Because all
menopausal women
are not alike...

CENESTIN® helps you treat them as individuals.

CENESTIN therapy offers distinct patient benefits...

» Consistent estrogen release'”
* Plant-derived formulation
e Effective 0.45 mg low starting dose

CENESTIN® (.45 mg, 0.625 mg, 0.9 mg, and 1.25 mg are indicated for the treatment of moderate-to-severe vasomotor symptoms associated
with menopause. CENESTIN® (.3 mg is only indicated for the treatment of vulvar and vaginal atrophy. The most frequently reported adverse
events in CENESTIN clinical trials were headache and insomnia, which occurred with similar frequency in the placebo group.

In women with intact uteri, use of estrogen without progestin may increase the risk of endometrial cancer. Women with undiagnosed abnormal
genital bleeding, known or suspected breast cancer, estrogen-dependent neoplasia, active deep vein thrombosis, thromboembolic disorders,
active or recent arterial thromboembolic disease, or who are pregnant should not use estrogen.

Estrogens should not be used for the prevention of cardiovascular disease or dementia. Due to increased risk of cardiovascular and
thromboembolic events and invasive breast cancer, estrogen with or without progestin should be prescribed at the lowest

effective dose for the shortest duration.

Please see brief summary of prescribing information on adjacent page. . Choose

For more information, visit us at Www.cenestin.com
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Cenestin®

(synthetic conjugated estrogens, A) Tablets

Endometrial

hyperptasia may be a precursor 1o endomedrial cancer. There are, however, Ioossue risks that may
be azgocizted with the use of progesting with estrogens compared 1o estrogen-alone regimens, These include &
go!snle Increasad risk of bn

Ccancer.
d pressure. In a small number of case reports, substantial i |nueeeas in blood pressure have
been attributed 1o reactions 1o In & large, lacebo controded clinical rial, &
generalized effect of estrogens on blood pressure was not seen. Blood prssaune should be monitored &t ragular

Intervals with esir us
3. Mﬂyeemvﬂn In patiants wmaénle-emnng hypammneﬂdemla estragen therapy may be assoclated

with of plasma trigly
4. and pas

Msmr)r of may be urlr i
patients with impaired Iwarluncm For patients with a hlshoryofchnlasmmjaundics ‘asgoc with past eslm
gen use nrwnh pregnancy, caution should be exerciesd and in the case of recurrence, medication should be dis-

Brief Summary (See package brochure for full preseribing informalion)
B only
ESTROGENS INCH

Revised SEPTEMBER 2004 11000422506
E THE RISK ETRIAL ER
Close clinical surveillance of all women teking estrogens is important. Adequate diagnostic measures, includ-

ing endometrial sampling when indicated, should be undertaken fo rule out malignancy in all cases of msg
noead parsistent or recurring ebnormal \rsglna] b . Thera is no evidence that the wse of ‘netural® estro-
rasuh,s in & different endometrial risk profile than synthetic estrogens &t equivelent estrogen doses. (See
EJARNINGG Malignant neoplasms, Endometrial cancer.)
RO LAR AND ER RISK!
Est with or wnhumljlrcgssms should not be used for the prevention of cardiovascular disease. (See
'WARNINGS, Cardiovascular disorders.)

The Women's Health Initiative (WHI) Shudy reporteﬂ mcreasod risks of myocardal mﬂmhon, stroke, imasive
breast cances, Dulmonary’ embali, and diep ve -u nen (50 10 79 years of age)
during 5 years of reatment with oral conjuumea equine eslno ens [CE 0.625 mg) combined with rmedracyprog-
esterane acetate (MPA 2.5 mg) relative o placebo. {See CLI PHARMACOLOGY, Clinical Studies.)
The Woman's Health Initiative Memory Study (WHIMS), & subam:ly of WHI, reported increased risk of devel-
‘oping probable dementia in postmanopausal women 65 yeare of aga or older ? 4 yeers of treatment with
oral conjugated estrogens plus medroxyprogesierone acatata ralatve to Elacs t is unknown whether this
finding appiies to younger pos!meﬂupausal Wnsn {Sea CLINICAL FHA MACOLOGY, Clinical Studies.)
Other doses of oral e, and other cominations and
dosage forms of estrogens and pmﬁ were nol studied In the WHI chncal trials and, in the absence of
comparable data, these risks shoul sssumed to be similar. Because of these risks, Blmgens with er with-
‘out progesting should be prescribed at the lowest tive doses and for the shortest duration conslstent with
treatment goals and risks for the individual woman.

