Choose e @ . .
N Patient Assistance Program
CeneStln 250 Phillips Blvd, Ste 250, Ewing, NJ 08618
{SVchENC Coniuga[ed estogers, A) Tl 1-800-425-3122 .Telephone 1 —809—685 -2577 Fax
03mg, 045 mg, 0625 mg, 09mg, 125mg  HHours of Operation: Monday through Friday, 8:30 AM to 5:30 PM EST

Cenestin® Patient Assistance Program Eligibility Requirements

A 3-month supply of Cenestin will be provided free of charge to patients who meet program eligibility
requirements:

Patient must be a US resident
Patient must be 18 years of age or older
Patient’s gross annual household income must be at or below 200% HHS Poverty Guidelines*
Patient must provide proof of gross annual household income
o Financial documentation must be included with the Qualification Form
o Proof of income includes copies of both:
+  a) federal tax return (Form 1040 or 1040EZ) for prior tax year, and

+  b) all other recent documents that show income paid to patient (and/or spouse if
married), such as: wage and tax statements (W-2 forms), Social Security, Pension, or
Railroad Retirement statements (SSA-1099 or similar), Statements of interest,
dividends, or other income (1099-INT, 1099, 1099-DIV, or other forms)

Patient cannot have any private or third-party or government prescription drug coverage (in whole or in
part), including Medicaid or Medicare Part D

o If patient has coverage for any prescription drug (not only Cenestin), the patient is ineligible
for this program

Additional requirements:

Program Qualification Form must be completed in its entirety by the healthcare professional caring for
the patient

Both patient and healthcare professional must sign the Qualification Form in the appropriate section
Patient must sign and submit the Authorization to Disclose Form

Healthcare professional must have a current valid state license

* Income criterion is based on Health and Human Services Poverty Guidelines. These guidelines can be revised
each new year, usually around February. Website is: http://aspe.hhs.gov/poverty/index.shtml

Please see full prescribing information.

Teva Women’s Health, Inc. reserves the right to limit enrollment of patients to the Cenestin Patient Assistance Program at any time.

The program administrators reserve the right any time and without notice to modify the application form, modify or discontinue any or all of
the program and the related eligibility criteria; or at any time terminate assistance provided by the program.

CENESTIN® is a registered trademark of Teva Women’s Health, Inc.

CPAPERF  May 2010



Cgm . CENESTIN? Patient Assistance Program
250 Phillips Blvd, Ste 250, Ewing, NJ 08618

(synthefic conjugaled estrogens, A) Tablts Phone: 1.8004253122 Fax: 1.800.685.2577
0.3 mg, 0.45 mg, 0.625 mg, 0.9 mg, 1.25 mg Qualification Form
PhRMA

| PATIENT INFORMATION (Please Print) Patient must be a U.S. resident

First Name: MI: Last Name:

Address: City:

State: Zip Code: Phone: Date of Birth: (mm/dd/yyyy)

Social Security #: Patient’s Diagnosis (ICD.9 Code):

PATIENT’S INCOME:

Current gross annual 3 Number of household members Number of

household income: dependent on income (including patient) children:

Patient financial documentation must be included with this application. Proof of income includes copies of both: a) your federal tax return (Form
1040 or 1040EZ) for prior tax year, and b) all other recent documents that show income paid to you (or your spouse if married), such as: wage and tax
statements (W-2 forms), Social Security, Pension, or Railroad Retirement statements (SSA-1099 or similar), Statements of interest, dividends, or other
income (1099-INT, 1099, 1099-DIV, or other forms)

PATIENT’S INSURANCE AND PRESCRIPTION COVERAGE (in whole or in part) Check all that apply:
O  Medicare O Medicare Advantage Plan (MA) O  Includes Rx O  Private Prescription Drug Plan (PDP)
O  Medicaid O  State/Local Government Programs O Includes Rx O  Other: O  Includes Rx
O  Uninsured O  Private Insurance / HMO or PPO O Includes Rx O  Specify Other: |
If Rx Coverage is Yes, name of insurance carrier: If Rx Coverage is Yes, is Cenestin | O Yes O No

PATIENT’S VERIFICATION AND SIGNATURE

1 verify that the information provided in this application is complete and accurate. I understand that completing this form does not ensure that I will
qualify for this program. I certify that I do not have private, third-party or government prescription drug coverage (either in whole or in part) for
CENESTIN. I understand that the program administrators reserve the right any time and without notice to modify the application form, modify or
discontinue any or all of the program and the related eligibility criteria; or terminate assistance provided by the program at any time. I authorize Teva
Women’s Health, Inc. to use the information on this application to process my request and the use of my Social Security number for identification
purposes and record keeping.

