

tional background: and. experience; of.the: technical and
professional. personnel who' are: responsible: for. assuring;
that‘the. drug; has. the: safety, identity, strength; quality,
and. purity- it purports.or is:represented:to.possess, and a:
statement: of their :espons1b1hnes.

c. The. methods. used: in- the: synth_‘esls; extraction;
isolation; of.purification. of ‘any: newsdrug: subistance. When:
the. specifications. and.controls-applied:to:such: substance:
are: inadequate: in: themselves. to. determine- its identity; .
strength;. quality, and. purity, the: methods: should: be.
descnbed‘ in. sufficient detail; including: quantxues used;
times, temperatures; pH, solvents; etci,. to: détermine:
these: chatactensncs. Alternative: methods.: or:variations:

in: methods. within: reasonable limits: that- do. not- affect .

such. characteristics. of“‘the's'ub'stance may be. specified.
d. Precautions: to: assure proper; identity, strength;
quality; and:purity. of the raw. ‘materials; whether.active.or
not, including, the. specifications, for. acceptance: and

methods .of testing for.each lot of.raw. material.
e.. Whether or not each lot of raw. materials is: given,.

numbersin; ;subsequent plant. operations.

[ If the: applicant. does not- himself. perform: all' the:
manufacturing, processing; packaging, labeling; and con-
trol: operations :for any:iew~drug:substance. or-the- ‘newrdrug;
dosage: form; his: .statement. identifying each: person: who.
will perfotm any. part: .of: such operations. and: designating:
the. part;- and-a. signed: statement. from: each: such: person;
fully - describing,. du'ectly or. by. reference, the. methods,
facilities; and-controls-in his. part of:the:operation:

g Method of preparation. of the. master formula.records:

“-and. individual batch- records and manner- in: which: these-

records are used.

b. The.instructions.used in.the manufacturing, process="-

ing, packaging, and labeling:of each dosage form: of the

-new. drug, including any specml precautions observed in

the operanons.

" Adequate information with respect to the character-
istics of and the test methods . employed for the container,
closure, .or other component parts of the drug package to

assure their suitability for the intended use.

j. Number of individuals checking weight or volume of
each individual ingredient entering into each batch of the
drug.

-k. Whether or not the total weight or volume of each

batch is determined at any stage of the manufacturing

. process subsequent to making up a batch according to the

formula card and, if so, at what stage and by whom it is
done.

. Precautions to check the actual package yield pro-
duced from a batch of the drug with the theoretical yield.
This should include a description of the accounting foc
such items as discards, breakage, etc., and the’ crit{
used in accepting or rejecting batches of drugs in ti
event of an unexplained discrepancy.

3,

m. Precaunons to assure that each lot of the drug is -

packaged with' the proper label and labeling, including
provisions for labeling storage and inventory control.
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n;. The analytical- controls used during. the various
stages of the manufacturing; processing, packaging, and:
labeling of the drug, including a detailed description of
the collection: of samples and th’e»axial‘yt.i'cal procedures to:
which' they are subjected. The analytical procedures
should: be: capable: of determining. the. active components
within: a reasonable degree: of accuracy: and: of assuring;
the' idéntity- of such*components: If'the article is-.one that
is- represented: to: be: sterile; . the- same-. informayvion: with:
regard: to: the  manufacturing;. processing, -packagicg, and-

the- collection: of samples: of ‘the- dtug: sho‘u'ld:"bbe -given: for:

sterility’ controls. _Ihél’(xdé: the standards: used: for: ac-
ceptance- of ‘each’ lot of the finisheddrug;,

0. . An:. explanation: of® thie: exact: significance: of the:
batch: control.numbers: usedin: the/ manufacturing;. process~-

ing;. packaging, and: labelingy of the: drug; including: the-

control numbers: that: appear: oql". the:ldbel of:the: finished:

article.  State: whether: these:numbers: enable determinas

“tion: of ‘thes compléte manufacturing; history: of: the: product.