DONTHAI{D!GA‘I’IDNS Ceneatin should not be used in women with &ny of the foliowing conditions:

ed abnormal genial bleeding. 2. Known, suspactad, or his of cancer of the breast. 3. Known
ur suspecied estroge: ndent neoplasia. 4. Active deep veln thrombesls, pulmonary embollsm or a history
of thesa conditions. ihmlue or recent (e.g., \Mlhln the past year) arterlal thromboembolic disease (e.g., siroke,
dizease. 7. Canesiin merap;r should net be used in pmlents wilh
known hypel resnaitivity m |Is |ngrad|ams Knmn or &L sﬁec pregnancy. There s no indication for Cenestin
in pregnanqr Thera appaarsm be little or na increased risk of birth defects in children born 1o women wha have

m oral during early (Sea PRECAL-
HONSJ
WARNINGS
See BOXED WARNINGS.
1. € disord: heragy has been assotiated with an increased

risk of cardiovascular events h as my\'.\cardlel Infarction and swke as well as venous thrombosis and pul-
manary embolism (vanous tlvunbnambnllsm or VTE). Should any of these occur or be suspected, estragens
should be dsr.unlmued immediately. Risk factors for arterial vasnulsr digease (e.g., hyperiension, diabetes melli-
1us, tobacco pelchulss!emlemla and obasity) an: s thrameeembalsm {2.9., per‘sonaj histary or
Iamlly hlshary uf\-"l' ubesnY and systemic lupus er)msrnmnsuep snnuld be managed appfoprlatel

heart disea; en's Health Imnamve {WHI) sludg Inmeese in the numl:er oiswm has
been hswvsd in wamen receiving CE i M

5 Efrogen i to increased thyroid-binding globulin (TBG) levels. Patlents

with nnrnufMymld 1unmnn £an compensate fnr the |nmeeead TEG by making more thyrokd hormeone, thus main-

taining free T, and T5 serum concanirations in the normal range. Patients dependent on thyreid hormone replace-

ment therapy who are also receiving estrogens may require Increasad doses of thelr thyrold replacement therapy.

Thess panems should have their thyroid function monitored In order to maintain thelr free thyroid hormaone levels

inan acnepi ranga

6. Fluit BCause estragens may cause some degree of fiuid retention, patients with conditions that

m»ghtbe |nﬁuanned by this factor, such s & candiac or renal warrant careful an estro-

&S ara Prescr

?’ lcemia. Eslrugans should be used with caution in individuals with severe hypocaicemia.

8. Ovarian cancer. Tha CEMPA substudy of WHI reported that esmﬁen plus progestin increased the risk of

ovarian cancer. Afier an average follow-up of 5.6 years, the relative for ovarian cancer for CE/MPA versus

ganebo was 1.58 (85% Donhdanee imtarval 0.77 —3.24) but was not statistically eigmilcant The abselute risk for
IPA versus placabo was 4.2 versus 2.7 cases per 10,000 women-years. In samee?l lemiclogic studies, the

use of estrogen alone, in particular for ten or more years, has been associated with an Increased risk of ovarian

cancar. Other ap»dsmlnl jic studies have not found these associations.

