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routes 26¢ Aot subsect to first-pass metabolism, but also underga signiticant hepatic
uptake. metaboksm. and enterohepatic recychng

INDICATIONS AND USAGE: Estradiol Tebiets. USP are indicated i the

1. T of to severe with the
There 13 no adequate evidence that mmm: are effective for nervous

WARNINES
ESTROGENS WAVE BEEN REPORTED T8 IICREASE THE RISK OF ENOOMETRIAL CAR-
CINONA 1N POSTMENOPAUSAL WOMEN: Close chimical surverliance of ali women
taking is measures. including

symptoms or depression which might occur during menapause and they should not
be used ta treat these conditions

Adequate
al samplmg when indicated. should be undertahen to ruie out mahignancy in alt
cases of yndiagnosed peruistent or recurnng abnormal vaginal biseding. There is
0 pwdence that “natral” estrogens are more oF Jess hazardous than “synthetic”
estrogens at equastrogenic doses
ESTROGENS SHOULD NOT BE USED DURING PREGRANCY: There 1s no :ndication for
eslmun therapy dunn[ pregnancy or dunng the immediate postpartum perod.
gens are for the o of of habutual

abortion Estrogens are not for the of postparium breast
engorgement

Estrogen therapy dunng pregnancy 1$ sssaciated with an increased nsk of con-
genital defects in the reproductive organs of the fetus. and possibly other birth
defects. Studes of women who recerved {DES) dunng
have shown that temaie offspnng have an increzsed nsk of vagina) adenesis, squa-
mous cell dysplasia of the utenne cerva. and clear celt vagingl cancer later in ite.
male offspnng have an increased nsk of urogensta) abnormaliies and possibly tes-
ticutar cances later in ide The 1985 DES Task Force concluded that use of DES dur-
ng L3 with 2 ncreaved nsk of breas! cancer i
the mothers, afthough a causal reiationship remains unproven and the observed
fevel of excess nsk is similar to that for 2 rumber of other breast cancer nsk factors

DESCRIPTION: Each tablet for oral admenistration. cantans 0 5. | or 2 mg of
micronized estratiot Estradiol (17R-estradiot} 13 2 white. trystathne sohd. chemicalty
described as estra-1 3.5(10)-tnene-3,17B-diot Estradiolis structural formula, molec-
ular formula, and molecular weight are as follows:

=
Ot
O
CyM20;
MW 272 3%
In addrtion. each tabdet contains the followng mactive ingredwents. anhydrous lac-
tose. collordal silcon dioxide. stearate. ystatline cel-

(utose. sodwm (sury sulfate. The 1 my tabiet also contains FD&C Red #40 1ake and the
2 mg tablet aisa contains FD&C Bive #] {ake

CLINICAL PHARMACIRORY: Estrogen drug products act by regulating the mnscnmm
of a imited number of genss E£strogens diffuse through cedl

2. Treatment of vulvat and vaginal atrophy
i 3 T of ypoestrog: due to hy stration o pnmary ovanan
faiture.
4. Treatment of breast cancer (for palhation only) In 2pPrOPnatety seiected women
ang men with metastatc disease
5. o androg: carcinoma of the prostate (for pailia-
tion ondy)

§. Prevention of osteoporas:s

Since estrogen admmnsstration rs a3socisted with nsk selction of patients shovid
@eally be basad an prospectree dentification of nsh tactors for developiag osteoporo3s
Unfortunately. therz 1s N certain way to identily those wormen who wilt develop 0ste0- .
porotic fractures. Most prospective studres of efticacy for thIS Mication have been car-
nied out m whete women. without by other nsk factors. 00 ©
tend to Show 2 uneversally salutary effect on bone Thus. patient selection must be indi-
viduaized based on the baiance of nsks and benefits A More favorable nisk/benetit
13t asts in 2 hysterectomized woman because she has N0 Nsk of endometrial cancer
(se2 BOXED WARNINGS).

Estrogen replacement therapy reduces bone resorption 3nd retards or halts Wst- Y

menopausal bone loss. Case-control studies have shown an apprcumately 60 percent
reductson 0 hip and wiist fractures it women whose estrogen repiacement was begun
within 3 few years of menopause Studies aiso suggest that estrogen reduces the rate of
verteral fractures. Even when started as iate as b years atter menopause. estrogen
prevents further loss of bone mass for as long as the treatment 1s continued The
resuits of 3 two-year. randomezed. placebo-controlled doudie-bhng, dose-ranging study
have shown that treatment wiih 0 5 mg estradhol daily Jor 23 days jof a 28 day cycle)
prevenis vertebral bone Mass ioss in postmenopausal women When estrogen therapy 1S
discontinued. bone mass dechines at a rate comparatle 1o the immediate post-
menapausal persod. There 1s na evidence that estragen replacement thecapy restores
bone mass to premenopausal ievels