Déscribe:-any methods: usedito-permit: determination: of: the:
distribution:of-any:batchrifiits:recalliis-required. L
pi- A complete description: of; and:data« dérived::.from;
studies of - the: stability: of the. drug;. including; information
showing: the- suitability of ther analytical methods. used.’
Describe: any: addit;iona-l, stability: studies- underway or-

contemplated. Stability: data: should: be-submitted  for any:

~ newsdrug; substance; for the- finished: dosage: form- of  the:

v

driig: in: the: containeriir which: it:is: tor bevmarketed;. in~
cluding. anyf'pr.op_osedi‘multiple-dbse: container, and:if it is

to-be put into. solition: at: the. tim"e.:-of':'fdisp_ensing;. for-ther
solution: prepared ‘as:directed: State-the-expiration date(s)..

that. will be: used” on«the -label ito- preserve: the: idéntity;

‘strength; quality; and. purity ‘of the: drug:until'it is- used;-

(If"no: expiration: date. is- proposedy’ the:. applicant. must

" justify its.absence:) . : ; .
4/ Additional’ procedures: employed: ‘which:are-designed.:

to. prevent  contamination. and: othérwise: assure: proper:
control.of the ‘product. o . N

(An: dpplication:. may: be- refiised: unléss: it includes:
adequate:-information: showing: thiat: thi: methodszused: in;:
and:the:facilities and:controls u: 3 ’g;he:m&nufacturing-?;
processing;. and:packaging: o :are adequate: to:
preserve:its: identity;.strength;. quality;.a

formity - with’ good: manufacturing

and. identifies:

each" establishment; . showing;. thés ld‘ea'.t».i'dni of: the: plant-

conducting these .operations:) :

9+ Samples  of ‘the- drug. and: articlés-used as: compo- -

nents, as-follows: a:, Thefollowing:samples-shall be:sub~

- mitted with’ the application'o'r-;a's~’soo’n-,-‘th'éteaftétia’s)th’ey'
" become available.

Eachsamplé. shall “consist " of ‘four
idéntical, separately packaged. subdivisions,; each. .con=
taining at least three. times the amount required to. per-
form the laboratory test procedures described in the ap-
plication to determine compliance with its control speci-
fications for identity and assays:

i. A-representative sample or samples of ‘the . finished
dosage form(s) proposed in-the application’ and employed
in the clinical investigations and a representative sample
or samples of each new-drug substance, as defined in
§130.1(g), from thé batch(es) employed in the production
of such dosage form(s). ’

ii. A representative sample Or samples of finished

market packages of each dosage form:of the drug prepared

for initial marketing and, if any such sample. is not from a
commercial-scale production batch, such a sample from a
tepresentative commercial-scale production batch; and a

representative sample or samples of each new<drug sub-

stance as defined in §130.1(g), from the batch(es) em-
ployed in the production of such dosage form(s). )

#ii. A sample or samples of any reference standard and
blank used in the procedures described iii. the application
for assaying each new-drug substance .and. 'other assayed

components of the finished drug: Provided; however, That
samples of reference standards:-recognized:in the-official:
U.S. Pharmacopeia or' The National Formulary need not
be submitted unless requested. ) :

b Additional samples-shall be submitted on request.

c. Each of the samples' submitted shall be appropri-
ately packaged and:labeled to pteserve its characteristics,
to identify the material and’ the: quantity in* each sub-
division- of the: sample, and-to" identify” each: subdivision
with- the: name’ of: the.applicant and: the- new-drug: applica-
tion to which: it relates:

d.. There shall be included-a full list of the samples
subinitted’ pursuant- to- Item* 9a3. a: statement of the. addi-
tional: samples thatwill-be: submitted as- soon’ as: avail-
able;” and, with' respect ts. each’ sample submitted; full
information: with' respect to.its- identity; the origin: of ‘any
new-diug: substance: contained: therein: (ineluding. in~ the
case of new-drugisub¥tances; a statement whether it was:
produced. on: a- laboratery;. pilot=plant,- or full-production’
scale); andi detailed  results: of all laboratory tests made to
determine: the: identity;:. strengeh)” quality;. and purity: of:
the batch represented: by the. sample, including assays:
Iiclude: forrany referencestanddrd’a complete description
of  its. preparation+and-the- results of-abl: laboratoty: téstas
o' its.. If- the. test” methiods: used: differed from. those d
scribéd’ in: the. application,. full' details of the- methods
employed? in" obtaining: the- reported: results shall be. sub-
mitteds ) :

e: The" requirenients” of Ifem. 9a- may be: waived: in
whole: opiin: part ‘onrequest -of-the applicant.or otherwise’

. when-any:such samplés are not necessaty:

f- I samples of’ the- drug. are: sent under separate

_cover, thiey: should’ be' addiessed to" the attention of the
Bureau - of- Medicine and identified .on the: outside of the

shipping; carton: with' the name. of the applicant” and the
nanre: of ‘the-drug.as ‘shown on the ‘application.

.10°_Full repores of: preclinical investigations that :have
been made to show whethet or-not-the drug.is safd for ase
and:effective- in use: a: An:application may be- refused-
unless- it contains: full: reports - of adequate- preclinical
tests by all methods reasonably applicableto a determina-
of:'thie saféty” and: effectiveness: of the:drug:under the
tonditions of‘ use suggested” in- the proposed labeling.

b Detailed: reports: of  the -preclinical "investigations, -

"including: all” studies made  on" laBératory animals; the

methods=used; and the: résults-obtained; should ‘be-clearly-
set: forthi - Such inféimation: should: include identification*
of the person:who cenddetad each investigation, .a- state-

ment’ of where” the ' investigations were conducted, and

where: the-underlying data are available for- inspection.
The animal studies may :not' be: considered ‘adequate unless
they give: proper attention to the conditions of use recom-
mended in*the proposed labeling. for- the-drug. such as, for
example, whether the'drug is for short="or long-term ad-
ministration or whether it is to be used in-infants, chil-
dren, pregnant women, or-women of child-bearing potential.
"~ c. Detailed reports of any pertinent microbiological
and. in vitro-studies.

d. Summarize and provide a list of literature refer-
edces. (if available) to all” other preclinical information

‘known to the applicant, whether published or unpublished,

that is pertinent to an evaluation of ‘the safety or effec-
tiveness of the drug.

1. List of investigators. a. A complete list of all
investigators supplied with the drug including the name
and post office address of each investigator and, following
each name, the volume and page references to the in-
vestigatgr's{report(s) in this application‘and in any docu-

‘ments incorporated by referesice, or the explanation of the

omission of any reports,
"'b. The unexplained omission of any reports of in-
vestigations made with the new:'drug by the applicant, or