Patient’s Original Signature: Date: (mm/dd/yyyy)

HEALTHCARE PROFESSIONAL’S INFORMATION (Please Print)

First Name: MI: Last Name:

Facility: Office Contact Name:

Street: Bldg/Suite/Floor/Room:

City: State: Zip Code: Phone:

Fax: Specialty: State License #:

E-Mail Address: When you provide your e-mail address, you agree that Teva Women'’s Health, Inc. and its agents may contact you about health-related materials or programs.

CENESTIN DOSAGE (This section of the form will serve as the CENESTIN prescription) Quantity: 1 bottle of 100 tablets

Check dosage: O CENESTIN® 0.3 mg tablets O CENESTIN® 0.45 mg tablets O CENESTIN® 0.625 mg tablets
O CENESTIN® 0.9 mg tablets O CENESTIN® 1.25 mg tablets
O QD sig — one tablet daily O QHS sig — one tablet every bedtime O Other:

HEALTHCARE PROFESSIONAL’S VERIFICATION AND SIGNATURE

1 represent that the information contained in this application is complete and accurate to the best of my knowledge. To the best of my knowledge, this patient does not have
prescription drug coverage (including Medicare, Medicaid or other public programs), which covers CENESTIN either in whole or in part, and the patient meets the income
criteria required to qualify for this Patient Assistance Program. No claim may be made to any third party payer (including government payers) for payment of CENESTIN
provided by this Patient Assistance Program. CENESTIN received for this patient may not be sold or traded, may not be returned for credit, and is not a sample. I
understand that the CENESTIN Patient Assistance Program has the right to modify or discontinue this program and its eligibility requirements, or to terminate assistance,
at any time and without prior notice. Please indicate that you agree to these terms by signing below. Your signature confirms that there is a need for this patient’s
prescription for CENESTIN.

HCP’s Original Signature: Date: (mm/dd/yyyy)

Teva Women'’s Health, Inc. reserves the right to limit enrollment of patients to the Cenestin Patient Assistance Program at any time.
CENESTIN® is a registered trademark of Teva Women's Health, Inc. CPAPQF  May 2010



(:k?hﬁm estiri CENESTIN? (Synthetic Conjugated Estrogens, A) TABLETS

T PATIENT ASSISTANCE PROGRAM
(synelc conjugeled efrogens, &) Tales 1-800-425-3122—- PHONE
0.3 mg, 045 mg, 0625 mg, 0.9 mg, 1.25 mg 1-800- 685—-2577—-FAX

Patient Authorization to Disclose Protected Health Information

To the Patient: During the course of your participation in the CENESTIN® Patient Assistance Program, you or your caregiver
and your health care professional will provide personal identifying information to Teva Women’s Health, Inc., its affiliated
companies and subcontractors on a need to know basis for purposes of administering the CENESTIN® Patient Assistance
Program (the “Program”). This information may constitute Protected Health Information (PHI) under the privacy rules of the
Health Insurance Portability and Accountability Act (HIPAA), and you need to authorize your health care professional and
caregiver, if any, to release your PHI to the Teva Team and authorize the Teva Team to use the PHI for the Program.

Authorization Statement

I, (Patient’s Name) , authorize my prescribing healthcare professional,
(HCP’s Name)
(HCP’s Address)

and caregiver as deemed necessary to disclose any personal identifying information to Teva Women’s Health Inc., its affiliated
companies and subcontractors (the “Teva Team”) on a need to know basis to use for purposes of administering the Program for
the duration of my participation in the Program. Although the Teva Team values my privacy and intends to take reasonable
and appropriate measures to protect the information provided from inappropriate disclosure and to use the information only for
administering the Program or as required by law, [ understand that once information is disclosed to the Teva Team, it may no
longer be protected under federal privacy laws and could be redisclosed to others.

[ understand that [ may refuse to sign this authorization, and my right to treatment, insurance enrollment, eligibility for
insurance benefits or my receipt of CENESTIN® are not conditioned on my signing this authorization. However, if I do not
sign this authorization, I will not be able to participate in the Program.