At sheletal maturtty there are sex and race ditferences 1 doth the tota) amount of
bone present and its density. in favor of men and biacks Thus. women are at higher NSk
than men because they starl with less hone mass and. for several years followng nat-
ur3l of nduced menopause, the rate of bone mass dechine 1s accelerated White and™
Asian women are at higher nsk than Back women g

Earty menopause 15 one of the strongest predictacs for the development of nstmn—
s1s In addrtion. other factors affecting the skeieton which are associated with osteo- -

porosss Include genetic factors (small build family Mstory). and endocrine tactors (nul- =

iipanty. thyrotouicosis. hyperparathyrovdism, Cushing s syndrame, hyperprolactinemia =

Type | diabetes). hiestyle {cigarette smoking, aicohol abuse. sedentary exercise habns)
and nutriton (beiow average body wesght. dietary caicium intake)

themsetves throughout the cell. and bind to and actrvate the nuclear estrogen receptor.
a DNA-binding proten which 1s found 1n astrogen-responsive tissves. The activated
estrogen recaptor binds to specific DNA ssquences, or hormone-response elements,
which enhance the transcnphion of adjacent genes and i turn lead 1o the observed
eHects. Estrogen receptors have been identihed i hissues of the reproductive tract.
breast, prtuntary, hypothalamus, tver. and bone of women

Estrogens are important 1n the deveiopment and maintenance of the temale repro-
ductive system and secondary sex charactenstics By a direct action, they cause growth
and development of the uterus, fallopian tubes. and vagina With other hormones, such
as piturtary hormones and progesterone. they cause enlargement of the breasts through
promotion of ductat growth. stromal development, um! the accretion of fat. Estrogens
are intncately nvolved with other n the
of the ovulatory menstrual cycle and pregnancy. and affect the release of piturtary
gonadotropins They aiso contnbute to the shaping of the shelaton, maintenanca of tone
and elasticrty of urogenital structures, changes in the epiphyses of the long bones that
allaw for the puberta) growth spurt and s termination. and ggmentation of the mipples
and genitals

Estrogens occur naturaily in several forms The poamary source of estrogen i nor-
mally cycling adult women is the ovanen follchke, wiich secretes 70 to 500 mecrograms
of estradiol daily, depending on the phase of the menstrual cycie This is converted po-
mantly to estrone, which circuiates in roughly squal proportion to estradiot. and to small
amounts of estnol After menopause most endogencus strogen 13 produced by tomver-
son of androstenedione. secreted by the adrenal cortex. to estrone by penipheral tissues.
Thus, estrone — especially i its sulfate ester form — ts the most abundant circulating

mgen " anmuul women Although circutating estrogens exist n 3 dynamic
estradiod is the pancipal itracettular human
eStrogen and 13 Substantially more potent than estrone o estriol ai the recepior

Estrogens used in iherapy are well absorbed through the shin mucous membranes,
and gastrovatestinal tract Wiven appiwd for 2 local action, absorption s usually sufti-
crent to cause Systemx effects When conjugated with aryl and aikyl groups for par-
enteral . the rate of of oty 15 slowed with a pro-
fonged.duestion of action. such that a single intramuscular injection of estradiol valer-

~ ate or estradiol cypeonate 1S absorbed over several weeks

Administered estrogens and their esters are handied within the body essentially the
same as the hocmones of estrogens occurs primaniy
1n the tver (first pass effect), but aiso a1 local target hissue sites. Complex metabol
processes resull 1n a dynamx of and
estrogenic forms which are continuaily interconverted. especiaily between estrone and
estradiol and between estenfied and unesterried forms Although naturally-occurring
estrogens circulate i the blood largety bound to sex hormone-binding globulin and
aibumin, only unbound estrogens enter target nissue cails A signicant proportion of
the circulating estrogen exists as sulfate contugates, especially estrone suliate, which
serves a3 a circulsting reservoir for the formation of more actrve estrogenic species A
certamn proportion of the estragen is excreted into the bile and then reabsorbed from the
wntestine During this enterohepatic recirculation, esirogens are desulfated and resul-
fated and undergo degradation through conversion o less active estrogens [estnol and
other estrogens), ondatian to gens. which
interact with tn the central nervous system). and
conjugation with glucuronic acids (which are then rapidly excreted in the urine)

When gven orally. naturally-occurring estrogens and their esters are extensively
metabolized (tirst pass effect) and circulate pnmanly as estrone suifate, with smailer
amounts of ather and species This results 1 hanit-
ed oral potency By contrast. synthetic estrogens. such as ethinyl estradiol and the non-
sterudal esirogens, are degraded very slowly in the liver and other tissues. which
results in thesr hwgh intonsic potency Esirogen drug products administered by non-orai

