ANDA 86-715/S-030 (0.3 mg)
83-209/5-054 (0.625 mq)

MAR 10 Iog8

Solvay Pharmaceuticals, Inc.
Attention: J. Greg Perkins, Ph.D.
901 Sawyer Road

Marietta, GA 30062

Dear Sir:

This is in reference to your supplemental new drug applications
dated March 29, 1996, submitted pursuant to 21 CFR 314.70

‘regarding your_ abbreviated new drug applications for ESTRATAB®

(Esterified Estrogens Tablets, USP).

Reference is also made to your amendments and correspondence
dated January 16, February 10 (ANDA 86-715), March 21, May 6,
July 31, August 6, 1997 and March 2, 1998.

The supplemental applications providé for revised package insert
labeling to include an additional indication for the prevention
of osteoporosis in postmenopausal women.

We have completed the review of these supplemental applications
and they are approved.

We remind you that you must comply with the requirements for an
approved abbreviated new drug application described in
21 CFR 314.80-81.

The material submitted is being retained in our files. .ﬂk"

Sincerely yours, ﬂQA
[ o
i

o

Janet Woodcock,QM.D.

Director
Center for Drug Evaluation and Research
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March 2, 1998

Mr. Douglas L. Sporn, Director

Office of Generic Drugs, HFD-600
Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park North I, Room 150 . )
7500 Standish Place L
Rockville, MD 20855 '

N T s e

Dear Mr. Sporn:

RE:  ESTRATAB® (Esterified Estrogens Tablets, UsP)
ANDA 86-715/S-030 (0.3 mg) -
ANDA 83-209/S-054 (0.625 mg)

Reference is made to the supplemental applications listed above, submitted March 29,
1996 for the abbreviated new drug applications for ESTRATAB® (Esterified Estrogens
Tablets, USP) 0.3 mg and 0.625 mg which provided for the addition of a prevention of
osteoporosis indication. Reference is also made to a February 23, 1998 telephone
conversation between Carol Holquist of the Office of Generic Drugs, and Dr. Greg
Perkins, Dr. Jennifer Phillips, and Anisa Dhalla of Solvay Pharmaceuticals, Inc., during
which you requested revised final printed labeling for these supplemental applications.

Final printed labeling for the physician insert (Attachment 1) and the patient insert
(Attachment Il) is inciuded. This labeling includes the following revisions:

1. Information concemning the 1.25 mg strength has been deleted from the title
information and the DESCRIPTION and HOW SUPPLIED sections of the labeling.

2. The statement “CAUTION: Federal law prohibits dispensing without prescription” has
been revised to “Rx only” as required in the February 19, 1998 document “Guidance
for Industry: Implementation of Section 126, Elimination of Certain Labeling
Requirements of the Food and Drug Modemization Act of 1997".

3. Item 4 of the DOSAGE AND ADMINISTRATION section of the physician insert has
been revised to read: “For prevention of osteoporosis—therapy with ESTRATAB®
Tablets to prevent postmenopausal bone loss should be initiated as soon as possible
after menopause. Therapy should be initiated at & daily dose of 0.3 mg and may be
increased to a maximum daily dose of 1.25 mg if necessary to control concurrent
menopausal symptoms.” Revised wording was proposed during a February 25, 1998
telephone contact between Carol Holquist and Jennifer Phillips, and on March 2,
1998, Ms. Holquist indicated that the wording above would be acceptable.

EBSO8CH845%~ -~ - - - ..

AL R AL s Yo e s i n




Should you have any questions conceming this matter, please contact Anisa Dhalla,
Manager, Labeling and Submissions, at (770) 578-5931.

Sincerely,

?wwf«u LU«{%WL Ql.u’,&lw

ennifer Wegener Phillips, Pharm.D.
Director, Regulatory Affairs

cc: Desk Copy to Carol Holquist, Office of Generic Drugs

EBS08018.055
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ESTRATAB® 0.625 mg on wne 225 228
ESTRATAB® 125mg 1.46 1.85<* 1.7+ 208
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EFFECTS. As shown in Teble 3.
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incidence of Hyperplasia
1 Year 2 Yems
No. Pat. N % N
Precebo 60 i) 1.67 1 167
ESTAATAB® 0.d mg 59 1 169 1 1.69
ESTRATAB® 0826 mg 69 2 203+ 7 0
ESTRATAB® 1.26 mg &0 26 43.9* 32 £).3

.05 10 baseline
* p<0.05 compared to ESTRATAB® 03 mg
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of triestment.

Tabie 4. Mean Parcont Change From Baseling in Lipis Pacsmeters Alter Two
Yesrs

Lipid Peramaeters
L
Cholestarol Cholesterol

ESTRATAB® 0.3 mg 559 Py Y
ESTRATAB*0825mg  10.64* 3.7
ESTRATAB® 1.25mg 12,31 -14.71° 8.7 5.5
* p<0.05 compared 10 beseling
* p<0.05 compared 10 placebo
INDICATIONS AND USAGE

[SIMY“' Tablets are indicated in the:
Teastment of moderale (0 sevete vaSOMOIOr SYMPIOMS §330Cisted with
e mencpause. (Theve is no sdequate m mn uuogons e affec-
Wve for mervous
mmmmmhmmuumuwmmn

2. Teestment o vutval and veginal atrophy.

3 ot ism due 10 i ion, of pri-
mary overisn ledure.

4. Trastment of breest concer {for palliskon enlyl in spproprisiely selected
WOMeN 4nd Men with Me1NSIatc ditesss.

Hio W ELL B1eCHYe Dube

4. Eleveted Blood Prasewre

hove boen Wdned 10 MEIVRGIENC FHOCHIRS 10 S5U0GRNS. More ohan,
roppe: On-nmw

mhmmmmmumm

Aol nceesse the sk of swrohe. Nonetheless. blood pressure should be
evetered ot soguder itervels with esregen use.

. Wypereaicemie
with braset cancer and bone medssiases. il this oocurs, the drug should
be stopped end spproprisie messwes taken 10 reduce the sensm caicium
lovel.

PRECAUTIONS
IImuI
Addirion ol 8 progestin: Suwxds of tha sddtion of & PrOQEIn for ken or
heve

alone.
supgest that 10 to 14 deys ol prOgestn e needed 10 provide mammel
Mwmond the endometrasm and 10 reduce the kkekhood of lyperpies -
¢ chenges.

