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AMDA 83-273/5-030

Hyeth-Ayerst Laboratories
Fer Ayerst Laboratories Inc.
Attention: Paul V. Uses
£,0, Box B299 _
Philadelphia, P2 19101-1245

Bear s?ri

Reference 15 made to your supplemental new drug application submitted pursuant
to Section 314,70 of the Regulations, dated January 17, 1590, regarding your
abbreviated new drug appYication for PREMARIK (Conjugated Estrogens) Vaginal
Cream, 0.525 mg/g. ‘

The supplemental application provides for revised professional and patient
package insert#labeiing reflecting editorial changes, ' :

We have completed the review of this sgppiamenta!'appiicatiea~§aﬁ:¥£ is
approved, Our letter of Gctober 16, 1978, detatled the conditions relating to
the approval of this abbreviated applicetion, '

The material submitted is being retatined as part of yuer'gagite&tiﬁg;

Stacerely yours,

EE— ) \

o %ﬁ?%ﬁ%\@m (G G0

ton. of Generic Drugs N
#or Drug Evaluation and Research

cCc: -
HFD-82 %M‘igﬁ

HFD-630 o ,
YMille/TPoux/mkg/5/8/90/8866A
F/T: 5/9/90

Approval

it
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‘Prer_narin® (conjugated estrogens)
\lagmal CreaM ina nonliquefying base

Cl 3819-4
~ \“\\ ‘W 10 160

CAUTION: Federal law prohibits dispensing without prescription:

1 ESTROGENS HAVE BEEN REPORTED TO INCREASE THE
RISK OF ENDOMETRIAL CARCINOMA.
Three indgpendent. case-conlro\led studies have reported an in-
creased risK ‘of endometrial cancer in postmenopausal women ex-
osed 10 exogenous estrogens for mofe than one year.'® This risk
was indepen ont of the other known risk factors for endometrial
cancer. These studies are further supported by the ﬁndin? that inci-
dence rates of endometrial cancer e increased sharply since
1969 in eight difierent areas of the United States with population-
based cancer-reponing systems, an increase which may be related
io the rapidly expanding use of estrogens ‘during the tast decade.

_controlled studies reported that the risk of endome-

cation should be disconti 0 X

yreatment is medically indicated, the patient should be reassessed
on at least 2 semi-annual basis, 10 determine the need for continued
therapy- Although the evidence must be considered prefiminary, one
study suggests that cyclic administration of low doses of estrogen
may carry |ess risk than continuous adminislrat‘lon.“ |t therefore
appears prudentto ulilize such @ regimen.

Close clinical surveiiance of al women taking @strogens is impot
tant. In all cases of undiagnosed persistent of recurin abnormal
vaginal bleeding, adequate diagnostic measures shoul d be under-
taken 1o rule out ‘malignancy-
There is NC evidence at resent that “natural” estrogens are more or
|ess hazardous {han synthenc" estrogens at equ‘r-estrogenic doses.
2. ESTROGENS SHOULD NOT BE USED DURING PREGNANCY.
The use of female sex hotrmones, poth estrogens and progestogens.
during earny pregnanc may seriously damage the offspring. it has
peen shown that females exposed in uteroto die\hylslilbes\rol. a
trogen. have an increased risk of d_eve!oping. in later

7 F a hi

women (from 30% 10 90%) have been nal
adenosis®™? epithe\ial changes of the vagina and cervix. Although
{hese changes &€ histological benign, it 1S not known whether they
are precursors of malignancy- tthough sirilat data are not avail-
able with the use of other estrogens, it cannot be presumed they
would notinduce similar changes.

Several reporis suggest an association petween intrauterine expo-
sure to female sex hormones and congenital anomalies, including
congenital heart defects and \imb-reduction efects 13716 One case-
controlled study * estimated & 4.7-fold increased visk of imb-
reduction defects in infants exposed in utero to sex hormones. foral
contraceptives, hormone withdrawal tests for pregnancy, or aftempt-
ed freatment for threatened abortion), Some of tnese exposures

rtand i a few days of {reatment. The data
tion gefects in exposed fetuses is

in the past, female s€ =l

in an attempt 0 treat ‘threatened of habitual N

considerable evidence that estrogens areé inetiective for these indi-
cations, and there is N0 evigence from well-controlied studies that
proges‘rogens are effective for these uses.