The o and of are estrogen an ade-
quate histime calcium intake. and exercise Posimenopausal women absorb dretary cal-
cium less efficiently than premenopausa) women and require an average of | 500 mg/day
of elemental calcium 10 remam in neutral calcium balance By companson. premen-
opausal women require about 1000 mg/day and the average Caicium intake (n the USA is

400 to 50O mg/day. Therefore, when not caicium may
be heipful

Weight-beaning exercise and nutrtion may be impavtant adjuncts to the prevention
and of and bed rest produce rapd

bone loss. while weight-beaning exercise has been shown both to reduce bone loss and
to ncrease bone mass. The optimal type and amount af physical actraty that would
prevent 0stecporosis have not been established, however in two studies an hour of
waiking and running exercise twice or three times weekly significantly increased lumbar
spine bone mass
CONTRAINDICATIONS: £strogens should not be used in individuals with any of the foi-
Jowing condrtions.
1. Known or suspected pregnancy (see BOXED WARNINGS) Estrogens may cause fetal
hatm when administered to a pregnant woman
2. Undragnosed abnormal genital bleeding
3. Known or suspected cancer of the breast ecept in appropriately selected patients
being treated for metastatic disease
4. Known o estrogen.
S. Active thrombophiedstis or thramboembohic disorders
WARNINGS: o Lancer: The reported
endometnat cancer nsk among unoppased estrogen users 1S about 2 to 12 foid greater
than in non-users, and appears dependent on duration of treatment and on estrogen
dose Most studses show no Increased nisk with use of 2
for less than one year The greatest nsk appears associated with prolonged use - with
ncreased rshs of 15 1o 24 fold for five o ten years or more In three studies. persistence
of nsk was demonstrated for B 10 over 15 years atter cessation ot estrogen treatment In
one study 3 sigmificant decrease i the incidence of endometnal cancer occurred St
months after estrogen withdrawsl Concurrent progestin therapy may offset this risk but
the overail hesith impact 1n postmenopausal women (s nat known {see PRECAUTIONS)
Sraast Cancer: Wiule the maprty of studwes have not shown an increased nsk of breast
cancer 1 women who have ever used estrogen replacement therapy. some have reported
2 moderatedy mcreased nisk (relative nsks of 13 to 2) in those talung higher doses of
those tadung lower doses for projonged penods of time. especially in excess of 10 years
Other studses have not shown this cetationship
Congonital Lasions with Maiiguaat Patemtis Estrogen therapy dunng pregnancy s
associated wrth an increased rish of fetal congenrtal reproducteve tract disorders, and
passibly other turth detects. Studwes of women wha recerved DES duning pregnancy have
shown that female offspong have an increased nsh of vaginal adenos:s Squamous cell
dysplasia of the utenne cervix. and clear cel) vaginal cancer later in tife- male offspnng
have an increased nsk of uregenral abnormalities and possidly testicular cancer (ater
1n Irfe. Although some of these chamges are besign, others are precursors of malignancy
Sattbisdder Dissase: Fwo studies have reported a 2 to 4 fold increase 1n the nsk ot gail-
bladder disease requaning Surgery 1 wormen recenving postmenopausal estragens
Carglevascular Dissass: Large doses of estrogen (5 mg conjugated estrogens per day).
comparable to those used to traat cancer of the prostate and breast, have been shown
1n 3 large prospective chmcal tral i men ta increase the nisks of nontatal myocardial
wfarction. y embol and These nsks cannot necessanily
be extrapolated from men 10 women. However, to avord the ihearetical cardiovascular
N3k to women caused by high estrogen doses, the gose for estrogen replacement thera-
py shoukd not exceed the lowest effective dose
Elavata¢ Dised Pressure: Occasional blood pressure increases during estrogen