I understand that I may revoke this authorization, in writing, at any time, except to the extent action has been taken in reliance
on it, by addressing such revocation to CENESTIN® Patient Assistance Program 250 Phillips Blvd, Ste 250, Ewing, NJ 08618
(your healthcare professional will be advised) and that only a written revocation addressed to the Program will constitute an
effective withdrawal of my authorization. I understand that I may request a copy of this form from the CENESTIN®
Assistance Program.

Required Signature

Signature of patient or legal representative Date
If signed by patient’s legal representative, complete the following:

Print name of legal representative:

Describe representative’s authority to act for patient:

st st s s s e e sese s e e s e e st e e st sese s e s e e st sese s e s s e e s s e s s e st e e e e sesesese st s e s s et s e s e e e e e e sk
Important:
To the Patient:

Once you have completed and signed this authorization form, please give it to your healthcare professional Do not send it to the
CENESTIN® Patient Assistance Program.

To the Healthcare Professional:
Retain the originalcopy of the Patient Authorization to Disclose Protected Health Information for your records. Please return a

copy of this signed form along with the completed Qualification application form to the CENESTIN® Patient Assistance Program,
250 Phillips Blvd, Ste 250, Ewing, NJ 08618, or fax to 1-800-685-2577.

PhRMA

CENESTIN® is a registered trademark of Teva Women’s Health, Inc.

© 2010 Teva Women’s Health, Inc. CPAPPAD May 2010
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ia may be a p to
be associated with the use of p ins with
g.oaslble increased risk of breaslt cancer. i e i o b
Elevated blood pressure. In a small number of case reporis, in blood pi Ve
been attri y o ] In a large, randnmmed pfar:ebo cnmrolled clinical trial, a
i eﬂect on blocd p was not seen. Blood pressure should be monitored at ngLlar

intervals with estrogen use.
3. mpemgwyw:m«m In patenla hadpw—emmng hypenrlglycerldsmﬂ. estrogen therapy may be associated

with i of
4. Impaired liver ftmcl‘f of chol e metabalized in
patients with impaired liver funcnon Forﬂahenls with a h‘sm of cmlasmllcjaum!r.e assomalecrwrth past estro-

gen use or with pregnancy, caution should be exercised and in the case of recurrence, medication should be dis-

cancer, There are, however, possible risks that
d o g k i These indudn:;a;

N Rl F I A R

Clese clinical surveillance of all women taking q Is important. Ad di includ-

ng endometrial samplnng when mumted snnucl beu to rule out in all cases of undiag-

is no evid at the use of “natural” estro-

&gr\s rasulls ina dullerenl endometrial nsk prol'le 1han synth}eluc esirogens at equivalent estrogen doses. (See
cancer,

'ARNINGS,

RDIOVA LAR AND ER Rl

E ens with or without rogasuns should not be used for the prevention of cardiovascular disease. (See
INGS, Cmdlnvaseufur disorders.
The Women's Health Initiative (WHI) s1ud risks of my ion, stroke, invasive
breast cancer, pulmonary emboli, and daep vein thmmboeus in postmenopausal wnmen t50 Io ?s years of age)
during 5 years of treatment with oral conjugated equine esh G 0.625 mo bined with medroxyprog:
eslerone acetate (MPA 2.5 mg) relative to placebo. (See CLI PH.AHM LOGY, Clinical smdlu_}
The Women's Health Initiative Memory Sludly (WHIMS), a of WHI risk of devel-
opl in women 65 years of age or alder cﬂrln? 4 years of treatment with
aral conjugated plus acetate relame to placebo. It is unknown whether this
finding applies to ynmgsr postmenupausa] women. {See CLINICAL PHARMACOLOGY, Clinical Studies.)
Other doses of oral conj with acetate, and other combinations and
dosage forms of ssn'ogans and progesuns were not smcrsd in the WHI cllnlcal trials and, in the ab

5. Hy ion leads 1o increased thyroid-binding globulin (TBG) levels. Patients
with narmal thyroid \‘unum can compensate for the increased TBG by making more thyroid hormone, thus main-
taining free T, and T; serum concentrations in the normal range. Pansnts dependant on thyroid hormone rnplaue
ment therapy who are also may require d doses of their thyroid replacement ther
These patients should have their Ihymod function monitored in crder to maintain their free thyroid hormone

in an acceptable ran&a

6. Fluid retention. use estrogens may cause some degree of fluid patients with i that
might be influenced by this factor, such as a cardiac or renal dysfunction, warrant careful observation when estro-
gens are prescribed.