There are, however, possible sisks which may be §150Cisted with the e
of gropestng i esrogen replacement regimens. Thess mctude:

) sdverse M.mm, m Sowenng HOL snd

Md"““lﬂww
) ampairnent of Phucoss telerence; snd

) possivie enhancement of MMt SCtivity i Bseast epithakial b3 -
Svn, sihough fow eplomiciogcal Gals ere avadeble W sddress

The chaice of progestin, its dose, and its fegumen miy be important in
betore they e clevified.
2 riek: A ol & opea teplece-
ment therapy and ol disense in
the sffect of added
Wmuﬁmmmhmynm
Inocomt n lis hes have What there may be
ment thetspy witheut added w.m‘ in Cardiovascy-

tion in coronary haart disease risk end sssocisted morishty in eswogen
tekers, the following should be considered when inverpreting these re-
pons:

G} Beceuse only ons of these Studies wes rndomired snd 4 was
A Be P ™

s wers sulject ion biss. Thws, the teduced
ko ’ be ~

o%egen therspy. In generel, ested women were of higher 30~
muwmw“ more physi-
cally sctive, vere
—‘MM-M“”"MMM
theugh some stules snempted to control for thess selection
foctors, i i Commen kr grepely designed rendomized wisls 10

designs.
10 condavn this apperent benelit.

[ 1] wmﬂmmmhmdmm

Whils iects of sdded ing on the
mlol-mkmmucmmmnuam
Progesting reverse 81 ieest some of the favarsble eftects of es-
trogens on HOL and LOL levels.

[ 3] mmun«udmmmumammm
car are als0 unknavwn, aveilsbie epidemiciogical evidence sug-
oommlm.mdamm uﬂmm NM

apy tree
above).

Besaune by & wemen with ¢

mw-hnmmuh&.-l—nhlnu- physicions of-

o0 well When con-

sidoring ot her

mone replacement therepy. phweisiens and pcﬁo-ummlullo

mwmmummduuﬁdu«n
elinlcal

mmw.“mm
a HN'MAmmdMMM“
it g

examinations
prossure, bressts, wdomm, and pelvic orgens. and M nchude & Pr

w:mnmywwnhmunumnnomm

4. Myperscagulsbility: Some s1udies have thown That women Laking esivo-
oen therapy heve primaridy raloted o do-
cressed antithrombin activity. This effect anmm
pendent and is less then that i weith oral
tive use. Mw.mlmmalmnlmwmm?.n
hore is

ion that low dos. may mcsesse
vcmldmnm mmmumum
wnmn users) 1eports no such incresse. Thore is msutt-
mwmmmmum

s ond other

COmphcatons in patenes, with Lomdiel detects of ApOPrONN metsbobem.




L 8 Mmmmmmmmdmm
which might be by this dactor such ss
mmm
4 observation.

with impeired fiver function end showld be sdministered with caution.

for the Patient
$ee toxt of Pationt Package insen below which appests after the HOW
SUPPLIED soction.

m'm
hould guised by chi o the
Mndou tather than g lor skl of for
in which For s of Os-
-un.m-u mmmmm
Brwg/Laberatory Tast intecostions

1 i Ume, partl ne, and ploteiot
apgregetion time; incressed pistelst count; incressed lectors B, VI ane-
mvﬂmv.n.‘-m mlllm-—a-.mx
compien, end

i-dactor Xa end
L, i actwiy; i fovels of K-
oy
2 mmmmmumm
#90. Td lov-

*NMC”MCYJM"M
soy. T3 sesin uptats is decssesed. refiecting the slsvssed T8G. Free T4
and T3 concentrations ere unsitesed.

3. Osher binding proteins may be slevered in serum. i.e.. COMicosteraid bind-
MMC‘@.WMM leading to in-
. ids and sex sietoids Frae or

mm concentretions sre unchenged. Other plasme
pon-u may be incressed lengiotensinogen/renin substrate, siphs-1-an-
varypsin, ceruloplasmin).

. and HOL-2 z Z reduced LOL

S.  impaxed glucose tolerence.
6. Reduced raaponts 10 Metyrapons test.
7. Reduced serum folete concentration.

of Fortiny
Long-decem. continus Sesaten of ranrsl and syesh
worus,
Pragnoncy Category X
Eswogens should not be waed dwing Seo
ond Bossd Warming.
mw
ol should

ummmmmymnmﬁmnomnw
Wi (0 SGGLON, SSUOPEN SIMINIIUSLION 10 MASING MOhers hes been shown
10 decrease the quantily and quality of the mitk.

AEACTIONS
mmmmmmmmwmm

incidence of
menm and hyperceicamia )
1. Genltewrinsry systom:
Chenges in vagingl bleeding patismn and sbnormal withdrsvsl blseding o
o
ncrasse in size of vierine leiomromste.
Change in smownt of cervicsl secretion.
Brosets:
Tondormess, enlosgoment.
3 nmm
Nauses. vomiting.
mumm
Latic jpundlics.
ﬁmmd-mdmm

Shin:
Mnummmwmmnw,

§. CEyen:
Stespening of comnest curvature,
ntolerance to contact lenses.

6. CNs:
Headacha, migreine, dizziness.
Menis) deprossion,
Choves

7. Misssionsens:
increase or decrease in weight.
Reduced cerbohwdrate tolerance.

Agoravesion o porplwna.

Edoms.

Changes i iido.
OVERDOSAGE
wadm-mmmwmmwuw

doses of g Wy young chidven. Overdos-
weol ang. ond wi Vg may
occut in females.

nouo:mmmm

Given sycilsally for short Sorwn uss only:

For ‘strophic vegini-
tis, of kraurosis vulves sssocieted with the mencpause. The lowest dote
thet will conteol sympsoms should be chosen snd medication should be
mnnwum Mnmummuqekuo

oft). Attempts 18per meds-

m-m shouid be made stihres (0 six month intervals.

Usual 003808 ranges:

Vesometor symptoms - 1.25 mg daily. H 1he patient hes not mensirusted
within the lsst two months or more, cyclic dminisiration i stened erbi-
tsacity. Il the patient is menstruating, Cyckc administistion is started on
day 5 of bleading.

Amunmumm 0.3 mg %0 1.25 mp of Mmose
daidy, depending upon the Sesus 1eponse of the udviduel petent. Ad-

minitter cychcaby.