i treatment N and Studues of

o

. vatuns of plasma feading to

N

replacement therapy have been atinbuted to MoSYNCratec reactions  sstrogens We
atten, blood ressure has memained the same o has deogoed One tudy showed (0 ¢
oostmenopausal estrogen usars have highes blood pressure than nonusers Two othas
studres showed shghtty lower biood pressufe among estrogen users compased to
nonusers. Postmencpsusal estiogen se does nos sncrease the risk of stroke Nome-
thetess, biood pressure should be monttored at reguiat intervals with estrogen use
y of may lead to severe hypercaicemia in
satieats with breast cances and baoe melastases f s occurs. the drug shovid be
stopped snd appropnate mussures taken to raduce the serum calcum level
PRECAITIONS: Gonorak: Aueition of 2 Pragustin: Studws of the addition of a progestin
tor sevan o mors days of 2 cycle of estrogen admitistration have reported & iowered
meidence of P which would be induted by estragen
suggest that {d to
14 days of progestin are needed to provide manmal maturation of the endometeium and
to sirminate amy fyperpiastic changes There are possidle additiona) isks which may be
associated with the snclusion of progesiing »n ssirogen replacement segimens These
nchud: {1) adverse effects an Iipopvoten metabolism (lowertng HOL and caising LDL)
winch may dewvsh the passidi cardwotrotective effect of estrogen therapy (see PRE-
CAUTIONS: Drug/Lataratory Test interachions). (21 impawment of glucose taierance. and
(3 posubie eniancement of mtutic activity m breast epithefiat hissue (atthough few
etidetmlogicl data sre avauable to sddress thes pont) The chowce of progestin, its
dase, and 1ts regimen may de smportant in mmminng these adverse ettects but these
1SSues remain 10 b clantred.
Physical Examvinstion: A compiete medwcal and family history showld be taken prior to
{he itwtiation of any estrogen thesapy. The pretreatment and penodic physical examina-
tions should wciude special reference to dlood gressure. breasts, sbdemen gnd peivic
ogans. and should inciude a Papanicolaoy smear As a genesai sule estrogen should
ot e pewscbed for ionger than one yes: without reexamiming the patseat
Nyvorceaguishiity: Some studs have shown that warmen taking estrogen repiacement
thetapy hawe hypercasguiabiity, pnmanly selated to decreased anhthrombin actevity
This effact appears dose- ang duration anag s less than that
with o6zl phive use. Alsg, women tend 1o have
at baseine compared to i women
There 15 some sugpestson that tow dose postmenopausal mestranal may Increase the
usk af thrombosmbohsm, although the majonsy of studies (ot pnmanly conjugated
estrogens users) report 1o such wcraase Thasd 13 msutficient nformation on fyperco-
aguiaburty in women who have hiad previous thipmboembolic disease.
Famikel typeriipepratainomia: £ stogen therapy may be a3sociated with massive eie-
and other comphcations in

patwats with tamiliat defects of hpoprotenn metabohsm

Floid Ratewtion: Bacause #siTopens msy cause some degree of Huid relention cond)-

Tions which might be exacerbated by this factae. such as asthma. emifepsy migraine

and cardiac o renal Tequire caretut ob

Uterine Sisuding and Mastodymia: Certain patrents may develop undesiable mamtes-

1ahons of estragentc stimulation. such as abnosmat utenne bieeding and mastodynia

Impairad Livee Function: Estrogens may de poorty n patients with wm-

baired hver function and should be administeced with caution

Intormeation for the Pationt: See tend of Pahient Leatiet beiow

Lavaratery Tests: Extrogen admunisteation should generally be guided by chmical

response gt the smallest dose, rather than 4. foc retret of

for those indications 1n wivich symptoms are observable for grevention of osteoporosis

hawever, see DUSAGE AMD ADMINISTRATION.

Drug/Laberacery Test inberactions:

t time, pastial time. 20d plaieset aggregatuaa
ime: increased plateiet count: incraasad factors 11, VIl antigen Y antigea VI
coaguiant actrvity, X, K. Xit. Vi(-X complex. H-¥it-X compies. and beta-thrombogiod-

whn, decreased levels of anti-tactor Xa and antnly " d
W actoety, fevels of {i gen ang f actvaty plas-
mwagen antigen and sctivity.

~

Increased thyrod-tinding globubin (TBG} ieading to increased circulating total thy-
oud hormone. a3 measured by teetesn-tound rodine (PBS) T4 levels (by column or ty

d of T3 bevets, by cadwi 13 resin uptake 1 decreased.
rafiecting the etevated TBG. Free T4 and tree T3 concentcations are unattered
Other tending proteins may be elevated n serum. 1 ¢ . corficostesowt binding globuiin
(CBAG), san harmons-Dinding giobuin (SHBG). leading ta ncreased circulating cort-
costereds and sex stemids, reapecteeely Feae or Diologically active hormaoe concen-
Trations are unchenged Other ptasma profens may be creased (angiotensmo-
genirenen Substrate, alpha- 1-antitrypuin, cenvlopasmin)
4. Increased pigama HOL and HOL-2 subliraction concentsstions. reduced LA choles-

