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NER  83-273/5-018 OEC | 7 1885

Ayreret laboratories

Division of American Feme Produvts Corporation
?&%Ztantim: m RE&;:@E‘.&, é’its{., Evo%o

Bewr Yok, WY 10017

Reference is made to youwr supplemental new drug application submitted
pursuant to Section 314.70 of the Regulations, dated Ootobe 15, 1885,
- rejarding yowr abbreviated new druy application for Premarin {conjugated
astrogens) Vaginal Cream, 0.625 mg/y.

- We refer aleo to cur letter of Fovember 18, 1965,

b(@%ﬂ supplesental application provides for a veductiom of the amumt of
’f—-—-—\—-——-—-—-—*—--—f~'iza Pregnant Mares Urine (B9 used o
manufscture conjugated estrogens, U.S.P.

We tave completed the review of this supplemental spplication and it is
agproved. Our lettey of Outcher 16, 1978, detailed the conditions
relating ko the aporoval of this abiweviated spplication.

The peterial submitted is being retained as part of your application.

Singerely yours,

?{W\?\C WS o [27-%%

Mreotoy

Division of CGeneric Irugs
Cffice of Diug Standards
Center for Dnugs and Biologics

HF%-234 , ’W/((,,

fiﬁzn?ige]_l [iiSeife ?/C 5([/ / L/ / é/ b |

e BI~DO
HF-230 .
2 o

v dore 12/13/85 (0072)
APPROVAL
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NDA 83-273 CGHEMIST'S REVIEW FOR ANDA OR SUPPLEMENT

NAME 2ND ADDRESS OF APPLICANT:
Ayerst Laboratories
New York, NY 10017

PURPOSE OF SUPPLEMENT S—018

To provide for a reduction in the amount of +—————— . g
in Pregnant Mares Urine (BMU) used to manufacture conjugated estrogens,
USP.

DATE OF SUBMISSION
10/15/85

PHARMAMOIOGICAL CATEGORY NAME OF DRUG
Estrogen Premarin

HOW DISPENSED

. Rx
DOSAGE FORY POTENCY STERILIZATION
Vaginal Cream 0.625 mg/qg NC
SAMPLES REIATED IND/NDA/DMF
N 7A 85-515
87-824
4-782 (Premarin Tablets)
LARELING
NC

BIOLOGIC AVATIABILITY
N/A

ESTABLISHMENT INSPECTION
N/A

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS : Satisfactory.
(See 11/15/85 Review) As per attached review from M. Bennett (HFN-810)
based on the attached microbiologicq}. Wrgvigw frorr} Richard Norton

(HEN—SlS), the reduction in f—————————4  is adequately b(4;
justified and is satisfactory.

PACKAGING
NC

STABILITY
Protocol: NC

Exp. Date: NC (24 month)

REMARKS AND CONCQUSION
Approval letter should issue.

I?son 12/10/85 HCZell 12/11/85 (0079v)

bacdoom /e 57 THCYH (2S5

b(4)



<L Page(s) Withheld

/ § 552(b)(4) Trade Secret / Confidential

§ 552(b)(4) Draft Labeling

§ 552(b)(5) Deliberative Process

§3-293/sorg
o m iawne o
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NDA 83-273 CHEMIST'S REVIEW FOR ANDA OR SUPPLEMENT

NAME AND ADDRESS OF APPLICANT:

Ayerst Laboratories
New York, New York 10017

PURPOSE OF AMENDMENT/SUPPLEMENT

To provide for a reduction the amount of - " in b(4)
Pregnant Mares Urine (PMU) used-E? manufacture conjugated estrogens, USP.

DATE(S) OF SUBMISSION(S)

10/15/85

PHARMACOLOGICAL CATEGORY NAME OF DRUG HOW DISPENSED
'Estrogen Premarin (Conjugated Estrogen) Rx

DOSAGE FORM POTENCY STERILIZATION
~ Vaginal Cream 0.625 mg/g NC

SAMPLES RELATED IND/NDA/DMF ‘

N/A 85-515, 87-824, 4-782 (Pre)

LABEL ING

NC

BIOLOGIC AVAILABILITY

N/A
ESTABLISHMENT INSPECTION

N/A
COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS

Unsatisfactory
HFN-810 has a similar supplement to their application, 4-782/S-060, Premarin,-
Martin Bennett has referred the supplement to Dr. Norton in HFN-815 for a

microbiology consult. Parallel amendments will be required to make a uniform
Agency decision. Firm is requesting a reduction -

~— in the amount of 4—- —> 2 in Pregnant Mores Urine

(PMU) used to manufacture conjugated estrogens, USP. Data was provided on the

microbiological preservative effectiveness of the reduced levels. MWaiting
results of consult and HFN-810 decision.

b(4)



Page 2
PACKAGING
NC
STABILITY

Protocol: NC
Exp. Date: NC (24 months)

REMARKS AND CONCLUSION

Rev. W/F Tetter should issue requesting parallel amendments to that requested
by HFN-810 and advising firm on consult with microbiologist.