2. Qiven Fomele h lomale SO QrIMary Ove-
on loihwe.

Usual dosege renges:

Fomale Mypogensdiom - 2.8 10 7.5 mg dedy. i drvided doses lor 20 deys,
{loSiowsd by a rest periad of 10 diys’ svation. N bleeding does AOL occur
by the end of this pariod. the 5ema $0sage Scheduis is repsated. The
wdwdmeQ*m
may very

U bleeting occurs belore the end of 1he 10 day pesiod, begi o 20 dey

cychic regimen with
‘MM!IU?I".WI-M“C!.‘-NMMM
hsﬂmdmdw“m "mum lmu
cws before this rega Y

1e3umed on the fivh day of biseding.

P eeeiiaten aed mideeeis asadan fofaea L ) TE ma dahs punhe

Mhummhmu&mmuw«nnub
show you the professional tsbeling.
Vumuuwmmmnmbnmwum
stores and publc
m m:mwanmMMum
brond neme versions).

Tammvmwm. N
45 arvt 55, e ovesios nommelly 5tep meking esbegens. This isads W0 & drop in
Mwwmmn‘md&'-mmgd

of monthly

“surgicsl menopsuse”.

When the estrogen levels begin dropping. 50me women develop very uncom-
mm;wnmuw-mhum ma.-dma
” of “hot Bvelwes ).
MlanMmWNMMID“W““

onummuunoommm.mmmuimm-i
"0 bowwer The mejort donotneed
ment lor Ienger than sin months for these sympsoms.

To wost nivel and vogine! srephy Suching. burning, dryness in or stound the
vogine, Glicully or Durning o WRASSON) 8550CiSed with MeNoPase.

To wost conain conditions in wikich & YOUNg WOMSN's Ovirias do ot produce
onouph seOgen returely.

To st cortein types of sbnovmel veginal beeding due 10 hormonasl imbalance
whon your dockir has found Ao sencus coves of the biseding

To weat " in specisl situstions, & women.

them wesker and sliows them 10 break more easdy. The bones of the spine.
werists end hips tresk most often in astecporasis. 8oth men end women sart
»mwnmuuwmmlo.bmmnbum-nuumm

slierthe slows dowe bone thin-
wwmwmlmmm Lifelong adequete cailciwm intake,
mnhulm-ndﬂwm«luwmwnm
& total daity intake of o 1500 mill-
v-mwavnﬁnwmmmwmm Roguier

calcium intake or ensrcise habits, U is imporiant 1o discuss these Westyle
changes with your doctor 10 find out if they are sate for you.

S-n-owmnuuhnmmh.m’vmmumum.u
ion. Women who e kkely 10 de-
Estics: wiste of A
mwm.mm.lmwmmuuwm-mm
Vo1, o sumt. Women who have relstively sarly menopause. often becsuse theic
Overigs were removed during 8n operstion {"agicsl MERCHIVIE ), ere mare
Sholy 10 $0velop 08I0OPONOsis than WOMen Whoss Menopeuse Aippens st the
SVIrags age.

Eswogens should not be veed:
nymbuhudww ¥ you think you mey be pregnant. do
not wee srvy o of nng. Useg ‘while you sre

mmmmmﬂmnmmm Eswagens do not
Provent miscarmisge.

ﬂmmmlwmmmmmmw;ﬂl

serious harm i your vegina! bleeding is caused by cancer of the uterus.
Ilwumwwaw.sm“mmhoﬂdm&m:d
cancers, L

of uterus, unlest  the cancer
trestment. Wumumm-mhMlumm O$U0Q0Ns MIY
heipd

Ilywhlvnmynmdcmpm !M”Mmhnﬁln

A
OF E5TROGENS, balow).

When they do not work. During menspevee, S0me wismen Gevelop Nervous
Wma«mtwhmmmm You may
skin

for years
wl!udnwphudmamloﬁ.m thnmlumu
claims snd such long-16rm SSWOQEN ¥30 Moy hove toviows seks.

vhen ing » beby. be used 1o
uvmmomm [ ith enidk otver & baby is bamn.
may incresse the mk of devaloping blood clets isee DANGERS OF
ESTAOGENS, below).

£ass 1hiough 10 the baby in the milk. Whds maving o Seby, You should take
drups only on the advice of your heeith cere provider.

DANGERS OF ESTROGENS
Cancer of the uterus. Your risk of developing cancer of the wierus gets Nighes
the langer you use estrogens end the lerger doses you wee. One study showed
that after women elop taking estrogena, this ligher Cancer risk quickly reteme
10 the vsual tevel of risk (ss i you had Rever weed eemogen thamnpyl. Thee
other studies showed that the cencer risk elsyed high for § te more ¥un 16
topping estrogen tresiment. Becouse of this risk, IT tS IMPOR-
TO TAKE THE LOWEST DOSE THAT WORKS AMD TO TAKE IT ONLY
AS LONG AS YOU NEEO IT.

s harepy together wi oy high
nﬁdmmmm L] OTHER

below).

" your Where is A danges of
developing cances of the uterus.

Carncor of tho braest. Most studies Mve not sk 8 higher sk of bresst can-
cor in women who hove ever used Ssr0pens. However, some Sudes hove
10p0rued St Bresst cancer deveioped mere 5hen g 10 twice Whe wewel tate}
n women whs wed sewogens for leng periede of time fespecielly more then
10 yoars), or whe vood higher 40308 for Shorter lme penods.

Roguier broest L by & hoskh i and monthly
olt- ination ere for

mmmmmuw”m-

Abnormal blood clotting. Taking estrogens may cause changes in your blood
clolting system. Thase changes sliow the blood 1o clot more essdy, possibly
mwm.wmhmumnmummmw-mmm
stream, thay cen cul off the blood supply (0 vital 0rgans. Causing senicus Prob-
lems. These problems mey include 8 stroks fby cutting off biood 10 the traini, 8
heart stiack Ry cutting off biodd (0 the hesrt), » pulmonary embalus By cuing
olf biood 10 the kungs), or other problems. Anry of these conditions may cavee
death of serious long term dissbility. Howsver, most studies ol ow dose eso-
Do usage by women do not show an increassd risk of these complicasons.

SIDE EFFECTS

In addition 10 the risks listed above, the foliowing side efects heve beea re-
ported with estsogen use:

¢ Nauses, vomiting

*  Bresst tendeiness o enlsigement.

. :“Mmmdww('w‘ 1 of the uterus.

. ion of . it

. AmmdNMMumu«
REOUCING RISK OF £STROGEN USE

H YOu USe SSWOPERS, YOU CON FCUCS YOI risks by doing thess things:
So8 your doctor segulsrly. While You a9 using estrogens, i is important (o visit

YOUr $0c0r o et ORCE 8 your for 8 chack-up. H you deveiop veginal bleeding
w&u&.mv—mmd evsiustion. H membets of your
04 81 obnor-

fumps.
mat m mammoorem Rwesat :4M m mav need to have more fraquent breast
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PATIENT INFORMATION
WHAT YOU SHOULD KNOW

ABOUT ESTROGENS
ESTRATAB® (esterified Estrogens)

INFORMATIONFOR THE PATIENT

This lesliet desciibes when and hew 16 v3e oswegens snd the ritks of estro-
gen trestment.