tecal concentradion, increased trigiendes ievels.
5. impawed giucosa tolerance
. Reduced response ta metyapone test
1. Reduced serum folate concentration
Carcinegenatis, Mutagenesis, and impaicment of Fortitiy: Lang term continuous
munsiration of natural ang synthet estrogens in ceniain animal species inzyeases
the {roquency of cartinomas of he breast, uterus cervs. vaging, testis. and hver Sex
CONTRAINDICATIONS and WARNINGS
Preagmaacy; Twrstaganic £itect Proguascy Latagery 1: £5irogens should not e used
dunag pregnancy See CONTRAINNCATIONS and BOXED WARNINGS
fursing Methers: As » genesat praceple, the admimstration of any drug to nursing
mothers should be done only when cleacy necessary since many drugs are excreled in
human mok, dn addmion, estrogen admuustration 10 fursing mathees has been shown to
dectease the quantity and quslity of the mek.
Padiatric ¥ae: Satety and etfectveness in pediatng patients have not been estab-
hshed, Large and repeated doses of estrogen over an extended penad of time have been
shown ta acceierate epiphyses! closure, cesulting i short adult statuce if treatment ss
Witiated before the completion of plyswlogic puberty in normally developing children
in patents i whom bone growth is act comphete. perdic mondonng of bone matura-
tion and effects on epiphyseal centars s recommended
Estrogen treatment of prepubenta) childten also induces premature breast deveiop-

ment and vaginal cortication, and may potentiatly iduce vagial biesding in gits fa
boys, estrogen treatment may modily the normai pubertal peacess Al other physiokogl-
Cal and adverse reactnt shown to be assbcisted with estragen treaiment of aduits
oyl potentrally oocur it the pedvatic totluding disocders
and growth smatstion of certan tumirs Therelore, estrogens should only be adminss-
tered to pedtnd patreats when clearly indicsted and the lowest eftective dose shauid
ahways be vtiaed.
AQVERSE REACTIONS: The follomiag addhionai adverse reactions have been reposted
with estrogen therapy (see WRRININGS regarding iodicton of neogiasia. adverse effects
on the fetus. ncrensed incidence af galibladdes disense. cardiovascuiar disease ele-
vatrd blood pressure. and hypercaicenvia)

b gt



Genitoyrinary Systom:

Changes in vagmal dieeding pattern 3nd abnormal withdrawal bleeding of How. bresk-

through bieeding. spatting

Increase in size of uterme lesomomata

Vagina! candidiasis. J 5

Change w amount of cervical secretion. , *

Sremsty:

Tenderness. eniacgement

Gosirvintestingl

Nausea. vometing.

Abdominal cramps. bloatiag

Cholestatic jaundice.

Increased incsdence ot galibladder disease

Skie:

Chioasma or melasma which may persist when drug is discontinued.

Erythems muttrforme

Erythema nodosum

Hemorrhagic eruption

Loss of scalp hawr

Hirsutism

Eyes:

Steepening of corneal curvature

Intolerance to contact lenses

Centrat Nerveus System:

Headache, mgrane, dizziness

Mental depression

Chorea

Miscolanooys:

Increase of decrease in weight

Reduced carbohydrate tolerance

Aggravation of porphyna

Edema

Changes 1n hibido

OVERDBSAGE: Senvus il effects have nit been reported following acute ingeston of

large doses of 2stroge g o3l by young children Qverdosage

of estrogen may cause nausea and vomiting, and withdrawal bieeding may occur in
females

DOSAGE AND ADMINISTRATION:

1. For of o severe vuival and vaginal
atrophy assecisted with the menessuse, the jewest Sese ad regimen that wil
comtrel Symptoms sheuld be Chesan and medication Yheuld be discontaued 23
promptly 33 pessehie: Attempts to discontinue of taper medication should be made
al 3-month 1o 6-month intervais
The ysual imbia) dosage range 1s | 1o 2 mg danly of estradiot adjusted as necessary
to controi presenting symptoms. The mimmal efHective dose for maintenance thera-
py should be determined by hitration Administration should be cychc (e g, 3 weeks
on 3ad | week off)

2 For of female g [ %] o
primacy evarias faskere: Treatment is usually imitiated with 3 dose of | to 2 mg davly
of estradwl adjusted as ta contral p . the munmal
eftectrve dose for maintenance therapy should be determined by triration

. For treatment of breast cancer, for gaiation enly. in y selocted
women and men with metastatic disaase: Suggested dosage is 10 mg three times
dany tor 3 penod ot at leas} three months

4. For of g ol the prastate, far

paiiiation snly: Suggested dasage is | to 2 mg three himes daily The etfectveness

of therapy can be judged by as welt as by
improvement of the patient

For praventien of osteoperests: Therapy with Estradiol Tablets. USP to prevent

posimenopausat bone ioss should be inihiated s soon a3 possibie after menopause

A daly dosage of 0 5 mg should be administered cychicatly (1 e, 23 days on and 5

days off) The dosage may be adjusted if necessary to control concurrent meno-

ausal symptoms Drscontmuation of estrogen replacement therapy may re-estab-

Jish the nalural rate of bone loss

HOW SUPPLIED: Estradiol Tadlets, USP ace avaitable contawing 05 mg, | mg and

2 mg of estradiol
The 0 5 mg tablets are white lo off-white round. scored flat-faced. beveied edge

tablets debassed with E to the left of the score and 3 to the nght of the score on ane

side of the tablet and M on the other side They are available as follows
NDC 0378-1452-01
botties of 100 tadlets
NDC 0373-1452-05
bottles of 500 tablets