LDavidson/11/14/85 HCZel11/11/14/85
A <
"15 (;§/
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b{4)

Hoverher 28, 1385

Supervisory Chemist, Chief Branch 11, WFN-234
Division of Gemaric Drugs

Premarin (Ayerst) - Manufacturing change-Uniformity of Reviews and Requests
for Additional laformation -

Supervisery Chemist, WFH-810
Bivistion of Metabolism and Endocrine Brag Products

He nave, in the Division of Gemeric Drugs, WFH-230, a supplement {S-018} o
ANDA B3-273, Premarin Vaginal Cream, wnich provides for a redectien in the
amount of L —3 iy Pregnant Mares Urine which s used
e manufacture Conjugated Estrogens, USP. .

it nas come to mwr attention via Ayerst that a similar supplenent exists im

1 have spoken to Hr. Martin Bemnett and learned that he has such 2 suppiement

- {3-880) for DA 4-782, #r, Besnett informed me that he has requested a

microbloiogical consult with regard o the date submitted. Tne same data has
been submitied to HFR-230,

The purpese of this mems is te request that you and b, Benneti coordinate
your reviews and decisions with us 50 thet we will issue letters waich are
reguesting the same or similar infermstion and thet you inferm us when you
have reached the approval stage of yeur suppiement, The chemist in this
Branch who 15 working on this supplement is Hs. Lynn Davidsos (443-1380),

e have written a letter {attached) to Ayerst addressing the idea of
coordinating the revisws,

If pussible, I would appreciate your including o copy of ihis wemo and the

- attached letter into HDA 4-782 so that Mr. Bemnett will be alerted to Tet us

know when fie has reached any conclusions with regard to the subject of this
.‘ -

Howard . Zell, Pn.D.
HCZ frag
Attactment: Review waiting/firm letter 82-273/5-018

tios HFH-230/8%ife
HFR=-2 358 /HZe11
KHDA 83-273 ¢
HFE-810/Sonel
HFE-810/MBenne s

A



AHDA B3-273/5-018

Averet Laborateries : N
Sivigion 2f American Home Prodecis Corpovetion NOV | g 1985
Attention: John R, Rapozs, H.5., &, Phu,

688 Third Avenue

How York, Hew Yovk 10017

Gear 3iv:

Referance 15 mads {0 vour supplemenial aew drug application submitiad pursuant
to Section 312,70 of the Raguilations, dated OGcteber 15, 1988, regarding your
abbreviated new drug applicatisn for Premevin (conjugated estrogons) VYagiasl
 Creawm, 0,528 ng/y.

The supplemental application provides for a reduction of the ampunt of
——— e 4 Pregrant Harss Urine (PEUY used to manufacture b(4)
conjugated estrogens, USP, . - B '

He have reviewed the maleriel submilied and note that this supplement wes alse
submitted to WH-810 for Premerin Tablets, HDA 4-782/35-060. e ave
coordinating our review with the Divisien of Hetabolisw and Endosrine and will
require the sane amendments, if periieant, 25 may be regussted by HFE-B810. He
are avaiting the vesulis of thelr review and will corvespond further whon we
receive 14, '

The material submitted i3 being retained in our files,

Sincervely vours,

@ dald g
HFN-234 | | ;
HZel1/LDavidsén/gp/11/15/85 Division of Gemeric Drugs
R/d init. by: LDavidson/HCZe1l Sffice of brug Standards

o Lenter Tor Drugs and Bicloyics
REV W/F :5>{<1é§%1207§3§733;~

. ) s T\(% wn A bR
HFN-230 4%?1;7 ?bbfjﬁgg/ gggzgéai ife 8.0

0300g



O T*’ﬁ
SUPPLEMENT--EXPEDITED REVIEW REQUESTED , '

Ayers-t AYERST LABORATORIES
®

DIVISION OF AMERICAN HOME PRODUCTS CORPORATION

685 Third Avenue / New York, N.Y. 10017 / Tel: (212) 878-5954 / Cable: ALPHAMIN, New?opg

T
k3 .._sx"g
X N

JOHN R. RAPOZA, M. S.. R. PH. R

ASSISTANT VICE PRESIDENT

REGULATORY AFFAIRS October 15, 1985

Marvin Seife, M.D.
Director
Division of Metabolism and Endocrine Drug Products (HFN-230)