If Premarin (coniugaled estrogens) Vaginal Cream is used durin
pregnancy, ‘o if the patient becomes pregnant while taking this drug,
she should be apprised of the potential risks to the fetus, and the
continuation.

pescription
Each gram of premarin® (coniugated estrogens) vaginal Cream contains

0.625 mg coniugaled estrogens, JSP, in a nonliquetying base containing
cetyl esters wax, cety! alcohol, white wax, giyceryl monostearate, propyl-
ene glycol monostearate, methyl stearate. phenylethy\ ajcohol, sodium
laury! sutfate. glycerin, and mineral oil. Premarin yaginal Cream is ap-
plied intravaginally-

Premarin (coniuga\ed estrogens) is 8 mixture of estrogens obtained
exclusively from natural sources, occurring as the sodium salts of water-
soluble estrogen uifates blended 10 represent the average composition
i () an! s urine. it contains estrone, equil-
in, and 17 a—d‘rhydroequilin, together with smaller amounts of 17 o-estra-

Clinical Pharmacotogy

Estrogens are jmportant in the development and maintenance ofthe

femaie reproductive system an secondary Sex characteristics. They
rowth development of the vagina, uterus, an fallopian

tubes, and enlargement of the breasts. indirectly, they contribute to: the

shaping of the skeleton, maintenance of tone and elasticity of uro enital
structures: changes in thg _epiphyses of the long bones that aliow for the

rowth spurt

air, and pigmema(ion of the nipples and genitals. Degcline of estrogenic
activity atthe end of the menstrual cycle can bring on ‘menstruation,
although the cessation of progesterone secretion s the most important
factor in the mature ovulatory cycle. However, in the preovutatory or non-
quniatary pvele- estrogen is the primarv determinant in the onset of men-

A

«TEAR HERE

INFORMA 1ON FOR THE PATIENT
What You ou n t

Estrogens

Estrogens areé fernale hormones produced
by the ovaries. The ovaries make several
different kinds of estrogens. in addition,
scientists have peen able 10 make a variety
of synthetic estrogens. AS far as we know,
all these estrogens have similar proper‘r‘res
and, therefore, much the same usefulness,
side effects, and risks. This jeaflet is
intended 10 help you understand what
estrogens areé used for, the risks involved in
their use, and how to use them as safely as
possible.

This leaflet includes the most important
information about estrogens, put not all the
information. i you want to know more, you
should ask your doctor for more informa-
tion, or you can ask your doctor or pharma-
cist 1o let you read the package insert pre-
pared for the doctor.

uses of Estrogen

THERE 1S NO PROPER USE OF ESTRO-
GENS INA PREGNANT WOMAN.
Estrogens are prescribed by doctors fora
number Of purposes, including:

1. To provide estrogen during & period of
adjustment when a woman's ovaries stop
producing @ majority of her estrogens, in
order 10 prevent certain uncomfortab\e
symptoms of estrogen deficiency. (with the
menopause, which genera\\y OCCUrs
petween the ages of 45 and 55, women
produce 2 much smaller amount of
estrogens.)

o To prevent symptoms of estrogen defi-
ciency when @ woman's ovaries have been
removed surgically pefore the natural
menopause.

3. To prevent pregnancy- |Estrogens are
given along with @ progestogen. another
female hormone; these combinations are
called oral contraceptives, Of pirth control
pills. patient labeling is available 10 women
taking oral contraceptives and they will not
be discussed in this leaflet)

4. 7o treat certain cancers in women and

men. v
5. To prevent painful swelling of the preasts
after pregnancy in women who choose not
to nurse their habies.

Estrogens in the Menopause
in the natural course of their lives, all
women eventually dxpeﬂdnce a dgcrease

~
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PREMAR|N® (conjugated estrogens)
VAGINAL CEEAM in a nonliquefying base
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CAUTION: Federal law prohibits @ﬂ,s_ing without prescription.
AN

Cl13819-3

1. ESTROGENS HAVE BEEN REPORTEBJO INCREASE THE RISK
OF ENDOMETRIAL CARCINOMA.
Three independent, case-controlled studies kave reported an in-
creased risk of endomelrial cancer in postmendpausal women ex-
posed to exogenous estrogens for more than one yeag. "3 This risk was
independent of the other known risk factors for end i
These sludies are further supported by the finding that i
of endometrial cancer have increased sharply since 1
different areas of the United States with population-base:
reporting systems, an increase which may be related to the sapidly
expanding use of estrogens during the last decade *