fa. Estrogens should be used with caution in individuals with severe hyps
8. cancer. he CE/MPA subslud! of WHI reporned that plus i d the risk of
ovarian cancer, After an average follow-up of 5.6 years, the lalahve risk for ovanan  cancer for CE:'MF'A VErsus
placebo was 1.58 (95% confidence Intenralﬁ?? = 3.24) but w; The risk for
GENPAvemusplaoebowastw«susz?casespenououwc years. In somi studies, the

use of esirogen alone, in particular for ten or more years, has been associated with an increased risk of ovarian
&anoer Other ep»dem»oroquc studies have not found Ihese baessocaa.luons

with ini of
cases of mal ion of residual implants have been mportaﬁ in wnman |mal9d pus1
terectomy “with estrogen alone ther For patients known to have residual y
ﬂr?';:addmun of pi rog:’snn should be mn%e Fe
1 other E

may cause an mellitus,

comparable data, these risks should be assumed to be similar. Because of these risks, estrogens with or mlh
out progestins should be prescribed at the lowest effective doses and for the shortest ‘duration consistent with
treatment goals and risks for the individual woman,

CONTRAINDICATIONS Cenestin should not be used in women with any of the following conditions:
1 Unclaqnnsed abnormal genital bleeding. 2. Known, suspected, or history of cancer of the breast. 3. Known
4, Active deep vein thrombosis, pulmonary embalism or a history
r:r these oundullnns 5. Amme or recent (a Q. m:hm the past year) arterial thmmboe -c cllseasa tag s1mka
or disease. 7. Cenestin 1herapy should not sed in

known b Io ns ingredi 8. Known or susEemd nancy. There is no Indlcallan Ior cerleslrn

in pregnancy There appears to be little or no increased risk of birth defects in children born to women who have
used and prog from oral tly during early pregnancy. (See PRECAU-

‘I‘IONS J

WARN

See BOXED WARNINGS.

therapy has been associated with an increased
nsk of carduovasoular mrms such as myocalﬂlal infarction and siroke, as well as venous thrombosis and pu]
monary ism or VTE). Should any of these occur or be suspected, est
should be dlscontlnued Imrmadlatsﬂ.I Risk factors for arterial vascular disease (e.g., hypertension, diabetes melll
tus, tobacco use, népercholes!smlemua and obesity) and/or venous thromboembelism (e.g., personal history or
Iamlry history ot V| and ﬁslemlc lupus erythematosus) should be managed appropriately. a.
heart disease and stroke. In the Women's Health Initiative (WHI) study, an increase in the number of strokes has

il phyria, ic | and hepati e adngmmmma u. hould be used
or por) upus.:., ic hem: as and shoul u
with caution in women with these conditions.

B. Patient Information. Physicians are advised to discuss the PATIENT INFORMATION leaflet with patients for

whcm lhsy ptsscnbe Ceneslln

C. i ion should be initiated at the lowest dose a pptmu for the indication
and then Uldﬁd hy clinical raspons& rather than by serum hormone levels (e.g., estradiol, FSH).

D. Drug/ ory Test Interactions

g time, partial plastin time, and platelet ag;(eﬁation time; increased platelet
count; increased factors II, VII antigen, VIl anti , Vil coagulant activity, 1X Vil-X complex, II-VIl-X com-
ple'x and beta- mmmboglabuin. decreased Ieve of anti -factor Xa and ar!trthlumturl I, decreased antithrombin |1l

activity; and fibx activi ly antigen and al::llm?(
2, lncreased thyroid- bmdrrg globulin (TBG) levels leading total thyroid
measured in-bound iodine (PBI), T4 levels fhy uulumn or h»Ti ladmlmnmnoa.ssay} or Ty levels by radnoim
munoassay. Ty resin uptake is decreased, reflecting BG. Free T4 and free T concentrations are
unaltered, allem on thyroid replacement therapy ITIE)' lequlre higher doses of thyroid hormone.
3. Other bindi ins may be elevaled in serum HI .., corticosteroid bindin: glabulln (CBG), sex hormane-bind-
mg glabuln (SHBG)) leadmg to increased total circu ating corticosteroids and sex steroids, respectively. Free hor-

d. Other plasma proteins may be i
strate alpha 1+ anln:y%sm cenuloBIasmm;
4. Increased plasma

reduced LDL cholesterol concentra-

tion, incre:
5. Impaired glucose Ioleran
[ Raducsd response to meryrapnne fest.