9.

ion af Afew
casas of maﬁgnan of re: ol implants hava bean rapumad in women treated post-
Fysteractomy wi alone thelagymf:r patients known to have residual endomstriosis post-hystereciomy,

with estrogen al

Ihe addition of nrouwm should be

Exacerbalion of other conditions. Eslrogens may cause an exacerbation of asthma, diabetes mallitus,
epulepsy. migraine hirid, Syslemic lupus er and hepatic o and should be usad
with sautien in women with :nese conditions.
B. Patlent Information. Physicians are advised 1o discuss the PATIENT INFORMATION leaflat with patients for
wmm |hay prescribe Cenasiin.

Laboratory Tests. Estrogen administration should be initated at the lowest dose aapfovsd for the indication
and then ma by clinical respanse, rather than by serum hormone levels (e.g., estradiol, FSH).
|1 Drug/ ratary Test | im«mlms

tirme, and platelet a?
IX,

astin
OO\IHI ingreased tactors |1, \l"” anhnen \f|i| an1|g:n Vil coagulam ﬂﬂl\'lh‘
a r

umty mcreasoad Dlasrnlnogan and acnvnz

2. Increa.seu lnyrodnna. dg globulm level.s leading to increased circulating total I.'hyrmd hor , 35

M(rpru iodine (PEI), T, levels by column of by radioimmunoassay) or Tg levals by radicim-
MUNOASS: resin u ah& ] uemm refiecting the elevaled TBG. Free T4 and free Ty concentrations are
r.enls on thyrold replacement thesapy may require higher doses of “ roid hormiona,
3 Otlﬂlbﬂﬂlrﬁég)h&ﬂs may be elevated in serum (Le., corlicosteroid blndl gk:hllln {CBG}, sex hormane-bind-
ing globulin (S| 1) leading 1o tatal teroids, Free hor-
mane concentrations may be decreased. Other plasma predeins may be mcroasad tang'msnsmugenn’m sub-
strate, alpha-1-antitrypain, cen min).
4. Increzaad plasma HOL and H reduced LDL
tion, increased trigl levels.
5 Impalrsd glucose tolerance.

Reduced response to metyrapone test.

|IDI'| fime; increased plak
complex, 11-VI1-X com.

icebo. In the CEMPA substudy of WHI, a risk
of corenary heart dissase (CHD) ewanlx {de as non-fatal m al infarction and CHD: dealh) was observed
in wornen receiving CE/MPA compared to women recaiving i WE. 30&10.000 Women-years). The
increasa in risk was observed in year one and persisted. (See CLINIC L PHARI OLOGY, Clinical Studies.|
In the same substudy of WHI, an increasad risk of stroke was observed In women recelving CEMBR corm
1o woman receiving placebo (29 vs. 21 per NJ 000 women-yeare). The increase In sk was chserved atter the firs
wear and persis In n with heart diseass (n - 2,763, average age B6.7
ﬁaars] a controlled chrical I.'nal of secun:lary Ersvsnnan of cardiovascular disesss (Heart and Estrogen/Progestin

Placement Study; HERS) treatrment with CE/MPA (0.625mg/2.5 ay] demonstrated no candiovascular
ing an average ow up of 4, 1 yiars, treaiment with Cl did not reduce the overal rate of CHD
ewemn in wamen with soronary hearl disease. Thsrs were more CHD evants in the

CEMHA meelad gwlp than in the placebe group in year 1, but nat during the subsegquent years. Two thousand
thre mxoﬂe women from the o HERS frial agreed o participats in an a?::an labal euman

sion of HERS, HEHS II. Average follow-up in HERS Il was an additional 2.7 years, for a total of 6.6
all. Ratea of CHD events were comparable among mmen in the CEnglwp and the placabo g-wp inH
ERS II, and overall. Lerge doses of estragen (5 m, ay), to those used
to treat cannerohha prostate and Ve beeﬂ shown in a large nrospschvs cllnll;ai trial in man fo increasa
thrombosm-

the risks of nol al infarction, pulmona r{ embolism, and thrombophlebitis. b,

bolism ) I me en's Health Indtlative (WHI) shudy, 2n increase in VTE has been observed in women
reDean‘;hCE compared to placabo. In the CEMPA substudy of WHI, a 2-fold greater rate of VTE, including deep
venous thrombosis and pulmona