The three case-controlled studies reporled that the risk of endometal
cancer in estrogen users was about 4.5 1o 13.9 times greater than
nonusers. The risk appears to depend on both duration of treatment’
and on estrogen dose.? In view of these findings, when estrogens are
used for the treatment of menopausal symptoms, the lowest dose that
will control symptoms should be utilized and medication should be
discontinued as soon as possible. When prolonged treatment is medi-
cally indicated, the patient should be reassessed, on at ieast a semi-
annual basis, to determine the need for continued therapy. Although
the evidence must be considered preliminary, one study suggests that
cyclic administration of low doses of estrogen may carry less risk than
continuous administration.? It therefore appears prudent to utilize such
a regimen. .
Ciose clinical surveillance of all women taking estrogens isimportant. in
all cases of undiagnosed persistent or recurring abnormal vaginal
bleeding, adequate diagnostic measures should be undertakentorule
out malignancy.

There is no evidence at present that “natural” estrogens are more or
less hazardous than “synthetic” estrogens at equi-estrogenic doses.

2. ESTROGENS SHOULD NOT BE USED DURING PREGNANCY.
The use of female sex hormones, both estrogens and progestogens,
during early pregnancy may seriously damage the o spring. it has
been shown that females exposed in utero to diethylstilbestrol, a non-
steroidal estrogen, have an increased risk of developing, in later life,a
form of vaginal or cervical cancer that is ordinarily exiremely rare.5®
This risk has been estimated as not greater than 4 per 1,000 expo-
sures.? Furthermore, a high percentage of such exposed women {from
30% to 90%) have been found to have vaginal adenosis,®'? epithelial
changes of the vagina and cervix. Although these changes are histolog-
ically benign, it is not known whether they are precursors of malig-
nancy. Although similar data are not available with the use of other
estrogens, it cannot be presumed they would not induce similar
changes

Several reports suggest an associalion between intrauterine exposure

tal heart defects and limb-reduction defects.'3-'¢ One case-controlled
study 16 estimaled a 4.7-fold increased risk of limb-reduction defects
infants exposed in utero to sex hormones {oral contraceptives, hof-
mone withdrawal tests for pregnancy, or attempted treatment for thre@t-
ened abortion). Some of these exposures were very shortand involved
only a few days of treatment. The data suggest that the risk of Jimb-
reogglion defects in exposed fetuses is somewhat less than A per
1,000. H
Inthe past, female sex hormones have been used dyring preggancy in
an attempt o treat threatened or habitual abortion. There is gonsider-
able evidence that estrogens are ineftective for these indicafions, and
there is no evidence from well-controiled studies that progesfogens are
effective for these uses.

If PREMARIN {conjugaled estrogens} Vaginal Cream is _t{sed during
pregnancy, o if the patient becomes. pregnant while taking this drug,
she should be apprised of the potential risks to the fetus, and the
advisability of pregnancy continuation.

to female sex hormones and congenital anomalies, including congeni- /

TEAR HERE » ¢ <TEAR HERE

DESCRIPTION 1/

Each gram of PREMARIN® (conjugated estrogens) Vagfnal Cream contains
0.625 mg conjugated estrogens, USP, in a nonﬁqueying base containing

cetyl esters wax, cetyl alcohol, white wax, glycerylmol
glycol monostearate, methyl stearate, phenyiethyl di

intravaginally.

PREMARIN (conjugated estrogens) is a mixture;iof estrogens obtained

sodium salts of water-
average composition of
tains estrone, equilin, and
ts of 17 a-estradio!, equil-

exclusively from natural sources, occurring as the
soluble estrogen suifates blended to represent {l
ralerial derived from pregnant mares' urine. [t co
17 a-dihydroequilin, togéther with smaller amol

enin, and 17 a-dihydroequilenin as salts of thef sulfate esters.

CLINICAL PHARMACOLOGY .

Estrogens are important in the development afid maintenance of the female
reproductive system and secondary sex characleristics. They promote
growth and development of the vagina, utgrus, and fallopian fubes, and

ontribute to: the shaping of the
skeleton; maintenance of tone and elaizgity of urogenital structures;

enlargement of the breasts. Indirectly, they

changes in the epiphyses of the long boj

growth spurt and its termination; growth

end of the menstrual cycle can.bring on

aftect the release of pituitary gonadotropiRs.