Estropens have imporient benstes but oo some neks You must detide, wih
wdo:w,Mh.'iubmdw-.mmnm

esmegens, chack with yew Gocier 10 Teke e
munmnm»—ﬁwumummmwm
harm for longer Then Ascessary. How Kng YOU Need 10 USe esogens will de-
pend on the resson for use.

1. ESTROGEMS INCREASE THE RISK OF CANCEN OF THE UTERUS
N WOMEN WHO HAVE HAD THEIR MENOPAUSE {"CHANGE OF
UFE")

£ yOou US® BTy S3LOQEN-CONtaININg drug, il it IMPOIant 10 visit your doctor
roguisrly and repont sny unusual vaginat biseding right sway. Vagine! bleed-
Mltmwmu.mwuuummu]wmu
should evaluste sy unususl veginal blesdng 10 find Out the cause.

2. ESTROGENS SHOULD NOT BE USED OURING PREGNANCY.

COMS 199NIPETS OF YOUNg adults . P

USES OF ESTROOEN T
MNOT EVERY ESTROGEN DRUG IS APPROVED FOR EVERY §SE LISTED |
THIS SECTION). It you want 1o know which of these POISible-usas A(a Ap-
wwlummwoumlum.ukmmw

shaw you the profeasional labeting. H

:.Q
y‘)
2

(haand

You can atso look up the specilic estrogen product in o tsek calied 1Ea]

'MW‘MMWW.‘.Msmnmmmmm

tibraries, (Generic drups carry virtusty the same labelng infodrai ‘1151_1—_‘

brand pame versions). [

To reduce modersie o 56vere menopaussl Symploms. Ry
Ebtr 0 hormones made by the ovasies of normal g

45 and 55, the ovatiss normally stop making estrogena. This le: -
bady estrogen lavels which causes the “chanpe of ke~ o _
of monthly manstrus) pariods). If both ovaries are removed dunng o8 tpwakaa)

takes place.
“surgicel menopeuse”.

VWhen the €3t100en levels Degin GroPEIng. S0Me WOMSN GEVSIOp very UNCom-
Toriable symptoms. such as feskngs of wari in the lace, neck. snd chast, or
Sudden intense episodes of heat end sweating (“hot Reshes ™ of “hot fiushes *).
Using esirogen deugs con help the bady sdiust 18 lower esvogen levels and
reduce 1hese SYMptoms. Most women have endy mild mencpaussl symptoms
of none o4 it and 00 NOL NESd 10 w34 S3Oogen @rvps for these symptoms.
Others moy neod 10 Loke esis0gans far & low manths wivde theit bodres sdjust
10 lowerr - @0 et nved #3t10g0N (o
ment for Ionges than six months (or these Symploms

To treat wival and vaginal straphy Wiching. Busming. dryness in o atound the
vagine. drilicuty o8 o] wh

To Nest Cortain COngmons #n whech 8 youug wOmen's Owiried 30 Not produce
#nouDh E3IrOPIn et ely.

To treat cortain iypes of sbnormel veginst beedng dus te harmons! imbaisnce
when your Soctor has lound A0 38nous cavse of the bisedng

To a4l Corlain CONCErs in SpRCial SHUINONS. & Men snd women.

inning of bones. O ® thinning that mates
them wesker snd allows them 10 bresk more easdy. The Bones of the spine.
wists and hips bresk most often i 05100p0ro%s. Both men and women stant
10 l0s4 bone mass afler About 8ge 40, but wormen kose bone mass faster sfier
the Using slter the shows down bone thn-
ning and may prevent bones from breaking. Liteteng sdequate Calcwm intake,
aithet in the dist tsuch as dairy products) o by calcasm supplements {to resch

gmwdﬂﬁ-mlm“bmm Regular
qumm-‘mwmhmm.mulmn
1umes 5 weok] may 8130 help 10 prevent osteeporesss. Belore you change your
calcum miske of enercise Nobus. X it WNPOra 10 iscuss these Wiestyle
Changes with yeur doctor 10 knd out # thay sre sabe Sor you.

Snun-ooonuum-vnmlmuﬁw-ﬁ-unhdnod-vﬂonos-

is should use o ‘Wemen who ae bkely 10 de-

23 ohen have he g ‘white or Asi 3

shem, cigaretie 3mokers. and & lemudy Nstory of 03400POresss W & Mother, 3

Vo0, Of Sunt. WOmMen who have sslatively Sarly Mmernupevie. sHen bacCiuse thex

Ovaries were (omoved during an 0pereson (* Surgicel MERCESULE”). Sre more

bkoly 10 develop 031e0ROSS Than Wemen whosa memepeute happens st the
average sge.

WHO SHOULD NOT USE ESTROGENS
Estrogens shovid not be vied

Mum“WWM).Itmmmmquwl.n

not use any fosm ol oger drug. Using wiiule you are
pregnant may Cause your unborn chid 10 have birth delects. Estiogens do not
pravenl miscatiiage. i 4

i you have unusus! u{in‘ll bleeding which has not been evsivated by your
doctor (see Boxed Wyrhingl. Unusual vaginal bieeding can be 8 warning sign of
cancer of the mnm{.’ especially if it happens sfter menopause. Yow doctor
must lind out the £ause of the bleeding 5o that he of she Can recommend the
proper e { a3110gens without visiting your doclor Can Csuse you
serious harm if your vaginal bleeding is caused by cancor of the uterus.

I you have had cancer. Since estrogens increass the fisk of ceran types of
cancers, you use ity hed cances of the bresst
ruS. unless your doCior recommends that 1he drug may help in the cancer
19in patients with Bresst Of Prostete CHNCEr. SSIOgENs May

H you have sny circulation problems. Estrogen drugs should not be used ex-
cept in unususlly Spocial SHUIIONS i which your OCIOr fudges that you need
asttogen therapy 50 much Shat the risks are acoeptable Men snd women with
abnoimat blaod clotting conduons should sved s1wogen use isee DANGERS
OF ESTROGENS. below)

When they do not work, Durnng Mencpause, $0Me womaen develop Nervous
symptoms of depression. Esirogens do not ekeve these symploms. You may
have heard Ihat Laking esrogens 1or yesrs slier menopause wil keep your skin
301t snd supple end keep you lesling young. There i no evidence lor those
claims and SUCh kONQ-1e1M E31100eN USe MY have Senovs fisks.