; submitted to him by an investigator, or.the unexplained quency in the United States as to make “testing im-
. : omission of any pertinent teports of investigations or practical, some of the investigations should be performed
: clinical experience received or otherwise obtained by the by competent investigators within the United States.
applicant from published literature or other sources, d. Attach as a separate section a completed Forms,_
whether or not it would bias an evaluation of the safety FD-1639, Drug Experience Report (obtainable, with int -
of the ‘drug or its effectiveness in use, may constitute structions, on request from the Department of HEW, Food’
.grounds for the refusal or withdrawal of the approval of and Drug Administration, Bureau of Drugs (BD-200) Rock-
an application. ville, Maryland 20853), for each adverse experience or, if
12. Full reports of clinical investigations that have - feasible, for each subject or patient experiencing one or
been made to show whether or not the drug is safe for use more adverse effects, described in Item 12c, whether or
and effective in use. a. An application may be refused not full information is available. Form FD-1639 should
unless it contains full repotts of adequate tests by all be prepared hy the applicant if the adverse experience
methods reasonably applicable to show whether or not the was not reported in such form by the investigator. The
drug is safe and effective for use as suggested in the Drug Experience Report should be cross-referenced to
labeling. any narrative description included in Item 12c.
; b. An application may be refused ualess it includes e. All information pertinent to an evaluation of the
! substantial evidence consisting of adequate and well~ safety and effectiveness of the drug received or otherwise
f controlled investigations, including clinical investiga- obtained by the applicant from any soutce, including
tions, by experts qualified by scientific training and ex- information derived from other investigations or com-
perience to evaluate the effectiveness- of the drug in- merical marketing (for example, outside the United States),
volved, on the basis of which it could fairly and respon- or reports in the scientific literature, involving the drug
sibly be concluded by such experts that the drug will have that is the subject of the application and related drugs.
the effect it purports or is represented to have under the An adequate summary may be acceptable iin lieu of a
conditions of use prescribed, recommended; or suggested reprint of a published report which only supports other
in the proposed labeling. . data submitted. Reprints are not tequired of reports in
¢. Reports of all clinical tests sponsored by the ap- designated journals, listed in §130.38 of the new-drug
plicant or received or otherwise obtained by the applicant regulations, about related drugs; a bibliography will
should be attached. These reports should include ade- suffice. Include any evaluation of the safety or effec-
quate information concerning each subject treated with tiveness of the drug that has been made by the applicant’s
the drug or employed as a control, including age, sex, medical department, expert committe€, or consultants.
conditions treated, dosage, frequency of administration [ If the drug is a combination of previously investi-
of the drug, results of all relevant clinical observations gated or marketed drugs, an adequate summary- of pre-
and laboratory examinations made, full information con- existing information from preclinical and clinical investj-
cerning any other treatment given previously or concur- gation and experience with its components, including all
rently, and a full statement of adverse effects and useful feports received or otherwise obtained by the applicant
results observed, together with an opinion as to whether suggesting side effects, contraindications, and ineffed§_
such effects or results are attributable to the drug under - tiveness in use of such components. Such summary should
investigation and a statement of where the underlying include an adequite bibliography ' of publications about
data are available for inspection. Ordinarily, the reports the components and may incorporate by reference informa-
i of clinical studies will not be regarded as adequate tion concerning such components previously submitced
unless they include teports from more than one inde- by the applicant to the Food and Drug Administta’t,ion.
« Ppendent, competent investigator who maintains adequate & The complete composition and/or method of manu-
; case histories of ag adequate number of subjects, de- facture of the new drug used in each submitted report of
signed to record observations and permit evaluation of investigation should be shown to the. extent necessary to
: any add all discemnible effects attributable to the drug in establish its identity, strength, quality, and purity if jt
; each individual treated and comparable ‘records on any differs from’ the -description in Item 6, 7, or 8 of the ap=
] individuals employed -as controls. An application for a plication. -
combination drug may be refused unless there is sub- 13. If this is a supplemental application, full informa-
stantial evidence that each ingredient designated as tion on_each proposed c_hange'concer’ning any statement
: active makes a contribution to the total effect claimed made in the. approved application.
for the drug combination. Except when the disease for Observe the provisions of §130.9 of the new-~drug regula-
which the drug is being tested occurs with such infre- tions concerning supplemental applications.

L . : (Applicant)

| S s S
| r ” (Responsible official or agent)

Henry S. Perdue, Ph.D.

: irector, Regulatory Affairs
j _ . (Indicate authority)

- (Warning: A willfully false statement is a criminal offense. U.S.C. Title 18, sec. 1001.)

