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Dear Sir or Madam:

Women First HealthCare, Inc.(WFHC) hereby submits an amendment to the March 25,
2002 petition, in triplicate, pursuant to section 505(j)(2)(C) of the Federal Food Drug and
Cosmetic Act (FD&C Act) and in accordance with 21 CFR 10.20 and 10.30 requesting
the Commissioner of Food and Drugs determine that an Abbreviated New Drug
Application (ANDA) may be submitted for 1.2 mg estropipate (1.2 mg sodium estrone
sulfate) tablets. This amendment provides a copy of the labeling for the reference drug,
Ogen (estropipate tablets, USP).

espectfully Submitted,

Doranne Frano
Director, Regulatory Affairs
Women First HealthCare
12220 El Camino Real

San Diego, CA 92130
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MENOPAUSAL WOMEN Iy

Close clinical surveillance of all womqp,talgmgeest;:ogpns ,
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DEBCRIPTION PR S

@@EN (estroplpate -tablets);” fformerly pmer&zme esirmne
sulfate), is'afiabtrtl estrogenic substance prépabidd! from
pugified crystélline estrone, solubilized as the silfate and
stbilized with piperazine. Tt is a}iprecmbly soluble in water
and hag almost no odor or taste—-properties which are ide-
ally siited for gral administration. The amount of pipera-
jine.in OGEN 13 not sufficient to exert a pharmacological

' Hathna Its addxtmn ensures solubility, stability, and‘imiform

potency of the estrone sulfate. Chemically estropipate, mo-
lecular welght +436/56, is represented by estra-1{3,5(10)-
trien~17-one 3-($u1fooxy) compound with piperazihe (1:1).
The structural formula may be represented as follows
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Estrogen drug products act by regu]atmgwthe\manscnptmn
@ﬁmhamted jmumber;of genes. , Estrogens d]ifuse thmugh cell
ranes; digtribute; the

’omgen receptor binds,te spemﬁc DNA
seqyiences, or -hormengresponse:elements; which enhance
dlacﬁnt‘ genes .and:in:fumdead to.the
sidentified in
mtary, .hyputhalﬂ

tissues: Qﬁthe«reproduotmes f}razﬁ, breast;
amusy/liver, and bonesefisgomen. .. .«
Egtrogens arg; impbrtant.in the- develqpmant and mamta
‘anie of the female reproductive system.and secondary sex
Ghmgctgmstlcs By & direct.action, they.cause growtland
lor t ofithe:uterus. Fallopian{nbes, and vagina.
With other hormones, such as pituitary hormones.and: pr
gesterone, they.cause enlargement: ofithe- breasts; throrugh
premotion; of ductal growth, stromal development;, and the
aceretion of fat:, Est -are ing y dinvolved .with
other-hormones, esp i Ty teroneyin the pr of
.ovatlatory mengtrual ﬂycle and pregnancy, and-affect the re-
legse of-pituitary:gehadotropiris: They also contribute to the
shaping of the:skeleton, maintenance-of tone and: elasticity
of unogenital structures, changes -in.the epiphyses:of. the
long;bones that alow: fox-the- pubertal growthispurt. and its
termination, and ;pigment gon of the nipples;, an&fgemtals
Estrogens occur. naturally: in, several forms. The: ‘primary
spurge: of-estroge normally-cycling adult.wemen is the
Qvai‘ n follicle; which:secretes 70 to,500,micvoguams of-es:
tradiol daily, depending.on the:phase.of the. menstrual, cycle
This is converted primarilyto estrone; which:cireulates in
roughly equal proportion to estradiol, and to.sm amounts
‘ofigstriol,. After-menepause; most endogenous; estrogen is
uced by.convession-of andrestenedione; secreted:by.the

'adrexaadr COTteX;: toye: tzone !by perlnhenal tlssm}s.r Thus, es+
; “h

A]though cmu:lat g»:astrogens exist m ar, dynmmc equxhb-
rivm of mebabohc interconversions, estradiol -is the:princi-
-pabintvacellularhuman estrogen ‘and-s.substanti 1y:more
poténtthan estrone oxestriokat, thewreeeptor. il g, bii.:
trogens:uged; in ‘therapy are well absorb thmugh the
ingmucons, membraigs, and gastrointestinal tract-When
ppliedfor.a local;action,.absorption isjusually-sufficient, to
3When, conjugated-with.aryl.and alkyl
groups foriparenteral inistration;ithe, rate-of.absorption
ofoily preparations.isjslowed; with:4 prolonged:duratien of
aetign, such:that: a(smg]e inframuseularinjection of .egtra-
dlql;saleraf.e or: est,msﬁml cypmnate is ahsorhed over:several
wee)