emballsm, was cbserved in women reoemnﬁGE.MF'\A oornparsd to woman
rauamng placabo. The rate of VTE was 34 per 10,000 wemen-years i the CE/MPA group compared fo 16 per
10,000 woman-yaars in mefnaneba %Jx he increase In WTE risk was observed during the first year and par-
sistad. (See CLINICAL PH inical Studles.) If feasible, es:rogens should be discontinued at
leasl 4 1o B weeks before surgery of the rype with &n rigk of ar during

penods of prolenged immobilization.
cancer. The use of esfrogens In women with infact weri
nas been associated with an increased risk of aﬂdumemal cancer. The reported endometrial cancer risk amang
unnPDOSeu ESIFDREN uSers is about 2- 1o 12-old greater than in non-users, and appears dependent on uura1lon
en rigk

E Ci ertility. Long-term continuous administration of estrogen,
with and without pragestin, in women, with and Mthou1 a ulerus, has shown an increased risk of endometrial can-
«car, breast cancer, and ovarian mmcelr_ASee BOXED WARNINGS, WARNINGS and PRECAUTIONS. | Long-tarm
continuous administration of natural and synthetic almgens in certam animal species increases the frequency of
carcinomas of the breast, ulerus, cenvx, vagina, testis, and liver,
F. Prawluncﬁ,?enasnn ‘should not be L dunng pragnnﬂcr'e(See CONTRAINDICATIONS,)

G. Mursing hers. Estrogen administration to nureing maodl i shown 1o decrease the quantity and
%rallt\' of the milk. Detectables amounts of estrogens have been identified In the milk of mathers receiving this drug.

ulion should be exercised when Cenestin is administarad to & nursing woman.
H. Pediatric Use. Cenesin is not indicated in childran.
1. Gerlatric Use, There have not been sufficient numbears of genatric patients imvolved in studies wilizing Genestin
1o geterming whether those over G5 years of age differ from younger subjects in their responss to Cenastin.
In the Women's Health Initiative Memary Study, muuum? 4532 WHBH 35 years of age and older, iollowedd for an
average of 4 years, 82% (n - 3,723) were 65 1o 74 while 18% (n = 803) were 75 and aver. Most women (5056}
had no prior hormane therapy use. Wamen ireated with conjugated es!rugsnscrlus medron: esterone acefate
were reported to have a two-old increase in the risk of developing probable dementia. Alzheimer's dlseesa w‘as
the most commen classification of p ain L] plus Arog
acetate %mup and the placebo gl’Dup NIneTy' pencenl af the r.ases of probable delnenlra occurred in me 54% of
women that were older than 7. (See WARNINGS, Dementia
ADVERSE REACTIONS
Sea BOXED WARNINGS, WARNINGS =nd PRECAUTIONS.
Bacause clinical trials are conducted under widely varying condiions, adverse reaction rales obsarved in the cin-
ical trials of a drus g cannat be directly compared to rates In the clinical trials of ancther drisg and may not refiect
the rates ob: practica. The adversa reaction infcrmation fram clinica rials does, however, provide a basis
for iderlitying the ad-rﬁwsa events that ar to be related to m-ug use and for apprommalmg rafes.
In @ 12-week clinical rial that includad 7.2 woman treated with 0.625 mg and 2 x 0,625 mg Cenestin and 48 woman
treatesd wilh placebo, adverse events that cccurrad at a rate of = 5% are summarized Delow:
Body As A Whole - Abdominal Pain, Asthania, Back Pain, Faver, Headache, Infection, Pain

of treatment and on es| dose. Most sludies show no use of

System - Palpitafion
Diarrhea, Dyspepsia, Flatulence, Nauses, Viomiting

estrogens for less than one year. The greatest risk appears i with uze,
of 15- 1o 24-old for five 1o len years or mede and this risk has been shown to persist for at Iaasts to 15 years aller