The pharmacologic effects of conjugated estrogens are similar to those of
They are soluble in water and may be absorbed

endogenous estrogens. ible in
from mucosat surfaces after local administration.

In responsive tissues {female genital organs, breasts, hypothatamus, pitu-
itary) estrogens enter the cell and are transported into the nucleus. As a

result of estrogen action, specific RNA and protein synthesis occurs.

Metlabolism and inactivation occur primarily in the liver. Some estrogens are
excreted into the bile; however, they are reabsorbed from the intestine and
returned to the liver through the portal venous system. Water-soluble estro-
ore, ionized in body fiuids,
which favor excretion through the kidneys since tubular reabsorption is

gen conjugales are strongly acidic and, theref

ostearate, propylene
cohol, sodium lauryl
sullate, glycerin, and mineral oil. PREMARIN Vagjnal Cream is applied

es that allow for the pubertal
f axillary and pubic hair; and
pigmentation of the nipples and genitals. Décline of estrogenic activity at the
nstruation, although the cessa-
tion of progesterone secretion is the most important factor in the mature
ovulatory cycle. However, in the preovulajory or nonovulator, cycle, estro-
gen is the primary determinant in the onsat of menstruation. Estrogens also

PREVIOUS VERSION
INFORMATION FOR THE PATIENT

.ﬁ' é,‘;‘»:‘/.
MAY 10 1990 Ay |

INSTRUCTIONS -

FOR USE OF PREMARIN®
(conjugated estrogens)
VAGINAL CREAM APPLICATOR:

1. Remove cap from tube.” ,

2. Puncture dispensing ehd of tube with plas-

tic spike on cap.

3. Screw nozzle end.of applicator onto tube.

4. Gently squeeze/tube to force sufficient

cream into the Barrel to provide the pre-

scribed dose.

5. Unscrew applicator from tube.

6. Lie on bla'ck with knees drawn up. To

gliver medication, gently insert applicator

déeply into vagina and press plunger down-

wary to its original position. o
EANSE: Pull plunger out from barrel.

U SHOULD KNOW ABOUT
ESTROGENS

male hormones produced by
the ovaries. The'gvaries make several differ-
ent kinds of estrogens. In addition, scientists
have been able to rRake a variety of synthetic
estrogens. As far as we know, all these estro-
gens have similar préperties and, therefore,
much thé same usefuliess, side effects, and
risks. This leaflet is intended to help you
understand what estrogeqs are used for, the
risks involved in their usg, and how to use
them as safely as possible

This leaflet includes the mosf important infor-
mation about estrogens, butinot all the infor-
mation. If you want to know mygre, you should
ask your doctor for more infornation, or you
can ask your doctor or pharmagist to let you
read the package insert pre red for the
doctor. : R

USES OF ESTROG _
THERE IS NO PROPER USE OF
ESTROGENS IN A PREGNANT WOMAN.

Estrogens are prescribed by d ctors for a
number of purposes, including:
1.To provide estrogen during g period of
adjustment when a woman’s oyaries stop
producing a majority of her esftrogens, in
order to prevent certain uncomforfable symp-
toms of estrogen deficiency. (With the meno-
pause, which generally occurs between the
ages of 45 and 55, women produce a much
smaller amount of estrogens.)
2. To prevent symptoms of estrogen defi-
ciency when a woman's ovaries have been
removed surgically before the natural
menopause.
3.To prevent pregnancy. (Estrogens are
given along with a progestogen, another
female hormone: these combinations are

B
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WYETH-AYERST !’\{ LABORATORIES

REGULATORY AFFAIRS

P.O. BOX 8299, PHILADELPHIA, PA 19101-1245  (215) 341-2239 Division of American Home Products Corporation

5057

January 17, 1990
ANDA No. 83-273

Mr. Richard A. Terselic, Acting Director
Division of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Special Supplement - Changes Being Effected
Dear Mr. Terselic:

Reference is made to our approved Abbreviated New Drug Application No. 83-273
for "Premarin® (conjugated estrogens, USP) Vaginal Cream" and to FDA’s letter
of February 12, 1988 requesting relocation of two sections of text in the
package insert.