been observed in women rewr\nng CE wﬂrﬂd to placebo. In the CEMPA substudy of WHI, an increased risk
of coronary heart disease (CHD) events (i ed as non-fatal rdlal In?arcmn and CHD dsam} was
in women receiving CE/MPA compared to womsn l ing 30 per 10,000 women-years). The
increase in risk was observed in year on . (See GLPNIC L FMH A.GOLDGY Clinical Studies.)
In the same substudy of WHI, an mueased risk of stroke was observed in women CEMPA

E. Ci i of Fertility. Long-t of estrogen,
with and without progestin, in women, with and without a uterus, has shown an increased risk of endometrial can-
cer, breast cancer, and ovarian ca éSee BOXED WARNINGS, WARNINGS and PRECAUTIONS.) Long-term
confinuous admlnlstratuﬂ of natural and synthetic estrogens in uartajn animal species increases the frequency of

m women receiving placebo {29 vs. 21 per 10,000 women-years). The increase in risk was observed after the first

persisted. In postimenopausal women mth dacumenled heart disease (n = 2,763, average age 66.7
Lears} a controlled clinical trial of secondary preves of cardiovascular disease (Heart and Estrogen/Progestin
Study; HERS, with E."MPA (0.625mg/ 2%2& day) demonstrated no cardiovascular
llow-up of 4.1 years, trsatment with Cl did not reduce the overall rate of CHD
events in postmer en with heart disease. There were more CHD events in the
CE/MPA-treated wr:Lp than in the placebo %1 up in year 1, "but niot du uring the subsequent years. Two thousand
three hundred and twenty one women from rlgnal HERS trial agreed to pamm?'?h in arl n label exten-
sion of HERS, HERS II. Average follow-up in HERS Il was an additional 2.7 years, for a total of 6.8 years over-
all, Rates of CHD events were comparable amo § ‘women in the GE/MPA group and the plaoebo group in HERS,
HERS II, and overall. Large doses of estrogen (5 mg conjugated esirogens per day), comparable to those used
1o treat cancer of the prostate and breast, have been shown in a large prospective clinical trial in men 1o increase

benelul During an average

of the breast, uterus, cervix, vagina, testis, and liver.

F Cenestin should not be used during ptagnancrl (See CONTRAINDICATIONS.)

thers. 1 to nursing mothers has been shown to decrease the quantity and

?ahr_.rof the milk. Detectable amounts of estrogens have been identified in the milk of mothers receiving this drug.
ution should be exercised when Cenestin is administered to a nursing woman,

H. Pedlatric Use. Ceneslin is not indicated in children.

I. Geriatric Use. There have not been sufficient numbers of geriatric patients involved in studies utilizing Cenestin

to determine whether those over 65 years of age differ from younger subjects in their response to Cenestin.

In the Women's Health Initiative Memory St mcludl 4,532 women 65 years of age and older, followed for an

average of 4 years, 82% (n = 3,729) were B! 1o 74 w 13% (n = 803) wsrl;'?s and over. Most women (B0%%)

had no prior hormane therapy use. en treated with ne acetate
Were leportadtahmamluldlncmaseNMG nskuf ping p s disease was
the most ification of n both the

Jugale ¢

VTE) In the Women's Health lmnanua
receiving CE compared to acebo. In the CEIMPA substudy of WHI, a 2-fold greater rate of VTE, including deep
venous thrombosis and pu embolism, was observed in women 'mEI}EA n'parad o women
recemngplaoebu The ra.lsol was 34 lODDOwumen ars in the Cl F'Agroup compared to 16 per

000 women- arsmmapl ‘i_oé, was observed during the first year and per
sls‘led {See CLINICAL RMACOLOGY, cllnlnd Sludiea ] If Ieaslbla es1rr>oens should be ulsoomurvuad al
least 4 1o & weeks before surgery of the t\rpe with an or during
pel

mds of pmlnnged Irnmobllnzatlon
a cancer. The use of unqlppassd estrogens in women with intact uteri
has been associated with an increased risk of endometrial cancer. he reported endometrial cancer risk among
unopposed es!nr%gan users is about 2- to 12-fold greater than in non-users, and appears dependent on duration
of treatment and on estrogen dose. Most studies show no significant increased assoclatad with use of