Mbollt and Nmri!lunll = Paripheral Edama
Systemn = Arthralgia, Myal

estrogen therapy is discontinued. Clinical surveillance of all women taking
|mpnr|am Adequate w\cludm sampling when indicated. should be unuerta.k«en
1o rule out mal In all cases of undi nt or racurring abnormal vagmal bleeding. There & no
evidence that the use of natural estrogens resulls in a dﬂsrsnl sndumetnal risk profile than synthetic estrogens
of equivalent est dose. Adding & progestin fo estrogen therapy has been shown fo reduce the risk of
‘endometrial asla which may be & precursar to endamedrial cancer, cancer. The use oi astwr
gens and progestins ng?su &l wormen has been reported to increass the risk of breast cancer.
imiportant randomiz: dlnlcal ri information aboul this issue is the Women's Haalth Initiative tWH
substudy of CEMPA (zse CLINII:AL PHA/ OLOGY, Clinlcal Studies). The results from cbservational st
s are ly consistent with those of the WHI clirical trial and reporl ne significant variation in the risk of
breas! cancer among different estrogens or progestins, doses, or routes of adminigiration. The CEMPA sub-study
of WHI reparied an mcreased risk of braast cancar in women who took CEMPA for 8 mean foliow: uﬁ of 5.6 years,
ervational studies have also reported an increasad risk dor ssergen"meesm combination theragy, and a
smaller increased risk lor est alone therapy, aftar swe!‘a]}_yaalx of use. In the WHI trial and Iram observa-
tlonal studies, the excess risk increased with duration of use. From obeervational studies, the risk appeared to
return 1o baseling in about fve years after stopping treatment. In addition, obesrvational studes suggest that the
risk of breast cancer was greater, and DmEnaﬁarant sarlier, with estrogen/progestin wrnnlnmlon 1neraw as
compared 1o estrogen alone therapy. In the G sub-study, 26% of the women
alone andlor estregen/progestin combination hormane therapy. After 2 mean iollow-up of 5. éyears mring the dm
icad trigl, the overall nelalwc risk of invasive breast cancer was 1.24 (95% confidence Interval 1.01-1,54), and the
overall absolute risk was 41 vs, 33 cases per 10,000 women-yeare, for CEMPA compared with placess. Amang
women who reported prior use of hormone therapy, the refative risk of invasive bresst cancer was 1,86, and the
ahsnlube nsk was 48 vs, 25 cases per 10,000 women-years, for CE/MPA compared with placebo, Among women
no prior use of hormaone therapy, the rslan\-we nsk of invasive breast cancer was 1.08, and The

Nervous System — Depression, Dizziness, aypartonla Insomnia, Leg Cramps, Nervousness,
WParecs&e:.? Vsnssd Phi Rhi
= gh Increa: aryngitis, Rhinitis

pendages — Rash

stem ~ Breas! Pain, Dysmenorrhea, Matrorthagia

“Combined resulis for 0.625 mg and 2 x 0.625 mg Cenestin Tablets
In & secend 12-wesk clinical trial that included 52 women trested with 0.45 m) Ceneshn and 51 women treated
with placeba, adverse svents that ccourred at a rate of =5% are summarized
Body As n\'fnnlt Asthenia, Headache, Infection, Pain, Pain abdominal

Skln and
rogen

Digestive - Nausea
Metabalic and Nulrlliml = Weight increase
Muscul oskelm;- Anhralgla. Nyalgia

T

3 Insomni ia, Vertigo
Respiratory — Lipper plram Tract Inhchun Rhinitis, F'haryngms
'ngsnlml Endometrial thickening, Vaginitis

P-value by Fisher's Exact (2-1ail) Test

I a subject experiences the same event mare than ence, the first occurrence is tabulsted.