Administered, estmgg,ns emd ;thenm esters\ars handled within
theibody essenmallm»the Same as the *endogenous hormones.
Metabolic conversion ofiestrogens.ocewrs primarily in the
liver (first pass effect), but also at local target.tissue sites:
Complex metabolic, progesses result: i inea dynamic eqm]lb-
rium, of circulating,conjugated and.un

_.hlch are egn ously int

ng;es, especially. es e, sulfate,




+ 'INOTE" aatwq ‘estrogenic speciessiA

gertain propertion Ofmé
estrogen.is. excreted into.the.bile.and then- neahsorbed from
the intestine. Duringithis enterohepatic:ravirculation, estro-
gens are desulfated and resulfated and undergo degrada-

-tion through conversion to less dctive-estrogens (estriol-and

other estrogens), oxidation to nonestrogenic substancés
(catecholestrogens, which interact-withscatecholamine me-
tabolism, especially in the central nervous systeim)yand con-

Jugatmn with glucuronic acids (which are ‘then: fapxdly\ex-
creted in the urine).

‘When given orally, naturally-occurring estrogens ard their
esters are extensively metabolized (first pass effect) and.cir-
culate primarily as estrone sulfate, with smaller amounts.of
other conjugated and unconjugated estrogenic:species:.This
results in limited oral potency. By contrast, synthetic estio-
gens, such-as-ethinyl estradiol-and the-nonsteroidal estro-
gens.-areéidégiuded! veryslowly inthe Hveriandiother tis«

sues, which, results in their high intrinsic potency. Estrogen |

drug products administered by non-oral routes are not sub-
ject to first-pass metabolism, but also undergo mgmﬂcant
hepatic uptake, metabolism, and enterghie; jatic rec’y

INDICATIONS AND USAGE ;. s e
Estrogen drug products are indicated in thewi:v -
1. Treatment of moderate to severe: \iasomowr%symptomssas-

IR

‘Prevention of osteoporoms ) '

Since estrogen administration is associated with risk, seléé-
tion of patients should ideally be Baséd'sh-ptosgdctive idén:
tification of risk;factors for developmgwstpupogoma Unfors
tlmately, there:is mo. i dentify:those women
who will dévelop osteoporotxc fra . Most-iprospective,
studies of efficacy for this indication have beeq camc;d out
in white menopausal women, without stratificatit b T
risk faetors, and tenid to show: a tniversally salitdry effeet
on-bonéy Thus, patient selectioh -must be individualized
basedon the balance-of risks andbenefits. A'more favorable
risk/benefit ratipveXists in’ a hysterectomized woman.'be:
cause she has*h" hsk of endometma] cancer (see BOXED
WARNINGS); v

Edtrogen. rep]ﬁcement thérapy reduces boﬂe resdrption amd
retards. or 'halts’postménopausal bone:loss: Case-control
studies have i ?g:man approximately 60 pétc’ent’reducﬁon'

in hip and { s}mwvoihemwhﬁse"esf/rogen maplace!
mentiwas beEbn! withittia few<yeats ofmenvpduse! Studies
alsosuggést estrogén veduaces themite

tures. ‘Even:when started as late as years-after: feng-

phause; ‘68 aébm»pre?ems further loss.of -borie mass for as

long ag-thestreatment’ m\conﬁmuédf n’I!he resu}ts of a double-
blind, Tplabebwcontroll
treatment with onetabl
a;31day cycle per month)»prevents»vertebral nemass:loss
iny pﬁsﬁmenopausal Woinén.. Whem‘eah‘dgen “therapy: ds- dis:
continued; borie mass declines at a rateicomparable’ to the
inimediate pésteneriopausal period. There is no-evidence
that estrogen replacement therapy restores bone: massito
premenopausal levels.
At skeletal m,

£, uy

ity . there Aare sex and race dlﬁ"erences m

both thé 'tot:

falboy of widh ‘and blabks

th start Wlth & and for
se\"ez’al Veats folléwing nataral of irdaced’ ménopatise; the

. Whlte and Asmn

ism, Cushing’s yn
t’és’): Il}gestyle cig'agetﬁe’

'}ﬁ
op etaty cale
less efficiently than premenopauéal deheﬂ and
average of 1500 mg/day of elemental cal 9
neut) 4] ¢, By ¢

miags: '

Esﬁrogensashou‘id 0t zbe use& i i mdmduala athh any» «of the

follewing conditions:

1. Known-or suspected: pregnancy (see BOXED WARN:
- INGS): Estrogens imay:cause fetal hm:m when admindss

. tered o a preemdnt woman.. . .

