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臨床人體實驗
CLINICAL TRIALS

Randomized, Blinded, PlaceboRandomized, Blinded, Placebo--controlled:controlled:
NHSNHS；；HERSHERS；；WHIWHI；；WHIMSWHIMS；； prospective prospective 
cohort studycohort study
MetaMeta--analysisanalysis



臨床人體實驗
CLINICAL TRIALS

Postmenopausal Estrogen/Progestin Interventions (Postmenopausal Estrogen/Progestin Interventions (PEPIPEPI) trial ) trial 
NursesNurses’’ Health Study (Health Study (NHSNHS))
Heart and Estrogen/progentin Replacement StudyHeart and Estrogen/progentin Replacement Study ((HERSHERS) () (HERSIIHERSII) ) 19981998
Estrogen Replacement and Atherosclerosis (Estrogen Replacement and Atherosclerosis (ERAERA))
The Women’s Health, Osteoporosis, Progestin, Estrogen (Women’s HOPE) study  
2001
The National Institutes of Health    WomenThe National Institutes of Health    Women’’s Health Initiatives Health Initiative ((WHIWHI) ) 20022002 WHI1 WHI1 
E PE P 7/02  5.2y7/02  5.2y
WomenWomen’’s Health, Osteoporosis, Progestin, Estrogen (s Health, Osteoporosis, Progestin, Estrogen (HOPEHOPE) trial) trial
Multiple Outcome of Multiple Outcome of RaloxifeneRaloxifene Evaluation (Evaluation (MOREMORE) trial) trial
The National Institutes of Health    WomenThe National Institutes of Health    Women’’s Health Initiative s Health Initiative Memory StudyMemory Study
((WHIMSWHIMS) ) 20032003
Million Women Study    August 2003  The LancetMillion Women Study    August 2003  The Lancet

The National Institutes of Health    WomenThe National Institutes of Health    Women’’s Health Initiative (s Health Initiative (WHI2WHI2) ) 2004 2004 WHI2 E WHI2 E 
onlyonly, , s/ps/p H, 4/04, 6.8yH, 4/04, 6.8y







Randomized, Blinded, Placebo-controlled 
Trial Results

The Risk of CHD/CVD The Risk of CHD/CVD (Coronary Heart Disease)(Coronary Heart Disease)

The Risk of StrokeThe Risk of Stroke
The Risk of Venous The Risk of Venous ThromboembolismThromboembolism
The Risk of Breast CancerThe Risk of Breast Cancer
The Risk of The Risk of OsteoporoticOsteoporotic Fracture Fracture HipHip
The Risk of The Risk of OsteoporoticOsteoporotic Fracture Fracture VertebralVertebral



Effect on the Risk of Coronary 
Heart Disease (CAD)

WHIWHI SignificantSignificant increased riskincreased risk
RR = 1.29 (CI = 1.02 RR = 1.29 (CI = 1.02 –– 1.63)1.63)
AR = 3.70AR = 3.70%%%% versus 3.00 versus 3.00 %%%%

HERSHERS NonNon--significantsignificant decreased riskdecreased risk
RR = 0.99 (CI = 0.84 RR = 0.99 (CI = 0.84 –– 1.17); 1.17); decreased decreased 
risk by 1%risk by 1%
AR = 3.66 AR = 3.66 %%%% versus 3.68 versus 3.68 %%%%





Effect on the Risk of Breast Cancer

WHIWHI significant increased risksignificant increased risk
RR = 1.26 (CI = 1.00 RR = 1.26 (CI = 1.00 –– 1.59); 1.59); increased risk by 26%increased risk by 26%

AR = 3.AR = 3.880 0 %%%% versus 3.00 versus 3.00 %%%%

HERSHERS NonNon--significant increased risksignificant increased risk
RR = 1.27 (CI = 0.84 RR = 1.27 (CI = 0.84 –– 1.94); 1.94); increased risk by 27%increased risk by 27%