The following additional adverse reactions have been reported with estrogen ammr progeslm 1hsmp{:
L Glnibouri!ll‘\' systam. Changee in vaginal bleeding patiern and abnarmal rawal bl or flow; breal
through blaeding; spatting: dysmenarhea, increase in size of ulerine leiomyomata; vaginitis, |nc|u ngvsglnal can-
alulasas mangu in armount of cervical secration; changes in carvical eciropion; ovarian cancer; endometrial hyper-

absolurs nskwas40vs 36 cases per 10,000 women-years fo with placaba. In the
sludy, invasive brsast canr.ars were |
pared wilh the:

CANGHr.
er and dagnased at a more advanced stage in ma GCEMPA group mm Br!!uln Tenderness, pain, nipple di i breast cha:l;ss: breast
. Metastatic disease wes rare with no apparent difference between the two nmc _
pf_ln_hgﬂns‘l c!mrs such as histologic subtype, grade and hormene receptor status did not difier between Ihs Deep an wanous P ¥
Kws e use of eslrogen plus progestin has been reported to result in an Increase in abnormal mammograms ln'armmn stroke; increase in Dlood [Iressuns.
uld raceive yaany breast examinations by a healthcare provider and Mausea. vamiling; inal cramps, bloating; chole!anaundloe increased incidenca of
add hm based 4l hepatic

requining furlher evaluation. All wernen &h

perb(m manithly
age, risk Fsmnra. and priar mamm

3. mentia. in the Women's Heallh Iniliative

woman 65 yeare of &ge and alder were sludied,
r an average follow-up of 4 years, 40 woman

(WHIMS), 4, 552 genera healthy posimencpausal
Ufwnnm:] %WEI’E; oryaaeanma%wsra?s‘r
treated MIhC MHR (1.8%, n = 2,220} and 21
women in the placebo group (0.9%, n = 2,303) received diagnosss of probable dementia. The relative risk for
CEMPA versus placebo was 2.05 (95% confidenca interval 1.21 — 3.48), and was similar for women with and with-
out histories of menopaussl hormaone use befare WHIMS. The absuluhe risk of probable dementia for CEMPA ver-
sus placabo was 45 versus 22 cases per 10,000 worman- nd the abeolute excess risk for CEMPA was 23
casas par 10,000 woman-years. If I8 unknown whether these fndln s al o nopausal women,
fas LINICAL PHARMACOL Gellullil:

younger

OGY, Clinical Studies and PREC, 5.

Gallbladder disease. A 2 to 4-old increase in the risk of gallbladdar disesse requiring surgery in posl-
woman rscewmg has Deen neponed

l‘vlvdpurcaloamla in patients with breas: cancer and

none metastases. i h;rpercalcsmla OCCUrE, use ur |he drug should be stopped and appropriate measures taken
reduce the serum calcum

E Visual abnormalllu. Rsunal vascular thrombosis has been reported in patients receiving estrogens.

if there ie sudden partial or complele loss of vision, or a sudden

nnset of proptoss, alnlonla or n-gmma If examingtion reveals papllledema or renal wascular lesions, estrogens

should be permanently discontinuad.

PRECAUTIONS

A. General

1. Addition of a tin when a woman has not had a hysterectomy. Studies of the addition of & progestin
for 10 ar more: of a cycle of estregen administeation, or daily with estrogen in a continuous regimen, have

days
reported & lowered incidence of endometrial hyperplasia than would be inducad by estrogen treatment alone.

5, Skin. Ghlnasrna nr melasma, which may persist when drug is dlscnrmnuea erythema multiforme; erythema
nodasum; hemorrhagi %non losg ol sealp hair; hirsulism; proritus, rash.
8 E)usu ‘Retinal vsaculan rombosis; idolerance o contact lenses.

Central nervous system. Headache; migraine; dizziness: mental depresalon; chorea; nervousness; mood dis-
turbannes imitability; exacerbation of epilepsy, dermentia,
8. Misceilaneous. Increase or decrease in weight; reduced carbohydrate tolerance; g{ggrava:iun of porphyria;
adoma; arthalgias: leg cramps cnnnges in libide; urlicaria, . al ic reactions;
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