Office of Biologic Research and Review

ATTN: DOCUMENT CONTROL ROOM 1670 MDA NO. g}j fu NO. cf/)ﬁ,/?'
Food and Drug Administration

5600 Fishers Lane _ PL FOR '

Rockville, Maryland 20857 NDASUPPL FOR “&@’ '

SUBJECT: ANDA 85-515; Premarin(R) (conjugated estrogens, U.S.P.) and
. methyltestosterone tablets
ANDA 83-273; Premarin (R) (conjugated estrogens, U.S.P.) \v//
Vaginal Cream

Dear Dr. Seife:

Pursuant to 21 CFR 314.70, we are submitting in duplicate, a supplement to
the subject NDA.

This supp]ement provides for using a reduced amount of ,—- — h(4§
—» in Pregnant Mares Urine (PMU), which is used to manufacture
conjugated estrogens, U.S.P. The NDA currently states that a 4———————

concentration is used. This supplemental NDA provides for a range between b{4)
G B

To document this change, please find the following:

Exhibit I--.% — S : : et b(4}
R R — = revised to include the new b(4
/(-W”‘"““”‘”'“"""""“""‘“*“"‘"‘“‘1»‘-m.u—M*ml__m_“_’m_‘__w;»_m_u‘,_ Y ( )
. | . Co b(4)
Exhibit Il--]——— — {ocumenting the microbiological
r—— . effectiveness of reduced levels . - b(4}

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

Sincerely,

CE
4 wns

e

HEL

-MA‘-\

\w
l

e

e

e g e s
xJi I B M

2t en BT John Rapoza, MS., R. Ph.
JRR o o '
DZ/bp GENERIC ORUGS :



DEPARTMENT OF HEALTH AND HUMAN SERVICES

APPLICATION TO MARKET A NEW DRUG FOR HUMAN USE

Form Approved: OMB No. 0910-0001

PUBLIC HEALTH SEVICE ‘Expiration Date; May 31, 1986.

FOOD AND DRUG ADMINISTRATION

FOR FDA USE ONLY

OR AN ANTIBIOTIC DRUG FOR HUMAN USE PATE RECEIVED

DATE FILED

(Title 21, Code of Federal Regulations, 314) DIVISION ASSIGNED)

NDA/ANDA NO. ASS,

NOTE: No application may be filed unless a completed application form has been received (27 C.F.R. Part 314).

NAME OF APPLICANT

Ayerst Laboratories October_lS

DATE OF SUBMISSION
» 1985

ADDRESS (Number, Street, City, State and Zip Code)

[ TELEPHONE NO. (Include Area Code)

685 Third Avenue - 212-878-5000

New York, NY 10017

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER (If previously issued)

ANDA 83-273
. DRUG PRODUCT
.|ESTABLISHED NAME (e.g., USP{USAN) PROPRIETARY NAME (If any)
Conjugated estrogens, U.S.P. Premarin Vaginal Cream

CODE NAME (If any)

CHEMICAL NAME

DOSAGE FORM

Cream

ROUTE OF ADMINISTRATION
Intervaginally or topically

STRENGTHIS)
0.625 mg/g

PROPOSED INDICATIONS FOR USE

LIST NUMBERS OF ALL INVESTIGATIONAL NEW DRUG APPLICATIONS {21 CFR Part 312), NEW DRUG OR ANTIBIOTIC APPLICATIONS
(21 CFR Part 314), AND DRUG MASTER FILES (21 CFR 314.420) REFERRED TO IN THIS APPLICATION:

INFORMATION ON APPLICATION

TYPE OF APPLICATION (Check one)

O THIS SUBMISSION IS A FULL

APPLICATION (21 CFR 314.50) ' APPLICATION (ANDA) (21 CFR 314.55)

[1 THIS SUBMISSION IS AN ABBREVIATED

IF AN ANDA, IDENTIFY THE APPROVED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION

NAME OF DRUG

HOLDER OF APPROVED APPLICATION

STATUS OF APPLICATION (Check one)

[J ORIGINAL APPLICATION [0 resuBmission
w O AN AMENDMENT TO A PENDING APPLICATION & sUPPLEMENTAL APPLICATION

PROPOSED MARKETING STATUS (Check one)

XX APPLICATION FOR A PRESCRIPTION 1 APPLICATION FOR AN

DRUG PRODUCT({Rx)

OVER - THE - COUNTER PRODUCT (OTC)

FORM FDA 356h {5/85) PREVIOUS EDITION IS OBSOLETE.