The | mg tabiets are pink, round, scored, Hlat-faced. beveled edge ladiets de-
bossed with £ 10 the left of the scors and 4 to the sght ot theacors on one 3ide of the
tablet and M on the other side They are availabie as fotiows: ’

NOC 0378-1454-01
botties of 100 iablets

HOC 0378-1454-05 .
botties of 500 tablets :

The 2 mg tablels are pale bive. round. scored, fiat-faced, beveied.adge tafets de-
bossed with E to the left of the score and § to the nght of the score-on one side of the
tablet and M on the other side They are avaitable as fotiows.

NOC 0378-1458-01
botties of 100 tablets
NDC 0378-1458-0%
battles of S00 tablets

STORE AT ROOM TEMPERATURE 15° T0 30°C (59° TO 86° F).

Dispense 10 3 hight. hight-resistant containes a5 defined in the USP using a child-
resistant closure
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ytan Pharmacenticals tnt
Morgamown. WY 26505
REVISED FEBRUARY 1999
M ESTRTRL

INFORMATION FOR THE PATIENT
ESTRABIOL TABLETS, USP
S5mg imgand 2 mg
INTRBOVCTION: This leatiet describes when 30d how to use estrogens, &nd the risks
and beneitts of estrogen traatment
Estrogens have important benefdts but aisa some nsks. You Must decide. with your
doctor, whether the n3ks to you of estrogen use are acceptabie because of thew bene-
fits. 1f you use estrogens, check with your doctor 10 de Sre you are usng the lowest
Passidle dase that works, and thal you don't use them longer than necessary. How long
you nieed to use estrogens will depend on the reason for use

WARIINES

ESTROSENS INCREASE THE RISK OF CANCER OF THE NTERES 1N WOMEN WHQ
TUNE AD THEIR MENOPAUSE (“CHANGE OF LIFE™): 1 you use any wstrogen-con-
tameng drug. 1t 8 important to vistt your doctor regulavly and report any unusual
vagmsl blesding nght away. Vaginal bleading after menopause may be a warming
sign of wtenne cancer Your doctor should evaluate any unusual vaginal bleeding
to find out the cause

ESTROGENS SNONLD NGT BE USED DURING PREGIANCY: Estrogens da not prevent
miscarnage (spontaneous abortion) and are not needed in the days followng
chdbwth 1 you take estrogens gunng pregnancy, your unborn child has a greater
than usual chance of hawing birth defects The sk of developing these defects is
smali, but clearly larger than the nsk (n chidren whase mothers dad not take estro-
gens dunng pregnancy These birth detects may affect the baby's unnary system
and sex organs. Daughters born to mothers who took DES (an estrogen drug) have
2 tugher than usual chance of developing cancer of the vaging or cervix when they
become teenagers or young adufts. Sons may have 2 hgher than usual chance ot
developing cancer of the testicles when they become tesnagers or young adults.

USES OF ESTROGEM: (Not every astrogen drug is approved for svery use listed in this
saction. If you want to know which of these possible uses s approved for the medxine
prescnbed for you. ask your doctor or t0 show you the Iabeling.
You can 8lso look up the specific estragen product in a book calied the “Physicians’
Desk Reference”. which 1S avaitable 1n many book stores and pubiic libranes. Generc
drugs carry virtually the same |abeiing mformaton as their brand name versions }

* To reduce Moderate o S5Vere Mmenepautal symplowms. Esirogens are hormones
made by the ovanes of normal women Between ages 45 and 55. the ovanes nor-
mally stop makung estrogens This ieads to a drop mn body estrogen levels which
causes the “thange of Ie™ o menopause {the end of monthly menstrual penods). if
both ovanes are removed during an operation before nalural menopause takes
place. the sudden drop in estrogen levels causes "suigecal menopause”

When the estrogen levels begin dropping, some women develop very uncomfort-
able symptoms. such as teshings of wacmth in the face, nech. and chest, or sudden
(ntense episodes of heat and sweating ("hot fashes™ or “hot tushes™). Uning estr-
gen drugs can help the body adjust to lower estrogen leveis and reduce thess symp-
toms Most women have only mild menopausal symptoms o noné at ail and do not
need t0 use estrogen drugs for these symptoms. Others may need to lake estrogens
for a tew months while thesr bodies adjust to lowsr estrogen levels The majonity of
women do Nt need estrogen replacement fof ionges than s months for these symp-
toms
To troat vuival and vaginal strophy (itching. burning, dryness (n of around the vag:-
na. difficuity or burning on with
To traat cartais conditions in which 1 yeung wemsa's svaries 8¢ net preduce
ontugh etiropen asturally.

mcrease the nsk of developing biood clots (see DAMGERS OF ESTROGENS!