AR = 5.90 AR = 5.90 %%%% versus 4.70 versus 4.70 %%%%





Randomized, Blinded, Placebo-
controlled Trial Results

The Risk of Breast CancerThe Risk of Breast Cancer
The Risk of CHD/CVD The Risk of CHD/CVD (Coronary Heart Disease)(Coronary Heart Disease)

The Risk of StrokeThe Risk of Stroke
The Risk of Venous The Risk of Venous ThromboembolismThromboembolism
The Risk of The Risk of OsteoporoticOsteoporotic Fracture Fracture HipHip
The Risk of The Risk of OsteoporoticOsteoporotic Fracture Fracture VertebralVertebral





Effect on the Risk of 
Osteoporotic Fracture Hip

WHIWHI Significant decreased riskSignificant decreased risk
RR = 0.66 (CI = 0.45 RR = 0.66 (CI = 0.45 –– 0.98); 0.98); decreased risk by 34%decreased risk by 34%

AR = 1.00 AR = 1.00 %%%% versus 1.50 versus 1.50 %%%%

HERS HERS NonNon--significant increased risksignificant increased risk
RR = 1.61 (CI = 0.98 RR = 1.61 (CI = 0.98 –– 2.66); 2.66); increased risk by 61%increased risk by 61%

AR = 4.80 AR = 4.80 %%%% versus 3.00 versus 3.00 %%%%



Effect on the Risk of 
Osteoporotic Fracture Vertebral

WHI Significant decreased riskWHI Significant decreased risk
RR = 0.66 (CI = 0.44 RR = 0.66 (CI = 0.44 –– 0.98); 0.98); decreased risk by 34%decreased risk by 34%

AR = 0.90 AR = 0.90 %%%% versus 1.50 versus 1.50 %%%%

HERS NonHERS Non--significant decreased risksignificant decreased risk
RR = 0.87 (CI = 0.52 RR = 0.87 (CI = 0.52 –– 1.48); 1.48); decreased risk by 13%decreased risk by 13%

AR = 3.10 AR = 3.10 %%%% versus 3.50 versus 3.50 %%%%



美國婦女健康關懷研究 WHI

WHIWHI 研究女性荷爾蒙輿心臟病研究女性荷爾蒙輿心臟病, 50, 50--79, 199379, 1993--
1998, 40 1998, 40 centers, 8.5y, randomizedcenters, 8.5y, randomized

WHI1 E PWHI1 E P 7/02, 5.2y,7/02, 5.2y,↑↑乳癌乳癌

16,608(7,969/7,08)16,608(7,969/7,08)
WHI2 E onlyWHI2 E only, s/p H, 4/04, 6.8y, s/p H, 4/04, 6.8y

10,739(4,757/4,839)10,739(4,757/4,839)

Risks and Benefits of Estrogen Plus Progestin in Healthy Postmenopausal Women

Principal Results From the Women’s Health Initiative Randomized Controlled Trial
JAMA 288:321-333, 2002

Effects of Conjugated Equine Estrogen in Postmenopausal Women with Hysterectomy

JAMA 2004;291:1701-1712

The Women’s Health Initiative Randomized Controlled Trial
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Hazard Ratios From 3 Hormone Therapy Trials

Clinical Event Clinical Event HRS E+P   HRS E+P   WHI E+P  WHI E+P  WHI EWHI E

CHD eventsCHD events 0.990.99 1.291.29 0.910.91
StrokeStroke 1.231.23 1.411.41 1.391.39
Pulmonary embolism 2.79Pulmonary embolism 2.79 2.132.13 1.341.34
Breast cancerBreast cancer 1.301.30 1.261.26 0.770.77
Colon cancerColon cancer 0.690.69 0.630.63 1.081.08
Hip fractureHip fracture 1.101.10 0.660.66 0.610.61
DeathDeath 1.081.08 0.980.98 1.041.04