Altar cheidoirth or when breastiseding 8 baby. Estsogens should not be used to
with milk stter @ bady s born. Such Iresiment
loping blood clots (see DANGERS OF

0620




- cotled the ~Physici

“ ing, you should. Aoy
pass through 10 the baby in the mik. While mursing & beby. mM;
drugs only on the advice of your health care provider.

DANGERS OF ESTROGENS

Con«lolununm: Vwmkdmuudn‘-mm
the lerges . Oma study showed

ummovmnmouwm-o-t'nmw-twﬁm

other

yours sfter stopping estrogen trsawment. Becauss of this risk, IT IS IMPOR-
TANT TO TAKE THE LOWEST DOSE THAT WORKS AND TO TAKE IT ONLY
AS LONG AS YOU NEED IT.

it 8Py LOpether wi 109en thetapy may 1educe the higher
sisk of uten relored "
below}.
(] Yoast vionss there is no danger of
durvaloping cancer of W wtens.

Cancer of the wesst. Most Sauhes have not shown a higher risk of beesst can-
O % wemen wie hove over used 93W0QeNns. HOWSVEr, S0MS stucies have
H0parted that Breest Concer doveaiaped mare of1en (up 1o twice the usual rate)
B wermen whe wed #30gens for long periods of Lime lespecially more than
10 yoarsl. or who weed Ngher doses for shorer lime periods.

fegulsr breast sasminations by & health prof
sell-anamunation &e reconmmended (or o8 women.

sional and monthly

Galibiecider desesse. Women who use 0strogens stter menopiuse e more
iosly 10 deveiop Qalibiadder Cises3e NEEUING SUQErY Than WOmen who do not
wte sswogens.

Abnormal biood clotting. Taking estrogens may cause changes in your dlood
dommmlom These changes allow the blood 10 clot mare eaily, passibly

clots to form in your nuooddmndoh-nnuvm
stream, they can cut off the blood supply 10 vitsl rQINS, CAUSING SETIOUS PIOb-
tams. These problems may include & stroke (by cutting oft biood 10 the brain}, &
hean attack {by cutling oll blood to the hesr1). s pulmonary smbolus (by cutting
olf blood 10 the lungs), or other problems. Any of thase conditions may Cause
death or setious long term disabiity. Nomvu M031 studies of low dose esuo-
gen usage by do not show ask of these

SIDE EFFECTS
hmunm.hlmm the foliowing side stiects heve been re-

vormiting
Brosst tendemess or enlargement
Enlargemen of benign tumors (” l-o«om ) of the uterus.
Aetention of excess ﬂu-d This mey make mne«mmwuun.m
ine, he . of kidney dises:
. Ammaumnnwuuuyonwlm

AEDUCING MiSX Of ESTROGEN USE

M you ue EsOPENS, YOU Can reduCe YOur (isks by doing these things:

See your doctor reguiarly. Wihie YOU B(e USINg #3UOQENS, it iS IMPOMaM 10 visil
yous 60ctor 8 last ence 8 yeur for 8 check-up. i you develop vaginel bleeding
‘wivie oling eswegens, yYou may need lunher evalustion. § members of your
femily have had breest canter of € you have Sver Nad resst hemps oF an sbRor-
mal mamvRnogrem Gwesst <oyl You may need 10 have Mmore lrequent breast

Resssess yowr need for eswopens. You and your doctor shandd 1eevaivete
whether o not you St need $3¥00NS 3t (8831 Svery S MOoRths.

8a slert for 3ipn3 of wrouble. W ery of $hase watning signals lor arvy other un-

usual you 9 <ol your docior imme-
duuly

mwmmnmwmmml
. the cety of bresth, o

lonwuvtlolmlhhwhufluwu

*  Severe headachs Or vomising. dizriness. lsintness, changes in vision or
Speach, weskness of aumbness of sn arm or leg (possible clots in the
brain or eye).

*  Bresst umps (possible breast cances; a3k your doclor or health profes-
sional 10 show you how 10 sauamine your breasts monthly).

*  Yellowing of the skin or syes ipossible kver problem).

*  Pain, sweling. of tendemess in the sbdomen (possible gelibladder prob-
lem}.

OTHER INFORMATION
the nisk of . i i
that mey lead 10 concer of the lmung of the uterus. Taking progestins, another
hermone ‘q with esiogens lowers the risk of devaloping this condition.
Tarelere. it your wierus has Aot been removed, your Goctor may prescribe &
$ropesn Ior you 18 Lake Kopether with the estrogen.

You should taew, hewever, Muu\gosumnsmlnn'mslmm.ym
m-ﬂ: These inchude:

o biood (st ially the k ing of HOL blood
m- “gmod” Uoodm which protects wunsl hean dis-

wrha sy allects on iood sugsr (which might make & disbetic condi-
Son worsel. sad

# possible hurther scredse in breast cancer rigk which may be associ-
a1ed with lONg-40em e3WOpen use.

$0me 1050 arch had Shown Ihat $30gens taken without progesiing may pro-
fect women 8gainst developing heart disesss. However, this is not certain. The
Motecton shown may hive been Cavsed by the ch.luclomucl of the esiro-

and not by e . In general, traated
-wun waie shmamer, more m Sctive, and wete loss likaly (0 have dia-
Botes $an the women. Thess a1a known to protact

apenst heant disssse.
Vumm.“mwd"“mlmuovhuuh

care provides ol = estrogen and
progestin restment o they slfect you persenally.

Yous dector has prescnbed W drug bor you and you sione. Do not give the
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RECORD OF TELEPHONE CONVERSATION/MEETING

Gene Schaefer and I phoned Solvay and spoke to
Jennifer Phillips, Alvin Howard and Joey
Pollock regarding the environmental assessment
submission made to support the efficacy
supplements submitted for the applications.
Comments from our review were Faxed to firm on
5/5/97 (copy attached)

Agreement reached as follows:

1. Solvay to provide additional information
for Baudette facilities. Regarding
they said the EA info

should be contained in

2. Will correct typo.

3. They will specify used as being

4. Will provide CAS for all except one. We
indicated that there may be some evidence
that purposely added of the

_impurities. Solvay not aware of this but
"will check and explain in response*.

5-8 Firm claims that Nancy Sager told firm to
respond in the way they did. We asked
firm to document conversations with Ms.
Sager.