H you ace breasitesding, you shouid avord using any drugs because many drugs
pass through to the baby ir the mil While nursing a baty. you should take drugs
only on the adwice af your health care proviger

DANGERS 3F ESTROGENS:

« Camcor of the Wherus. Your nsk of developing cancer of the uterus gels higher the
Jonger you use estrogens and the larger doses you use One study showed that after
women Stop taking estrogens, this higher cancet nsk quickly returns to the usuat
level of nsh (a3 1f you had mever ysed estrogen therapy) Three other studies
showed that the cancer nsk stayed hgh for 8 to more than 1S years after stooping
estrogen treatment Because of this nsk. [T 1S NIPORTANT YO TAKE THE LOWEST
DOSE THAT WORKS AND TO TAKE IT BALY AS LOWG AS YOU NEED (T.

Using progestin therapy together with estrogen therapy may reduce the higher
nsk of utenne cancer retated to estrogen use (see OTHER tNFORMATION)

M you have had your uterus removed (total hysterectomy), there is no danger of
developing cancer of the uterus

* Cancer of the Breast. Most studres have not shawn a higher nsh of breast cancer
n women uhg have ever used estrogens However, some studies have reported that
Beeast cancer developed more often (up ta twice the usual rate] 1t women who ysed
estrogens for long peniods of time (especially more than 10 years) or who used
higher doses for shorter time periods

Regular breast by & heatth prol
nateon are recommended for all women

* Galibladder Dissase. Women who use estrogens atter menopause are more Ikety to
develop galibladder disease needing surgery than women who do not use estro-
gens

« Abnermal Blood Cletting. Taking estrogens may cause changes in your blood clot-
ting system These changes aliow the biood to clot more easily possibly allowing
clots to form n your bloodstream it plood ciots do form in your bicodstream they
can cut off the biood supply to vital organs causing senous problems These prob-
iems may inciude 2 stroke (by cuthing ot biood to the brain) a heart attack by
cutting off blood ta the heart). a pulmonary embalus (by cutting off Blooad to the
lungs). or other problems Any of these conditions may cause death or Serous long
term disabiirty. However, most studies of low dose estrogen usage by women do not
show an increased nisk of these compications

SIDE EFFECTS: in addrtion 10 the risks listed above .the loliowing side etfects have

been reported with esirogen use
Nausea and vorvting
Breast tenderness or enjargement
Enlargement of berugn tumors (“Hibrods™) of the uterus
Retention of excess fluid This may make some condrtions wc-g such as asthma
epilepsy migraine. heart disease or kidney disease -

A sporty darkening of 1he son particularly on the tace -

REDUCING RISK OF ESTROGENM USE: if you use estrogens, you carreduce your fisks by

doing these things =

+ Soe ysur acter ragularly. Whiie you are using extrogens, ¥ important to wisit
your doclor at least ance a year for a chech-up it you develop vaginal bieeding
wiule taking estrogens. you may nesd further evaluation It members of your family
have had breast cancer of 1f you have ever had breast lumps ot an abamal mam-
mogram (breast x-ray). you need to have more Irequent breast examinations

« Reassess your aded fer estrogent. You and your doctor should reevaluate whethes
of nat you stilt need estrogens at jeast every six months

o e alert for signs of trowbia. If any of these warning signals (or any other unusuat

and monthly setf-exami-

Ta trest cortam types of sbmermal vaginal besding tee 1o
whon your decter kas feund ae serieus cause of the biseding.
To troat cortain cancers in $pecial situations, in men and women.
To provent thinning of benes. Osteoporosis 15 a thinning of the dones that makes
them weaker and aliows them to bresk more easily. The bones of the spine. wrists
and fips break most often 1n osteoporosis. Both men and women start to kose bone
mass after about age 40. but women lose bone mass faster after the mendpause
Using estrogens atter the menopause Skows down bone thinning and May prevent
hones from breaking. Litelong adequate caicium intake, either in the diet (such s
datry products) or by calcrum supplements (to reach a total darty intake of 1000 mit-
ligrams per day before or 1500 per day after
may hetp to prevent osteoporasts. Regular wetght-beanng exercise {iike walking and
SURMING for 8R hous, two oF three himes 3 week) Moy atso heip 1o prevent asteoporo-
sis Befors you change your calcium intake or exercise habits, it 1s important to dis-
cuss thesa rfestyle changes with your doctor to 1ind out  they are sate for you