the risks of nonfatal and b. Veno
bolism WHI) sludy, an Inmase in VTE has been obsemd in women

plus
acelate group and the placebo group. Nine! roenl of the cases of probable dementia occurred in the 54% of
women 3:31 were older than 70. (See WAR@HHSS‘ Dementia.)
ADVERSE REACTIONS
See BOXED WARNINGS, WARNINGS and PRECAUTIONS.
Because clinical trials are cond under widely varying conditions, adverse reaction rates observed in the clin-
ical trials of a cannot be dlracuy compared fo rates in the dinical trials of anather drug and may not reflect
the rates observed in practice. The adverse reaction information from chmcal Irials does, hmevet pruu'lde a basis
for identitying the adverse events that ar to be related to use a\ggmx
In a 12-week clinical trial that included 72 women treated with 0.5 mgandeU mgcansstln and 48 women
vaatsd \lllih acebo, adverse events that occurred at a rate of > 5% are summarized be

oh Abdominal Pain, Asthenia, Back Pain, Fever, Headache, Infection, Paln
Ca ovw:ular Syvaham Palphaluon

MNausea, Vomiting

estrogens for less man one year. The greatest risk appears associated with prol nﬁd d risks
of 15- to 24-fold for five to ten years or more and this risk has been shown to persist for at lea.sl B o 15 years a‘l?r

System Diarrhea, I'.‘, pepsia, f
Ilaubnllc and Nmrlllonnl Penphetal Edem

estrogen therapy is Clinical surveill of all women taking
Adequate di i ial sampling when indicated, should be undertaken

to rule out |1'|a||ge cy in 1 all cases of undlagﬂosed persistent or recurring abnormal vaglnal bleeding. There is no
evidence that the use of natural estrogens results in a ditferent endometrial risk profile than synthetic estrogens
of equivalent estm?an dose. Adding a progestin to estrogen therapy has been shown to reduce the risk of
endometrial hyperplasia, which may be a precursor to endometrial cancer. b. cancer. The use of sstro
gens and progestins by postme: :g)ausal women has been reported to increase the risk of breast cancer, The mos!

ant randomized clinical 1 uvni{g information about this issue is the Women's Health Initiative (WHIJ

tudy of CE/MPA (see CLINICAL PHARMACOLOGY, Clinical Studies). The results from observational swd
|es are generally consistent with those of the WHI clinical trial and report no significant variation in the risk
breast cancer among different estrogens or progestins, doses, or routes of admlmslrallon The CE/MPA sub-study
of WHI reported an increased risk of breast canoet in women who took CE/MPA for a mean follow- URQ(I 5.6 years
Observational studies have also risk for apy, and a
smaller increased risk for estrogen alone lne«z{ after saveralgeans of uge. in the WHI trial and from ubserva
tional studies, the excess risk increased with duration of use. From observational the ri

em
Nervous System — Depression, Dlzztrhass. l-g|yperlnnla.
Respiratol parecsé:e?ll? Wmod Ph: itis, Rhiniti
es| m-— ncreased, itis, Rhinitis
Skin and ;’ ndages — Rgsh o
Urogenital System — Breast Pain, Dysmenorrhea, Metrorrhagia
“Combined rssults for 0.625 mg and 2 x 0.625 mg Cenestin Tablets
In a second 12-week clinical trial that included 52 women treated with 0.45 mg Cenestin and 51 women treated
adverse events thal occurred at a rate of 5% are summarized below:
Body As A Whole ~ Asthenia, Headache, Infection, Pain, Pain abdominal
Ca Iwauular- Palpllanons Vasodilations

Leg Cramps, Ner

Digestive —
Metabolic and Nl.nrlliorlnl = Weight increase
Musculoskeletal — Arthraigia, Myalgia

return to baseline in about five years after stopping treatment. In addition, nbsefvaborul sﬁldlas suggest that the
risk of breast cancer was greater, and bﬁwm;marem earlier, with estrogen/progestin combination therapy as
compared to estrogen alone therapy. In the Cl sub-study, 26%: of me women mpaﬂecl prior use of estrogen

g nxiety, D \ ia, N F ia, Vertigo
- U|:ipsat'z ir y Tract Infection, Rhinitis, Pharyngitis