9. Firm will submit certification.

Firm asked to FAX information in and follow
with hard copy.

Firm called back to say they had contacted
and had been informed that
does add
to the bulk.

DATE

5/6/97

ANDA NUMBER
86-715/S-030;
83-209/5-054;

IND NUMBER

TELECON

INITIATED BY MADE

__ APPLICANT/ X BY
SPONSOR TELE.

X FDA _ IN
PERSON

PRODUCT NAME
EstraTab
(Esterified
Estrogens)

FIRM NAME
Solvey

NAME AND TITLE OF
PERSON WITH WHOM
CONVERSATION WAS HELD
Jennifer Phillips
etc.

1 TELEPHONE NUMBER

770-578-5659

% Seam




May 5, 1997 .

Jennifer Wegener Phillips, Pharm.D.
Director, Regulatory Affairs
Solvay Pharmaceuticals, Inc.

901 Sawyer Road

Marietta, GA 30062

Dear Dr. Phillips:

Re: ESTRATAB® (Esterified Estrogens Tablets, USP)
ANDA 86-715/S-030 (0.3 mqg)
ANDA 83-209/S-054 (0.625 mg)

Amendment to Supplemental Applications:
Environmental Assessment

Review of your environmental assessment, which was submitted on
February 10, 1997, has been completed. The following additional
information Is requested. B

1. Please provide additional details in item 4.c for the
four production locations, to include environments,
zoning, and geographic features.

A4

2. Section 5.b and Appendix 2 do not agree regarding the
CAS number for estrone sodium sulfate.

3. Please specify the particular used, in Appendix
2.

4. CAS numbers should be provided for the impurities

listed in Appendix 3.

5. Potential residual solvents should be identified in
Section 5.h, or Section 6.a, or an appendix. -

6. Item 6.b should provide additional details regarding
controls on emissions that could be released via the
air and liquid waste streams.

7. Item 6.c should include a list of all applicable -

Federal, State, and local emission requirements for the.

four production locations. Item 6.c should also T

include a list of emission permits and/or licenses

(with numbers, expiration dates and authorizing

agencies) for the on-site facilities.

8. Discussion of the effect of approval of these
-supplemental applications, in item 6.4, should include
an estimate of the subsequent increase in production at
the four facilities, relative to current production.




9. The certification in item 13 should acknowledge that
non-confidential information will be made available to

the public.

Designate your response.as an amendment to these supplemental
applications.

If you respond before May 16, 1997, please direct your response
to Mr. Mark Anderson, supervisory project manager, OGD. A later
response should be directed to Mr. Joseph Buccine, project

manager, OGD.

X: \NEW\FIRMSNZ\SOLVAY\LTRS&REV\86715530.IR1
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February 10, 1997

Mr. Douglas L. Spom, Director .

Office of Generic Drugs, HFD-600 B - :
Center for Drug Evaluation and Research | NDA SUPPL AMENDMENT
Food and Drug Administration '

Metro Park North ll, Room 150

7500 Standish Place : '
Rockville, MD 20855 SOL\/ A \/

Dear Mr. Sporn: T A
Pea—
RE:  ESTRATAB® (Esterified Estrogens Tablets, USP) "~

ANDA 86-715/S-030 (0.3 mg),
ANDA 83-209/S-054 (0.625 mg)

Amendment to Supplementalﬁ Application: Environmental Assessment

Refsrence is made to the above Abbreviated New Drug Applications for
ESTRATAB® (Esterified Estrogens Tablets, USP). Further reference is made to the
telephone conversations on January 28 and February 3, 1997, between Ms. Nancy
Sager of your office and Alvin Howard, Joey Pollock, and Don Ruggirello of Solvay
Pharmaceuticals, Inc.

As requested by Ms. Sager, Solvay Pharmaceuticals, Inc., is submitting an
environmental assessment as an amendment to our pending supplemental
applications. This assessmenthas been prepared in accordance with the guidance
provided by Ms. Sager.

This information is being submitted only to the ESTRATAB® 0.3 mg product, ANDA
86-715/S-030. By way of this cover letter, we are cross-referencing the following -
applications: ESTRATAB® 0.625 mg, ANDA 83-209/S-054-

Skould you have any questions, please contact Mr. Alvin Howard at (770)
578-5661.

Sincerely, e

Q';‘J.(«,’»&\, W u,\,{% L L -

Yenniter Wedener Phillips, Pharm.D. el REGE\\’ED '

Director, Regulatory Affairs

EES38155.041 17 Ve

5:.vay Prarmaceuticals. inc.
37 Sawyer Rcac. Maneua. Gecrgia 3CC62  770/578-3CCQ Fax:770/578-32¢+
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July 31, 1997
VIA HAND DELIVERY

Mr. Jerry Phillips, Director

Division of Labeling and Program Support

Office of Generic Drugs, CDER _

Food and Drug Administration Eoed
Metro Park North 2 ‘.
7500 Standish Place .
Rockville, MD 20855

Dear Mr. Phillips:

RE; ESTRATAB® (Esterified Estrogens Tablets, USP)
ANDA 86-715/S-030 (0.3 mg)
ANDA 83-209/S-054 (0.625 mg)

MINOR AMENDMENT: Final Printed Labeling

Reference is made to the above-referenced supplemental applications for the
Abbreviated New Drug Applications for ESTRATAB® (Esterified Estrogens
Tablets, USP) which provide for the indication of prevention of osteoporosis
in postmenopausal women. Reference also is made to a July 30, 1997,
telephone conversation between Adolph Vezza of your Division and Anisa
Dhalla of Solvay Pharmaceuticals, Inc. During this conversation, Mr. Vezza
requested final printed labeling for the pending supplements and stated that
an approval letter would be issued after receipt of acceptable labeling.

In addition, reference is made to a July 29, 1997, telephone conversation
between Mr. Vezza and Ms. Dhalla regarding a January 26, 1995, labeling
supplement. This supplement provided revisions to the ESTRATAB® Iabel to
comply with the 1992 Labeling Guidance for Estrogen Drug Products and
was approved on June 18, 1997. Unfortunately, the ESTRATAB® labeling
in the osteoporosis supplement did not contain these revisions. Mr. Vezza
recommended that these changes, as well as those from the osteoporosis
supplements, be incorporated in the attached final printed labeling for
ESTRATAB® Tablets. \

EBS08185.212

NDA SUPPL AMENDMENT FP-

- »/l




ESTRATAB® Tablets
July 31, 1997
Page 2 of 2

Enclosed are the following items:

Attachment I: Twelve (12) copies of final printed labeling for

physicians’ labeling.
Attachment Ii: Patient Information.
Attachment lll: Summary of revisions made to labeling since March 29,

1997, with reasons for each change noted.
Attachment |V: FDA letter dated June 18, 1997, approving revised
package insert labeling for ESTRATAB® reflecting
changes to be in accord with 1992 Labeling Guidance.
—= -... A copy of labeling (6E0977 Rev 12/96) is included.