Since estrogen use has some rnsks. onty women who are Likely to deveiop oster-
porasss shouid use estrogens for prevention Women who are likely to develop osteo-
porosss often have the tollowing charactenstics. whre or Asian race, siim. cigaveite
smokers. and a tamely tistory of osteoporosis 1n 2 mather, sister. or sunt Women
who have relatrvety sarly menopause. often because their ovanes were removed dw-
;g an operation (“swgical menopause”), are more hkely to develop osteoporasis
han women whose menopause happens at the averags age.
WHS SHOULD K0T USE ESTROGENS: Estrogens shouid not be used.
*  During prognancy (00 BBXED WARMNGS). If you think you may be pregnant. do nat
use any form of estrogen-contaning drug Using estrogens while you are pregnant
may cause your saboen Chuld ta have tirth defects Estragens do not pravent muscac-
nage
1t you kave smsusi vagingt blesding which het net boon evalusted by yeur dec-
10 (soe BOXED WARNINGS). Unusual vaginal bieeding can be 2 warning sign of
cances of the uterus, especially 1f it happens after menopause Your doctor musi
tind out the cause af the bieeding so that e or she can recommend the proper
frestment Taking estrogens wrthout wisiting your doctor Can cause you senous harm
# your vaginal bieeding 13 caused by cancer of the uterus.
1 you have had cancer. Since estrogens increase the nsk of cerfain types of cancer.
you should not use estrogens if you have ever had cancer of the breast or uterus.
uniess yout doctor recommends that the drug may help i the cancer treatment (For
certan patients with breast or prostate cancer estrogens may heip )
1 you kave 3ay circuistion preblems. Estrogen drugs should ot be used except @t
gnusually speciat stuations tn wiuch your doctor judges that you need estiagen
therapy so much that the nsks are acceptabie Men and women with abnormal blood
clotting conditions should avord estrogen use tsee DANGERS OF ESTROGENS).
* When they de aet werk. Junng mencpause same women deveion nervous symg-
foms or depression Estrogens da not relseve these symptoms You may have heard
that talung estrogens for years after menopause will keep your siin soft and supple
and keep you feehng young There 1s no ewidence for these claims and such long-
160m 2StTOREN use May have Senous fsks
After Childiirth or whan breastteeding 3 balty. £strogens should not be used to try
to stop the breasts from filing wth milk atter a baby s born Such treatment may

o happen white you are using estrogens cak your doctor rmmediatety

Atnormal bieeding from the vagina {possible utenne cancer)

Pains in the calves or chest, sudden shortness of breath or coughing biood

{passible clot in the legs, heart. oc iungs)

Severe headache or vomiting, dizziness, fantness, changes in vision or speech

weakness or numbness of an arm or leg (passibie clot i the brain of eye)

Breast fumps (possible breast cances. ask your doctor or bealth professionat to

show you how 10 examne your breasts monthly)

Yetlowing of the skin of eyes (possibke lves problem)

Pain sweiting, or tandesness i the abdomen (possibie galibladder probiem)
OTRER INFORMATION: Some doctors may Choose to prescribe 3 progestin, a difterent
hormonai drug, for you to take togetner with your estrogen treaiment Progesting lower
your risk of developing endomstnal hyperpiasia (& possibie pre-cancevous condition of
the uterus} while using Taking and together may also
pratect you from the higher nsk of ulernne cancer, But this has nat been clearly estad-
ished Combined use of progestin and estrogen treatment may have additional risks,
however. The possible nsks include unhealthy efiects on blood tats iespecrally a lower-
ing of HOL cholesterot, the “good" biood fat wiuch protects agamst heart disease nisk),
unbesithy etiects on blood Sugar (which might worsen s diabetec condition), and a
possidie furthes increase in the breast cancer risk which may be associated with long-
term estrogen use The type of progestin drug used and tls dosage scheduie may be
important @ nunimuing these effects

Your doctor has prescribed this drug tor you and you alone Do not grve the drug
to amyone eise.

If you wil be taing calcium suppiements as part of the treatment to help gre-
vent 0si80porosts, check with your doctor about how much to take

Keep this and 2l drugs out of the reach of chifdren (n case of overdose. call your
dactor, hospdal of parson control center immediately This leatiet provides 2 summary
of the most important tnformation about estrogens If you wani more information, ask
your doctor o/ pharmacist 1o Show you the protessiona) labeling The protessionat
iabeling 18 also pubiished 1n a book cailed the “Physicians’ Desk Reference” which is
avariable in book stores and public kbranes Generc drugs cacry virtually the same
fabeing information a3 ther brand name versions
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