Further reference is made to our correspondence dated October 16, 1989 and to
a subsequent telephone conversation between representatives of Wyeth-Ayerst
Laboratories and the Division of Generic Drugs in which Wyeth-Ayerst
Laboratories agreed to implement the above referenced changes to the package
insert at the time of the next printing, whether or not new guidelines for
labeling estrogen-containing drug products were available.

Accordingly, we are filing this supplemental application in order to pkovide
for the relocation of text in the Premarin Vaginal Cream package insert
exactly as requested by FDA in the February 12, 1988 letter as follows:

1. The final paragraph in the "Dosage and Administration"” section beginning
“Tested patients with ... " has been relocated to appear before
"INSTRUCTIONS FOR USE OF APPLICATOR."

2. "Instructions For Use of Premarin Vaginal Cream Applicator" were
relocated to appear beneath the text required by the Federal Register
notice.

Additionally, please note that while there is no perforation in the final
printed specimens provided herewith, this labeling, when used in production,
is perforated for easy separation of the patient and physician inserts.



R. A. Terselic
January 17, 1990
Page 2

In support of this supplemental application, we are pleased to provide
herewith twelve copies of revised final printed labeling. A copy of the
package insert currently in use with this product is provided for your
convenience.

The newly revised package insert is scheduled for use in production on
February 1, 1990. '

We trust you will find this labeling satisfactory and will so advise us at
your earliest convenience.

Sincerely

WYETH-AYERST LABORATORIES

RECEIVED
gﬁ;éé:az/€z~{;P”522%1/39<—~

JAN 23 1890

Paul V. Uses
) s Associate Director
GENERIC oG Drug Regulatory Affairs
JEB/PVU/sdj
M7567

Attachment



DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0001
PUBLIC HEALTH SERVICE Expiration Date; August 31,1989.
FOOD AND DRUG ADMINISTRATION FORFOAUSEONLY
APPLICATION TO MARKET A NEW DRUG FOR HUMAN USE DATERECEIVED | DATE FILED
OR AN ANTIBIOTIC DRUG FOR HUMAN USE
(Title 21, Code of Federal Requlations, 314)

NOTE: No application may be filed unless a completed application form has been received {21 C.F.R. Part 314).

DIVISION ASSIGNED | NDAJANDA NO. ASS.

NAME OF APPLICANT DATE OF SUBMISSION
Ayerst Laboratories 1/17./90
) TELEPHONE NO. (Include Area Code)
ADDRESS (Number, Street, City, State and Zip Code) 215 341-2207
' NEW DRUG OR ANTIBIOTIC APPLICATION
P. 0 . Box 8 2 99 —— NUMBER (If previously issued)
Philadelphia, PA 19101-1245 :
DRUG PRODUCT
ESTABLISHED NAME (e.g., USPIUSAN) | PROPRIETARY NAME (tf any)
conjugated estrogens, USP Premarin®
CODE NAME (If any) ' CHEMICAL NAME -
| posaGE ForRm ROUTE OF ADMINISTRATION STRENGTH(S)
cal 0.625 m (t; of
cream topica conjugated
8§5ﬁogens pe

PROPOSED INDICATIONS FOR USE

For the treatment of atrophic vaginitis and kraurosis vulvae

LIST NUMBERS OF ALL INVESTIGATIONAL NEW DRUG APPLICATIONS (21 CFR Part 312), NEW DRUG OR ANTIBIOTIC APPLICATIONS (21 CFR Part
374), AND DRUG MASTER FILES (27CFR 314.420) REFERRED TO IN TH!S APPLICATION:

r

INFORMATION ON APPLICATION

TYPE OF APPLICATION (Check one)

0O s SUBMISSION IS A FULL APPLICATION (21 CFR314.50)ETHI_S SUBMISSION IS _ANfABBREVIAT'ED APPLICATION (ANDA) (21 CFR 314.55)

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)

PRESUBMISSION [J ANAMENDMENT TO A PENDING APPLICATION [X] SUPPLEMENTAL APPLICATION

", [C] ORIGINAL APPLICATION [J RESUBMISSION
: : PROPOSED MARKETING STATUS (Check one)

X APPLICATION FOR A PRESCRIPTION DRUG PRODUCT (Rx) O APPLICATION FOR AN OVER - THE - COUNTER PRODUCT (OTC)

FORM FDA 356h (3/87)