Relative RiskRelative Risk FactorFactor
1.11.1--2.02.0 Menarche before age 12 yearsMenarche before age 12 years

Recent and longRecent and long--term use of postmenopausal HTterm use of postmenopausal HT
High socioeconomic status High socioeconomic status 
NulliparityNulliparity
Never having nursed an infantNever having nursed an infant
First fullFirst full--term pregnancy after age 30 yearsterm pregnancy after age 30 years
Alcohol consumption  Alcohol consumption  

2.12.1--4.04.0 One firstOne first--degree relative with breast cancerdegree relative with breast cancer
BiopsyBiopsy--confirmed confirmed atypical hyperplasiaatypical hyperplasia
High bone density (postmenopausal)High bone density (postmenopausal)

> 4.0> 4.0 BRCA1BRCA1 and/or and/or BRCA2BRCA2 mutationsmutations
Increase Increase mammographicmammographic breast densitybreast density

Factors associated with an increased 
risk for breast cancer in women

Factors associated with an increased 
risk for breast cancer in women



0

50

100

150

200

250

300

350

400

450

500

0 10 20 25 30 35 40 45 50 55 60 65 70 75 80 85 Age in years

In
ci

de
nc

e 
pe

r 1
00

,0
00 Usa

Sweden

Colonbia

Japan

Taiwan

T.S Yang

Breast Cancer Age- Adjusted incidence rateBreast Cancer AgeBreast Cancer Age-- Adjusted incidence rateAdjusted incidence rate





Early Postmenopause ??

Therapeutic Window



Change continue-keep an open mind

Therapeutic Window           
Early Early PostmenopausePostmenopause ????
Low dose HTLow dose HT



HORMONE REPLACEMENT 
THERAPY REGIMENS

Standard Dose Standard Dose continuouscontinuous oral HRToral HRT

Standard Dose Standard Dose cycliccyclic oral HRToral HRT

Low Dose oral HRTLow Dose oral HRT

TransdermalTransdermal HRTHRT

IntravaginallyIntravaginally HRTHRT



Standard Dosages of Commonly Used 
Oral Estrogens

Conjugated estrogensConjugated estrogens 0.6250.625--1.25mg daily 1.25mg daily ((premellepremelle 2.5/5 cycle)2.5/5 cycle)

EthinylEthinyl EstradiolEstradiol 55--1010ug dailyug daily

PiperazinePiperazine estroneestrone sulfatesulfate 1.01.0 mg dailymg daily

MicronizedMicronized 17B17B--estradiolestradiol 0.50.5--2.0 mg daily2.0 mg daily

EstradiolEstradiol valuate valuate ((climen,divinaclimen,divina)) 11--22 mgmg

EstardiolEstardiol ((covina,sevinacovina,sevina)) 11--22 mgmg



Standard Dosages of Commonly 
Used Progestins (Oral)

MedroxyprogesteroneMedroxyprogesterone 2.52.5--5.0 mg daily, or 5.0 mg daily, or 
10mg 1210mg 12--14 days/month14 days/month

CyproteroneCyproterone acetateacetate 11 mg mg ((climenclimen))

MicronizedMicronized progesteroneprogesterone 100100--300 mg daily300 mg daily
NorethindroneNorethindrone 5mg daily5mg daily
NorethindroneNorethindrone acetate acetate NETANETA 11.25.25--5 mg daily 5 mg daily ((servina,covinaservina,covina))

NorgestrelNorgestrel 0.015 mg daily0.015 mg daily



HORMONE REPLACEMENT 
THERAPY REGIMENS

Standard Dose Standard Dose continuouscontinuous oral HRToral HRT

Standard Dose Standard Dose cycliccyclic oral HRToral HRT

Low Dose oral HRTLow Dose oral HRT

TransdermalTransdermal HRTHRT

IntravaginallyIntravaginally HRTHRT



Low Dose oral HRT of Commonly Used 
Oral Estrogens

Conjugated estrogensConjugated estrogens 0.30.3--0.45 mg daily 0.45 mg daily ((premellepremelle litelite 0.3/0.45)0.3/0.45)