2. Undiagnosed abnormal genital bleedmg

3. Kehiowin o1 s\dpetted cancer of theBreast éxceptiin ap‘pro-
priately selected patients being: tréated for meba%z&tlc
disease.

4. Known or suspected esﬁrogen dependent' neoplasia.

5 Active throxﬁ‘bophlebms or't thromboembohc ‘diserdérs.

1. Induction of mahgnnnt neoplasms .
Epdometrml gancer. The reported endo ei al ancer

.., greater than in onusers “and appe enden
ration of treatment and on estrogen dose I\%si’ studies |
., $how, no sx nificant increased ri
or.less than one year e sk
with prolonged use——-WJth mcrea§ed
f 1d fqr ﬁve to ten years of igre. Tn ﬁhre@ .
! d_f EX

have ever used es rogén replaqement thegapy ‘some have
reported a moderately increased risk (relative risks’ of

1:3-2.0) in those taking higher doses or th9§evtak\mg
Iuwer doses for pmlonged pe time, eg/gaclally in ex-
CeSS of 10 years Other studxes have not shp n this relgy

H

: nsk of fetal corigenital rep,mductx . tract e m‘ders, am;,
passibly other birth defects. Studies of, woni ho k
" Juri

rlg to
fpr estro-

i cré’ases during estrogen replaqemen
, . Attributed to 1d;9§yncrat1c reactions
. often, bleod, pressure. has ¢
dropped One study showed
.gen users have, hi; bl s,
othex: studie ?Od [pressure among
estrogen users compared to nonusers Postm
) esj:mgeuduse does. not increase. the risk of stroke.
‘ ‘essure should T)e monitored at regular in-

tion, estroge §may leadta
1 1eng5 with hréast capcer and
. ¢.drug; shpuld - be
" Rst.oppad and appropnate measures taken, to reduce the
serum calcium Tevel.
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PRECAUTIONS we Y e
A General - . A ‘ c

1. Addition-of’a- proyestih. Studles !of bhé*}additwn of a
progestin for seven or more daysrofa eytle ofestrogen
administration have reported a lowerad.incidence of
endometrial hyperplasia which would otherwise be in-
duced by estrogen treatmiert.wMorphelogical and: bio-
chemical studies of endometrium’ suggest-that 10 to 14
days of progestin are needed toprovide maximal mat-
uration of the endometritim and'to éliminate any hy-
perplastic changes. There are possible :additional risks
which may be associated with the inclusion of
progestins in estrogen replacement regimens. These
include: (1) adverse effects on lipoprotein metabohsm
(lowering HDL and raising LDL) which may dim
the possible cardioprotective effect of estrogen therapy
(see PRECAUTIONS, D 4. beléw)! (2) impairment of
glucose tolerance; and (3) possible enhancement of mi-
totic activity in breast eplthehal tissue (although few
epidemiological data are available to address this
point). The choice of progestm its dose and its regi-
men'may be: 1mport3nt 4n' mm‘lmlzmg ﬂ'iese adverse ef--
fedts, bt these issues-rémain fo 'be clarified.

2.Physical exarhination. A complete medicaland family
history should be taken prior to 'thé initiation of any
estrogen therapy. The prétreatment ard periodic phys:
ical examinations should: include special reference to
blood pressure, breasts, abdomen, and: pelvic organs,
and should include a Papanicolaou smeér: As a gerieral

* rule, estrogen should net be preseribed for longér than
‘one: year without reexamirning the patient.