u i hick g, Vaginitis

P- valus b)r Fbshar‘s Exact {2-tail) Test

alone and/or therapy. After a mean follow-up of 5.6 years during the clin- biect experiences even
ical trial, the overall relative risk of invasive breast cancer was 1.24 (95% confidence interval 1.01-1.54), and the kas ; rle the same t more than ance, the first oocurrance is tabulated. N
overall absolute risk was 41 vs. 33 cases per 10,000 women-years, for CE/MPA compared with placebo. Am ung The following additional adverse reactions have been reported with estrogen and/or progestin ther,
women who reported prior use of hormane therapy, the relative risk of invasive breast cancer was 1.86, and the 1. Genitourinary system. Changes in vaginal bleeding pattern and abnormal wi amal bleeding or flow; br
absolute risk was 46 vs. 25 cases per 10,000 . for CE/MPA P with placebo. I wWoman thlﬂuqh blaadlng.smmng.d enorrhea, inCrease in size of uterine Iamnl\lrumata vaglnms. including nalcan
who reported no gaucr use of harmone therapy, the relative risk of invasive breast cancer was 1.09, and the ge in amaount of cervical ges in cervical pion; ovarian cancer; endometrial hyper-
absolute risk was 40 vs. 36 cases per 10,000 women-years for CE'MPA compared with placebo. In the same sub- Ia. endornelnal cancer, s s } =
sludy, invasive breast cancers wera Iargsr and uuagnuseu at a more advanced stage in the OEJ'MH\ qroup com- Breasts. Tenderness, pain, nipple breast breast
pared with the placebo gmuil‘x isease was rare with no apparent difference two groups. cancer, . .
Other prognostic factors such as hlsnologlc sublm grade and hormone receptor slams did not dlﬂet the 3. Car ar. Deep and nous ¥ D y
groups. The use of plus to result in an oke, in blood p ssure ) e : 5
requiring further evaluation. All women should mcelm yearly breast examinations by a heallhca:s pmmder and 4. Nausea, v uamp& bloating; I of
perfarm monthly breast self-examinations. In addition, grap hould be d based sease; )

ient age, risk factors, and prior mamm 5 Skln. Ghloasma or rnelasma. m sml whan drug is erythema
3. Dementia. In the Women's Health Imnau\.:%.ﬂemn Study (WHIMS), 4,532 g ypausal mﬁmﬂ |p hair; hirsutism; pruritus, rash.
women 65 years of age and older were studied 0 were 70 1o 74 EM e and 18% were 75 or 3- EM Retinal vascular thro bosls intolerance to contact lenses. )
older. After an average follow-up of 4 years, 40 wnmen being treated with CE/MPA (1. n = 2,229) and 21 . Central nervous system. H mental chorea; nervousness; mood dis-
‘women in the placebo group (0.9%, n = 2,303) received diagnoses of e dementia. The relative risk for ; irritability; of Wr. dementia.
CE/MPA versus placebn was 2.05 (95% confidence interval 1.21 — 3.48), and was similar for women with and with- Mi o

out histories of menopausal hormaone use before WHIMS. The absolute risk of probable dementia for CEMPA ver-
sus placebo was 45 versus 22 cases per 10,000 women-years, and the absolute excess risk for CE/MPA was 23
cases per 10,000 women-years. It is unknown whether these find agﬂé‘no youngar postmenopausal women.
ﬂSee CLINICAL PHARMACOLOGY, Clinical Studies and PHE se.)
Gall blndthr disease. A 2 to 4-fold increase in the risk of gallbladder dlsaase requlrlng surgery in post-
rhed

has bee re|

{zramalcsmla in patients with breast cancer and

bone metastases. If hypem.aroemla oceurs, use ur Ihe drug shouid be stopped and appropna!a measures laken
to reduce the serum calcium level.

6. Vi abn: r.wmulluas Retinal vascular thrombosis has been reported in palients receiving estrogens.

if there is sudden partial or complete loss of vision, or a sudden

reveals or renal vascular lesions, estrogens

P en g estrog

ng
onset of pmplosl& dlpk:pla. or migrai
should be permanently discontinued,

progestin when a mmnbasnolhadahymrmvy Studiesoltha addition of a progestin
for 10 or mota day‘s afa cynle r:l' 9 or daily with regimen, have
reported a perplasia than would be mduced b)r estrogen treatment alone.

8. r in weight; reduced carbohydrate toleran wvation of porphyria;
edema, arthalgias; Iag cfamgds changes in libido; urticaria, angioedema; emanmIal:n:aclgp-E
P asthma; i

lactic reactions;
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