Should you need additional information, please contact Anisa Dhalla,
Manager, Labeling and Submissions, at (770) 578-5931.

Sincerely,

M'L (4 /L/chﬁu.&c//d

Jennifer Wegener Phillips, Pharm. D.
Director, Regulatory Affairs

JWP/jsw

P

EBS08185.212

K
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May 6, 1997

Mr. Douglas L. Sporn, Director NEW CORRESP y
Office of Generic Drugs, HFD-600 P
Center for Drug Evaluation and Research /VC 10 s- 05
Food and Drug Administration

Metro Park North I, Room 150

7500 Standish Place

Rockville, MD 20855

Dear Mr. Sporn:

RE: ESTRATAB?® (Esterified Estrogens Tablets, USP)
ANDA 86-715/S-030(0.3 mg)
A' It 2 ,1-»» i

. Response to FDA ARequest

Reference is made to the above Abbreviated New Drug Applications for
ESTRATAB® (Esterified Estrogens Tablets, USP) and the amendment to
supplemental applications for the environmental assessment submitted
February 10, 1997. Reference also is made to telephone conversations held
on May 5 and May 6, 1997, with Mark Anderson and Gene Schaefer of your
office and Alvin Howard, Joey Pollock and me of Solvay Pharmaceuticals, Inc.
Further reference is made to FDA's facsimile dated May 5, 1997. Provided
herein is our response to that correspondence, including a revised
environmental assessment located in Attachment |I.

This information is being submitted only to the ESTRATAB®0.3 mg product,
ANDA 86-715/S-030. By way of this cover letter, we are cross-referencing
the following applications: ESTRATAB®0.625 mg, ANDA 83-209/S-054;

Should you have any questions, please contact Mr. Alvin Howard at
(770) 578-5661.

Sincerely, ) 4 e
. '_//
o o ‘HECEiBL,.
. Jennifer Wegener Phillips, Pharm.D. T
Director, Regulatory Affairs May. o >
by

~ Airborne Express Airbill #5063835965 GENERIC =
PRugs

EBS03205.126
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ANDA 86-715/5-030 (0.3 mg)
83-209/5-054 (0.625 mg)

Solvay Pharmaceuticals, Inc.

Attention: J. Greg Perkins - MAY | 5 1996
901 Sawyer Road '
Marietta, GA 30062

Dear Sir:

This is in reference to your supplemental new drug applications
dated March 29, 1996, submitted pursuant to 21 CFR 314.70
regarding your abbreviated new drug applications for ESTRATAB®
(Esterified Estrogens Tablets, USP).

" The supplemenggi%applications proviae for revised package insert

labeling reflecting the addition of the indication of prevention
of osteoporosis in postmenopausal women.

We have reviewed these supplemental applications and have the
following comments: ‘
We have forwarded your proposed labeling revisions to the
Division of Metabolism and Endocrine Drug Products (HFD-510)
- for their review and comment. When we receive a response
for the revised labeling we will notify you. Until that
time, no further action will be taken on these supplements.

The material submitted is being retained in our files.
Sincerely yours, -

7 4,.«, /, / S=9-7¢

rry Phillips
Acting Director
Division of Labeling and Program Suppert
Office of Generic Drugs
Center for Drug Evaluation and Research

IR
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NDA NO. __REF.NO.._£ .. /

#NDA SUPPL FOR __1 &' "

March 29, 1996

Douglas L. Sporn, Director W TR T
Office of Generic Drugs, HFD-600 T
Center for Drug Evaluation and Research
Food and Drug Administration APR O 1 1594
Metro Park North Il, Room 150

7500 Stand#sh:Place P

Rockville, MD 20855 '

Dear Mr. Sporn:

RE: ESTRATAB® (Esterified Estrogens Tablets, USP)
ANDA 86-715 (0.3 mg)’
ANDA 83-209 (0.625 mg)

Supplemental Application

Reference is made to a March 10, 1995, meeting between
representatives of your Division, the Division of Metabolism and
Endocrine Drug Products, and Solvay Pharmaceuticals, Inc. As discussed
at this meeting, attached is a supplemental application for ESTRATAB® to
provide for the indication of prevention of osteoporosis in post-
menopausal women.

This application is a multiple supplement, but the submission is being
made only to the ESTRATAB® 0.3 mg product, ANDA 86-715. By way
of this cover letter, we are cross-referencing the following applications:

ESTRATAB® 0.625 mg, ANDA 83-209; _
* = We hereby request a

waiver for submission of a/éopy of the full text supplement to each
application. '

EB134085.068




(1]

ESTRATAB® Tablets

Page 2 of 3

March 29, 1996

This supplemental application consists of the following sections:

Section 1
Section 2
Section 8
Section 10

Section 11
Section 12

Section 14

Index.

Labeling.

Clinical Data.

Statistical Section. Section 8 and Section 10 are identical in
content. Reference is made to a February 12, 1996,
telephone conversation between Dr. Jack Roger, Solvay
Pharmaceuticals, Inc., and Dr. Jason Gross of your Division
during which the following agreement was reached: Solvay

Pharmaceuticals, Inc., should submit Section 8 in its entirety

and properly reference Section 8 to Section 10 since both
sections are identical in content.

Case Report Tabulations and Patient Profiles.

Case Report Forms and Patient Narratives. Sections 11 and
12 are submitted by electronic version only. Reference is
made to a January 31, 1996, letter to FDA requesting
waiver of the requirement to submit paper copies of Sections
11 and 12 (Attachment |).

Patent Certification [21 U.S.C. 355 (b) (2) or (j) (2) (A)] and
request for three years of exclusivity.

A computer-assisted version of this application ("CANDA") also will be
provided. The information provided in this CANDA will be identical to the
corresponding information in the hard copy submission. The CANDA wiill
consist of two components, the electronic document and a data review
system. Both components have been validated for use in this application.
User’s guides for these components will be provided during the
installation on the Medical Reviewer’s computer, which is scheduled for
the week of April 8, 1996. "

Attachment Il contains a copy of the March 22, 1996, letter to the
Division of Information Systems Design describing the CANDA and other
information as required by the CANDA Guidshce Manual.