NOTE: This application must be signed by the applicant or by an authorized attorney, agent, or.official. If the applicar&_\w. e
or such authorized representative does not reside or have a place of business within the United States, the application must
also furnish the name and post office address of and must be countersigned by an authorized attorney, agent, or official resid-
ing or maintaining a place of business within the United States, ’

E - . i
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AerS'l' AYERST LABORATORIES
y @ DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

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

HENRY S. PERDUE, Ph. D.
VICE PRESIDENT, REGULATORY AFFAIRS

October }3, 1978 '

. BT
Marvin Seife, M.D.:. Koo
Director B
Division of Generic Drug Monographs
Office of Sciemtific Evaluation NE & ORIG A
Bureau of Drugs HFD- A URIL A

Attn: DOCUMENI' CONTROL ROOM 16-72
Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20857

SUBJECT: ANDA 83-273; Premarin®(Conjugated Estrogens, U.S.P,)

~Vaginal Cream

Dear Dr. Seife:

Reference is made to our submisgion of October 5, 1978 to the subject
abbreviated New Drug Application. In that letter we indicated in -

Item 4:{g), temperature eyeling, that final data will be submitted .
following the completion of the cycling study. } b(4)

We are submitting herewith analytieal data on tubes of Premarin

Vaginal Cream that were cycled two days at 4°C and two days at 40°C

for six complete cycles. As can be seen from the attached report, there

Was no significant non-uniformity in either estrogens potemcy, pH, or
conecentration. '

We trust that these data and our prior commitments will permit approval
of ANDA 83-273,

Sincerely, ~

HSP
JLM/mf




Effect of Temperature Cycling on the Phydical
Stability of Premarin® Vaginal Cream

Objective: To determine if exposure to alternating cold-hot temperatures
' will cause non-uniformity from dose to dose in escrogen poten-
¢y, pH or phenylethyl alcohol.
Procedure: Tubes from batch 1FNH, manufactured July, 1977, were cycled
' two days at 4°C and two days at 40°C for six complete cycles.
At the end of the six cycles, upright tubes were selected for
analyses in order to accentuate phase separation if it occurred,

éﬁy,ff”

o

b(4)
‘Results:  The results obtained are shown in Table 1, and demonstrate there
' - was no significant non-uniformity of estrogen potency, pH or
developed in tubes exposed to six cold-hot ﬂw4)

temperature cycles.



Table 1 - Uniformity Data Obtained on Premarin® Vaginal Crean Tubes
Exposed to Six Cycles of Two Days at 4°C - Two Days at
40°C.

Batch 1FNH, Manufactured July, 1977

Pogition in the Tube

Parameter Tested
: ‘Top Middle Bottom

Conjugated Estrogens
_Potency

mg/g of Cream
% of Claim e

fn

b(4)

ol 3

‘

mg/g of Cream ' e e e - /
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| AYERST LABORATORIES
Ayerst® DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

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

HENRY S. PERDUE, Ph. D.
VICE PRESIDENT, REGULATORY AFFAIRS

October 5, 1978 .

Marvin Seife, M.D. .

Director f VPEQ,H-;}‘L@@@;'“; n
NESUDH oL

Division of Generic Drug Monographs SuDh b 3 \{

Office of Scientific Evaluation

Bureau of Drugs HFD-5%0 ' NDA ORI vy
Attn: DOCUMENT CONTROL ROOM 16-72 B 1]

Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20857

SUBJECT: ANDA 83-273; Premarin®(Conjugated Estrogens, U,S.P.)
Vaginal Cream

Dear Dr. Seife:

We refer to your letters of March 8, 1977 and May 12, 1977 regarding
the subject ANDA and our amendment of September 16, 1977 to that ANDA.
We are at this time providing additional information on this product.
as follows:

l. Product specifications.
(a) pH specification

The pH specification for this product iS swmoemem

This change is presented in a revised controls section, b(@
Section 8 n (EXHIBIT I). Premarin Vaginal Cream is

an . product which should rapidly equilibrate

with the pH of the vagina; no pH adjustment is made

during processing. :

(b) estrogen specifications

The estrogens in Premarin Vaginal Cream were previ
defined in Method 2E-0301, Identification of Co
Estrogens by Gas Chromatography, page 7, submj
- Administration on September 16, 1977 as part jof section
8 d. In this method we state that identity is posﬁgife o
ifs te g

¢ the chromgtogram exhibits distinct peaks\for o

estrone and equilin and; (’? 4

CGEpyp WY

s the chromatogram exhibits a prominent peak for ——
17~alpha~dihydroequilin and;

00000000/2
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s additional minor peaks or shoulders
correspond to 1l7-alpha-estradiol,
17~beta~dihydroequilin, equilenin bM}
e

Mopy of this method

is reproduced in EXHIBIT II.