‘Hyﬁdﬂ:oa“guﬁibl(ltyu Soier stirdies: hive showsi that
wonihteking estrogett replavtnientibhicrapy hiave i
pércbagulability, primarily: mlm”eﬂ‘”t!%i?d@crease&’ afitie
thrombin activity. This effect appé bse- andrdura:
tmn—dependent and is' less pronouneed than th -
s oral contraceptwe
3 paigal women-terid. tothaved
- lationrparamieters at»héselme«cump‘ared 40" pré
jausdlwomen. There is:some s
*'postiiienopatisal mestrano
~ﬂhrombbembahsm althotg!
primarily conjugated estrogen users)ireport-no suuh in-
‘icrease. Therdis ingifficierit i h;
. uldbility in women who have ‘had.pry
bolic disease. - . © ¥
4, Familial hyperhpoprotalnemla Ei b)fogen thers
be asieistediwith massive el 'w@ffplasm ige
lycendes ledding' to- pancreatitis! heMzEmp
ns r]l patmnts w1th fanmhal def’ects ‘of ]ipopratem
18 : 1,

ight be.cx

sfiactory such \as\msthmm"eﬁxlepsy,
card:ac or renal dysfu ctmn, require diire-
fu‘ gbserv’&h

fs‘ Iwer functmn‘ Estroge' ;
“olzéd h r

g ?y*%‘s‘ts“Estrogen‘@dnumﬁﬁ tio
ally 'be g’u;déd by chmcal response at. the
?x*athemb an; ‘I it for

ffmyeﬁt%n sand:
SAGEAND MINISTRA’I‘ION
st Interactions. - ! ‘
: d¥piothiombin time, partial thrombopla
tlme and platelet aggregation time; increased pi
count; increased factors II, VII‘antigen," VIE aﬂﬂ;
o VHI coagulant activity, IX; X} XIT, VIL-X vontplég THAL
V=X éomplex; and beta-thiomboglobulin; decreiysd
~Jevéls of ariti-faietorXa and antithrombin M, dééneasaa
antxthrombm huid actmty nereased levels of: AR
and*fibri 36 j
vand aetivity: ; :
. Increased thyroid- bmdmg globulm (TBG) leadmg oL
creasedroirculating total thyroidthormons} as mugstired
.+ by protein-bound iodine (PBI), T4 levels {by.column)-or
- hy radwlmmuﬁbassay) or I3 levels; by radicimmunoads-
-+ 8dy.'T3 resin uptake is. decreased; réflecting. t]
vated TBG. Free T4 and free T3-concentsationd ai -
raltered. .. S :

[

8 tloh

[

3. Other bifidihigrproteing sy beclevated iiigeramiues
5 conticosteroid binding globulin (EBG), sex-hormiotie-
binding globulin (SHBG)yleading to: mcraasedyelreu]ab-
ing corticosteroid and sex steroids respectivelyrBEree:
biclogically active hormone concentratlons
changed, .Other plasma, proteins
gictensinogen/renin ,substrate,
ruloplasmin).

. Increased plagma HDL and HDL 2 subﬁ'actxonvcoh n-
trations, reduced LDL cholesterol concentratio
creased ttnglycerldes levels. )

LB Impau‘ed glucose.. tolerance, . -

e 46 Reduced respense to mety'rapene test.

7. Reduced serum folate concentration:

E. Ca.rcmogeneszs, Mutagenesis, and Impamnent 0,

ity..Long, term .continuous admmmtxatlon of natura and

synthetlc estrogens in certain ammhl specles ;ncreas

frequency of carginomas .of;: the breas(; uterus, c

gina, testis, and. liver, See “C CA

“WARNINGS” secél s,

F. Pregnancy Category X, Estrogéns should not \be g

ing pregnancy. S “CONTRAINDICATIO

BOXED WARNINGS, o

; ¢, the aditiiniétra-

to nursmg mot TS sh uld be done I;Y
rugs are eicre’tecf in

.

o

e

" ADVERSE REACTIONS

The following additienal adverse.reactions.have been re-
ported: with estrogen therapy (see WARNINGS regarding
induction of neoplasia, adverse effects on'the:fetus, in-
creased incidence of gallbladder:disease, cardiovaseulardis-
ease, elevated blood, pressure, and hypercalcemm)
1. @enitourinary system.. ..
Changes in vaginal bleeding: pattem and abuormal with-
Adrawalfbleedlng orflow; breakbhmughbleedlng,x spottmg
~Inérease in:size of uterine Iemmyomata. :
Vaginal candidiasis: ... .. . P
.Change in amount ofwcervxeal secretmn Wt :
2 Breast! . . [
Tenderness, enlavgement
'Gastrointestinal.
Nausea, vomitingy
Abdominal cr amps, bloating.

Cholestatic Jaundlce R
Increased incidence of gallbladder dlsease. Y
4. Skin.
Chloasma or melasma that may.persist:-when-drug is.dis-
continued. )
Erythema multiforme.
Erythema nodosum.
Hemorrhagic eruption. O Do
Loss of scalp hair. AT I
Hirsutism. e
Eyes. o
Steepemng of corneal curvature
Intolerance, to contact lenses.
Central Nervous System
‘Headache i 3

w

o,

2

=3

“Chizmges in libido...