/

EB134085.068

“
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ESTRATAB® Tablets
Page 3 of 3
March 29, 1996

This letter also certifies that Solvay Pharmaceuticals, Inc., did not and will
not use in any capacity the services of any person debarred under
subsections (a) or (b) of Section 306 of the Food, Drug, and Cosmetic
Act in connection with this supplemental application for ESTRATAB®
Tablets. [Section 306(k)(1) of the Generic Drug Enforcement Act (21

U.S.C. 335a(k)(1)].

Should you have questions or need additional clarification, please contact
L. Jack Roger, Ph.D., Sr. Regulatory Scientist, at (770) 578-5934. For
questions relating directly to use of the CANDA, reviewers should contact
Joe Nolan;Ph:D., Associate Director,”Endocrine Operations, at (770)
578-5614 (office). If Dr. Nolan is not in his office, the caller will have the
option of being connected to a pager and leaving a phone number.

3

)+ fnnm p‘}""\

J. Greg Perkins, Ph.D., Vice President
Regulatory Affairs and Quality Assurance

JGP/jsw

[N
[}

et

EB134085.068
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March 21, 1997

Mr. Douglas L. Sporn, Director

Office of Generic Drugs, HFD-600

Center for Drug Evaluation and Research

Food and Drug Administration

Metro Park North Il, Room 150

7500 Standish Place N
Rockville, MD 20855

Dear Mr. Sporn:

RE: ESTRATAB® (Esterified Estrogens Tablets, USP)
ANDA 86-715/S-030 (0.3 mg)
ANDA 83-209/5-054 (0.625 mg) .

, Amendment to "Supplemental'Application: Prevention of Osteoporosis
" Response to FDA Request: /n Vivo Bioavailability

Reference is made to our Supplemental Application submitted March 29,
1996, for ESTRATAB® (Esterified Estrogens Tablets, USP) for the indication
of prevention of osteoporosis. Reference also is made to the telephone
conversation on March 18, 1997, between Ms. Cecelia Parise of your
Division and Dr. Jack Roger of Solvay Pharmaceuticals, Inc. During this
conversation Ms. Parise requested that, in accordance with 21 CFR
8320.21, we submit evidence of /n vivo bioavailability or request a waiver
for such a submission.

Reference also is made to the telephone conversation regarding /in vivo
bioavailability data on March 19, 1997, between Mr. Donald Hare of your
Division and Drs. Greg Perkins and Jennifer Phillips of Solvay
Pharmaceuticals, Inc. Mr. Hare requested that we fulfill §21 CFR 320.21 by
submitting evidence of in vivo bioavailability. As discussed with Mr. Hare,
our January 16, 1997, submission contained report CR100.00.53 entitled
"Plasma Concentrations of Estradiol, Total Estrone, and Total Equilin in a
Subset of Patients Enrolled in a Two-Year Double-Blind, Placebo Controlled
Investigation of the Efficacy and Safety of Three Doses of Esterified
Estrogens (ESTRATAB®) on Bone Density and.P3arameters of Bone
Metabolism in Postmenopausal Women." This pharmacokinetic report
presents plasma concentrations of estrogens measured in a subset of the
patients studied in our osteoporosis study (RR.008.00.02). This study
provides the evidence of in vivo bioavailability for ESTRATAB® in the
prevention of osteoporosis and fulfills §21 CFR 320.21. Therefore, in
response to this request, we refer the Agency to our January 16, 1997,
submission. L Vi

\

EBS38085.080
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ANDA 86-715/S-030
March 21, 1997
Page 2 of 2

This information is being submitted only to the ESTRATAB® 0.3 mg product,
ANDA 86-715. By way of this cover letter, we are cross-referencing the
following applications: ESTRATAB® 0.625 mg, ANDA 83-209-

Should you have any questions, please contact Jack Roger, Ph.D., Senior
Regulatory Scientist, at (770) 578-5934.

Sincerely,

ennifer Wegener Phillips, Pharm.D.

Director, Regulatory Affairs
JWP/jsw

Airborne Express Airbill #5063832465

EBS38085.080




sewavi PHARMACEUTICALS

| SOLvAY

December 20, 1996

Mr. Douglas L. Sporn, Director

Office of Generic Drugs, HFD-600
Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park North Il, Room 150

7500 Standish Place

Rockville, MD 20855

Fisres mam

Dear Mr. Sporn: A N )

RE: ESTRATAB?® (Esterified Estrogens Tablets, USP)
ANDA 86-715/5-030 (0.3 mg)
ANDA 83-209/S-054 (0.625 mg) _

Amendment to -Supplemental Application: Prevention of Osteoporosis
> Response to FDA Request

Reference is made to our supplemental application submitted March 29, 1996,
for ESTRATAB® (Esterified Estrogens Tablets, USP) for the indication of
prevention of osteoporosis. Reference also is made to our November 21, 19986,
amendment that described the amounts of sodium estrone sulfate and sodium
equilin sulfate in the ESTRATAB® tablets used in the osteoporosis study
(RR.008.00.02). Further reference is made to Mr. Mike Smela’s request for
Certificates of Analysis (COA’s) for the ESTRATAB® study medication to include
the following components: 17a-estradiol, 17a-dihydroequilin, 17a-
dihydroequilenin, and equilenin.

Please note that the method used in these analyses was qualified to establish
linearity, precision, and accuracy for the measurement of these four
components over the ranges reported.

Attachment | contains copies of the COA’s for the following:
¢ four expired lots used in the osteoporosis study:

ESTRATAB® 0.3 mg - lots 83921 and 84650
ESTRATAB® 0.625 mg - lots 83922 and 84559:

®* two recently manufactu?ed lots: . g HECE'VED "3

ESTRATAB® 0.3 mg - lot 87720 Wee g5,
ESTRATAB® 0.625 mg - lot 87723.

EBS38155.355 GE MER,C DRUCG
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ANDA 86-715/S-030
December 20, 1996
Page 2 of 2

As you requested, this amendment is being submitted only to the ESTRATAB®

0.3 mg product, ANDA 86-715/S-030. By way of this cover letter, we are
cross-referencing the follovying applications: ESTRATAB® 0.625 mg, ANDA

83-209/5-054;

Should you have any questions, please contact Jack Roger, Ph.D., Senior
Regulatory Scientist, at (770) 578-5934.

Sincerely,

ennifer Wegener Phillips, Pharm.D.
Director, Regulatory Affairs

EBS38155.355