Ayerst agrees, however, to redefine the estrogens

in Premarin Vaginal Cream following the validation
and use of the gas chromatographic procedure indicated
in Ttem 4 below. Unitl data to enable the redefining
of these estrogens is available, Ayerst provides the
following specifications:

Sodium estrone sulfate:

b4)
Sodium equilin sulfate: ——"

These specifications are also included in the revised
Section 8 n in EXHIBIT I.

The usual composition of Premarin Vaginal Cream is

expected to be (within a few percentage points) similar

to that of Premarin Tablets. The usual composition of '

Premarin Tablets is sodium estrone sulfate H b(@)

sodium equilin sulfate, 3 sodium 1l7~-alpha-

dihydroequilin sulfate ,e—memmwwand the eee of

sodium 17-alpha~estradiol sulfate,
' » sodium 17-beta~-dihydroequilin

sulfabe

’

—e+ Ayerst agrees to characterize the estrogens
in Premarin Vaginal Cream as soon as methodology and
appropriate data are-~available.

2e - percent overage.

A~ overage is presently incorporated into the

manufacture of this product for : h(@;
purposes. Data indicate that we

generally encounter g s the

remainder of the overage is designed for ——..

purposes. .

e

we believe that the overage employed is not excessive.
Should improved assay methods show an improved
analytical recover, a reductionin overage will be
made. This is specified in a revised composition
section, Section 7 (EXHIBIT III).

3. Storage of estrogenic material prior to use.

bz

E

00-00000/3



0-100000/3

4. Relative to stability studies:
(a) stability of the conjugated estrogens concentrate

The data presented in EXHIBIT IV demonstrate that  Of4)
conjugated estrogens concentrate has a stability of

at least —— months. Ayerst agrees, however, to

provide additional stability data on this material.

(b) stability data on individual estrogens

Ayerst Laboratories has encountered difficulties

in developing analytical procedures which would

enable the quantitative measurement of the individual
estrogens specified in your letter of March 8, 1978.

We believe, however, that we now have a suitable method
for this purpose utilizing gas chromatography. This
method is currently undergoing ruggedness testing.

Ayerst agrees to provide quantitative data on each of the .
requested estrogens, i.e., '

sodium estrone sulfate

sodium equilin sulfate

sodium equilenin sulfate B
sodium 17-alpha-dihydroequilin sulfate {4)

as part of the stability program for Premarin Vaginal Cream.
(c) storage of stability samples
Samples for stability studies will be stored in the
marketed container at both ambient and controlled
elevated temperature.
(da) homogeniety of conjugated egstrogens in the cream..
Ayerst Laboratories agrees to provide data on the
uniformity (homogeniety) of conjugated estrogens
in the cream as part of the stability program,
(e) stability data.

We are providing at this time (see EXHIBIT V) additional
stability data on 5 batches of Premarin Vaginal Cream,
Initial and 6 month potency data were Previously submitted
in our ammendment of September 16, 1977.

cececees/H



5.

(£)

(8)

(h)

Final

cevesess/H

container — compatability

EXHIBIT VI presents compatability data for %4 b(4)
different container . Table #4 in this

EXHIBIT provides data on the = currently

in use. These data show that each of these =

is compatable with the finished product. No

change in package appearance or product appearance

is evident after 52 weeks at room temperagture,
Compatability data at 4°, 40° and 51° are also

Presented,

temperature cyecling

Samples of Premarin Vaginal Cream in the marketed
container (lot FNH) when frozen at ~20° and then

thawed showed no breaking of the cream emulsion.