OVERDOSAGE. | . o
Seriousill effects hwe not beena:eported f'ollowmg acute in-

| “gestion of large doses of estrogen-containing oral confragep-

tives by young chlldren Overdosage of estrogen may cause

1 hausea and vomiting, and withdrawal bleedmg may ogcur

in females.



DOSAGEAND. ADMINISTRATION:

1. For treatment of moderateito severe: vasdmmer symp-
‘tors, vulval and vaginal atrophy agsovigted. w‘fth the
menopauss; the lowest dose anid regimen thatwilkéontrol
symptoms should be chosen and medwamon shduld be
discontinued as:promptly as possible. -

Attempts to discentinue or taper: medacatmn shou)d' ‘be
fitade at 3-miosth to 6-month'intervals. .

Usnsl dosage rhngesiv

Vasomotor ‘symptoms-~One GGEN- 625 (0 76 mg-es-
“tropipate) tablet to.two. OGEN 2:5 (3 mg estropipafe) tab-
lets per day. Thelowest dose-that will.contrdl symptoms
should-be ¢hoseny Hithe pdtient has not menstruated
within thelast twormonths or more, cyelic administration

. Ifithe patient is/menstruating, cy-

Asstartedon'day 5ot bleeding.
Vulval and*vaginal atrophy-~One OGEN:.62510.75 mg
“éstropipate) tablet to two OGEN-2.5:(3 mg-dstropipate)
tablets daily, depending upon the tisstie resporse of the
individual. patient. The lowest.dose that will. -control
symptoms should be chosen. Administeféyclicatly. =

2, Portreatment of female hiypoustrogenism due to hypoge-
nadismi-castration; or pnmmy 0vanan failure;

Usual ddsagé ranges: -

‘Female: hypogonadism--A daily. dose of‘one @GEN 1.25
(1.5 mig estropipaté) blet to three' OGEN 2.5 (8 mg es-
tropipate) tabletsmiay be given. for the:first three-weéks
of a theoretical cydle; followed by & rest period of:eight to
ten days.. The'lowest dose’that- will ‘coritrol.symptoms
should be chosen. If bleeding does not occar by the ¢nid of
this period; the:same dosage sehedule is repeited. The
‘number of courses of estrogen therapy necessary to pro-
- -duceé bleeding may vary depending-on:the responsiveness
‘of the endefetrium, If satisfrctory. withdrawal bleedmg
does net.oceury an oral progestogen may be.given'in addi-
tion to éstrogen: duting thethird week: of the eydle:.
‘Female castration-or primary-ovarian failure-~A: daily
dose of .one  OGEN"1.26 (1.5 mg éstropipate) tablet. to
three OGEN 2.5 (3 mg estropipate) tablets may be given
‘for the first:three weeks of e thedretical cyele;, followed by
aest periodiof eight to ten days. Ad)ust dosage upward
“or-downward: acco“rdmg to ‘severity of symptoms and re
sponse ofrtherpatient,iFor maintenance,adjust-dosage-to
‘lowest levelthat will provide-effective contral,

Treated patiedts with-an:intact -uterus:should be moni-
‘tored- c}osely forisigns of endometrial cancer and ‘appro-
prigtediaghostie measureés. should: be taken 'to Tule out
‘malignan thie Gvent of!" pers;stent or recumng abnor-
mal vaginal bleeding. . -

8. For prevention of osteoporosis:A daily dose of OGEN 625
(0.75 mg estropipate) tablec fox 25 ds\ys1 of a"31-day cycle
pei ‘month.

HOW SUPPLIED '

OGEN (estropipate tablets,. ,USP)as supphed as OGEN..625
(0.76 mg estrnepipate;, caleulated.as sedium estrone sulfate
0.625 mg); :yellow, scored: tablets, imprinted. U 3772, NDC
0009-3772-01; QGEN, 1.25.{1.5.mg estropipate; calculated as
sodium estrone sulfate 1.25- ‘mg); peach-colored, seored tab;
lets, imprinted U 3773;,NDC, 000943773 01;and OGEN.2.5
(3 mg estropipate; calculated as sodium estrone sulfate 2.5
mg), blue, scored tablets, imprinted. U 3774, NDC. 0009-
3774-01. Tablets of a}l three dosage levels. are standardized
to provide uniform estrone rac(nvﬂ:y and-are scored to provide
dosage flexibility. All tablet,sizes of, OGEN .are available in
hottsles of 100.

Mmmdeﬂ&smragmr Store beltw: 77@%25“0}
Rx only

PATIENT INFORMATION

WHAT YOU SHOULD KNOW L
ABOQUT ESTROGENS C
Ogen®

brand of estropipate tablets, USP
INTRODUCTIGN
This leaflet describes when an‘d
the risks and benefits of estrog “
Estrogens have important Bénéfits but aisf
must decide, with your doctor, whethél "thE
estrogen use are.acceptablé because of their.
use estrogens, check with dogtor 1;0 bé ¢

use them longey than necessary, Ho
estrogens will depend on the reas

Tfyoii usé By
o vxsit“ﬁmuﬁr do&or Fegil
vaginal bleeding right aw:
menopause may bed Warnitig |

-Your docbor-should evaluate.any: unuaum’vagmal’!blegdr, -
.ingite-dind:out.the cause, )

-ESTROGENS. SHOULD
| PREGNANGY,:

smau,rhu,&clearlydarges hhkwﬂx 5
- .mothers didmpt take estrogens
. hinth defects may. affeet;the baby's (i)
.8ex: qrg\anserAughte:s born tp mothe s

[~higher ibhz{mfusual chancer of {
)y tés{sxc]esnwhexwhey become beenagers

USES ] ESTROGEN anf
(Net:every estrogén.drug:
this section..Ifiyou war
uses are approved for the medicing: preseribed.for
your doctor oripharmagist-to showsynuthe pr fessionalila-
beling. You ¢ait#lso:look: up°the mpecxﬁv»estpogen produm in
aibool. calle “Physicians’ Désk Reference” ch i
availgble.incmany book stores atid: public Jibraries,/Generic
drngs;carryvirtually:the same flabe}mg mfarmatlon i
‘brimd name v@rswns ) . U
~+{TTolrad vnr

’ Estrogens: are-hormenes ma,de bynthe #ovamés of nopmal

womer. Between ages 45, and 55,.the ovariesmormally:stop
rpakingestrogens: Thisdeads to a drap imbedyestrogen: lev-
g which-capses the “change: of life’ or mefgp +(therend
of monthly» menstruaiupénods)., vabmthvovanes are removed

during, an:operation hefore-naturalix takesrplace,
the: sudden dropﬂn estrogan Tevels emsés sm;gxcal meno-
ps.use * 1

Wihen-the. iesbrogen levelszbegm dmppmg, some women de-
velop, very,uscomfortable. symptoms, such-as. feelings of
warmth inthe-face; neck, and chest, or sudden intense epi-
sodeg.oftheat and:sweating (*hot flashes’-ox:fhot flushes”).
Using estrogen-drugs can-help. the-body-agdjust. to lowenes-
trogenlévelg.and reduce these: s»ympmms. Most, womenhiave
only;mild menopausal gymptoms: or-none:at &1l and-do.not
need touse estrogem drugsifor. these symploms: Other&‘may
needito.take estrogens:fora, few menthsiwhile thei
adjust to lower estrogen levels. The,majoritysof
not nead ostrogeny nepl‘ac“emenﬁ ifor. long an 8ix, m-mths
forthese symptoms; - .2
+ To treat vulval and Vag[nal atrophy (xtchmg, bummg,
dryness in or around the vagina, d]ﬁinulty P burmng on un—
nation) ass :ated with menopduse.

Ostéoporosis is 'thmnmg of the b

Weaker and allows thein td break: eh’s

thespitie, wiists‘and hips break most vften i p

Both men and women start to lose bone mad after aboit

age 40, but women lose bone mass faster after the meno-

phusey Usingsustbopensiafter the menopause slows down
b ) s




uas bhese ,festyle 'changes th;hvyour d@ctor to- ﬁnd sout if
they-ate:gafe.foryyou.. .
Singe 'estrogeén use-has:some:, risksy ooy
likely to' eoporosis should use; 3
vention. Women:w! are likely to develop: asteopom
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Versions.

HOW SUPPLIED ‘
OGEN (estropipate tablets, USP) is supphed as: GGEN 625
(0756 mg estropipate),.géllow tablets;, OGEN. 1,25 (1.5 mg
estropipate), peach-colored tablets; OGEN 2:5 (3 mg estropx-
pate), blue tablets. . ... .
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