In addition to no change in the appearance of the b
cream, there was no change in the appearance of the: (4)
container oy The effect on the cream of

temperature cycling between 4°C and an elevated
temperature (#8:hours at each temperature) is

bresently being determined. Finsl data will be b(4)
submitted following the completion of the cyecling

study; an interim report is presented in EXHIBIT VII.

release rate of estrogens from cream base

Premarin Vaginal Cream is an e ————

= b(4)

evidenced by the essentially
quantrbatlve analytical recovery of the estrogens in

(see EXHIBIT VIII).

The absorption of the estrogens from Premarin Vaginal
Cream is documented by a recent publication (Rigg et al,
New England J. Med. 298: 195-197, 1978) in which the
authors indicate that conjugated estrogens (Premarin
Vaginal Cream) are readily absorbed by the vaginal
mucosa in estrogen deficient women. - A copy of this
manuseriptiis provided in EXHIBIT IX.

Printed Labeling.

Final printed labeling is presented in EXHIBIT X.

6. Microbial challenge test.

Microbial challenge test data on the current formulation

was previously submitted to the Adwministrastion on

Pebruary 4, 1976 in support of the use Of e ceec— (4)
« These data are reproduced

in EXHIBIT XI,

ceseeees/5
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T "Typical" production batch record.

EXHIBIT XIT provides a typical batech record for

the production of batch F438-FJJ of Premarin Vaginal
Cream. This record consists of typical forms used
for batch F438 FJJ and contains a) amounts of
individual ingredients used; b) the processing
record; c¢) tank sanitation and sterilization
records; d) packaging and labeling records; and
e) quality control records for this particular
bateh. This batch record describes the production
of batch F438 FJJ. It is to be understood that
minor changes in the batch record which are not in

conflict with the approved ANDA may occur with other
batches.

8. Production flow diagram.

EXHIBIT XIITI presents a process schematic of the
manufacturing and in process controls for Premarin
Vaginal Cream., The manufacturing procedure has been
previously submitted in Section 8 K of our submission
of September 16, 1977. Evidence for the uniformity
of the distribution of the conjugated estrogens in the
cream base is presented in EXHIBIT XIV,. These data,
generated on 10 randomly selected tubes from 10 batches
of Premarin Vaginal Cream, show that the conjugated
estrogens are uniformly distributed in the cream base
during manufacture of the product.

We trust that this additional information and Ayerst's commitment to

provide the requested stability and estrogen composition data will allow
a rapid approval of ANDA 83-273.

Please be advised that material and data contained in this submission are
confidential. The legal protection of such confidential material is hereby

claimed under applicable provisions of 18 U.S.C., Section 1905 and/or
21 U.S.G., Section 331 (J).

Sincerely,

HSP
JLM/tif
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December 8, 19773
. _i. o _,”:"‘:-;?
Marvin Seife, M.D.
Director, 4 NDA noie s
Division of Generic &3 RO 4
Drug Monographs

Office of Scientific Evaluation :’%

>

Bureau of Drugs HFD-530

Att: DOCUMENT CONTROL ROOM 16-72
Food and Drug Administration
5600 Fishers Lane

Rockville, Maryland 20852

Subject: <§§]§A 83—273! PRF_MARIN(R) (Conjugated Estrogens,U.S.P.)
Vaginal Cream

ANDA 83-488: Estrogenic Substance (Estrons)
Agueous. Suspension

ANDA 85-515; PREMARIN(R) (Conjugated Estrogens, U.S.P.)
with Methyltestosterone

Dear Dr. Seife:

In accord with the Administration's notice published in the Federal
Register on July 22, 1977 (42FR37641), we are submitting herewith, in
triplicate, an amendment to our application for the subject drugs to
provide labeling directed to the patient. - Please note that although
several different code numbers are used for the patient labeling, the
text is identical. The different code nurnbers are used to reflect dif-

ferent folding patterns, sizes, shapes or number of pieces included within

the several sleeves used to bind groups of patient labeling pieces.

This labeling was put into effect on October 18, 1977 in accord with the
extended effective date of the ruling. Twelve copies of each labeling
piece and sleeve, when required, are enclosed.
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