EthinylEthinyl EstradiolEstradiol ugug dailydaily

PiperazinePiperazine estroneestrone sulfatesulfate mg dailymg daily

MicronizedMicronized 17B17B--estradiolestradiol mg dailymg daily

EstradiolEstradiol valuate valuate ((climen,divinaclimen,divina)) 11 mgmg

EstardiolEstardiol ((covina,sevinacovina,sevina)) 11 mgmg



Standard Dosages of Commonly 
Used Progestins (Oral)

MedroxyprogesteroneMedroxyprogesterone 1.1.2525 mg dailymg daily
((premellepremelle litelite 0.30.3/0.45) /0.45) 

CyproteroneCyproterone acetateacetate mg mg ((climenclimen))

MicronizedMicronized progesteroneprogesterone mg dailymg daily
NorethindroneNorethindrone mg dailymg daily
NorethindroneNorethindrone acetate acetate NETANETA 0.0.5 mg daily 5 mg daily ((HavinaHavina))

NorgestrelNorgestrel mg dailymg daily



Standard Dosages of Commonly 
Used parenteral Estrogens

TransdermalTransdermal estradiolestradiol 0.050.05--0.10mg patch twice0.10mg patch twice weeklyweekly

Vaginal conjugated estrogensVaginal conjugated estrogens 0.20.2--0.625mg, 20.625mg, 2--7 times per week7 times per week

Vaginal 17BVaginal 17B--estradiolestradiol 1.01.0 mg, 1mg, 1--3 times per week3 times per week
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Consensus Builds on Appropriate Use of 
Low Dose HT

All HT should be prescribed at the All HT should be prescribed at the lowest effective doselowest effective dose
and for and for the shortest durationthe shortest duration consistent with consistent with treatment treatment 
goalsgoals and risks for the and risks for the individualindividual womanwoman11

FDA Office of WomenFDA Office of Women’’s Healths Health22

North American Menopause SocietyNorth American Menopause Society33

American College of Obstetricians and American College of Obstetricians and 
GynecologistsGynecologists44



Appropriate Use of Estrogen Therapy 
/Hormone Therapy 

1. Conjugated equine estrogens Core Data Sheet.  Wyeth Pharmaceuticals Inc.
2. Conjugated equine estrogens with medroxyprogesterone acetate (MPA) Core Data Sheet.

Wyeth Pharmaceuticals Inc.

Individualized therapyIndividualized therapy based on each patientbased on each patient’’s s uniqueunique
benefit and risk profile benefit and risk profile 
Estrogens and Estrogens and progestinsprogestins should be prescribed at the should be prescribed at the 
lowest effective doseslowest effective doses1,21,2

Limit use to the Limit use to the shortest durationshortest duration consistent with treatment consistent with treatment 
goals and patient risksgoals and patient risks1,2 1,2 

Do notDo not use for the prevention of cardiovascular diseaseuse for the prevention of cardiovascular disease1,21,2

ReevaluateReevaluate periodicallyperiodically1,2 1,2 

Treatment goals and risks Treatment goals and risks change over timechange over time



New low dose products should New low dose products should 
effectively:effectively:

Relieve Relieve vasomotorvasomotor symptomssymptoms
Relieve symptoms of Relieve symptoms of vulvarvulvar and vaginal and vaginal 
atrophyatrophy
Prevent postmenopausal Prevent postmenopausal osteoporosisosteoporosis
Protect the Protect the endometriumendometrium

Criteria for Low Dose HT 

Menopause: The Journal of The North American Menopause Society  2005 Jul-Aug ;
12(4):399-404. Epub 2005 Jul 21. 



Cross-sectional survey of 2,450 women.  *P<.05 vs. premenopause; †P<.05 vs. perimenopause. 

Climacteric Complaints Related to Menstrual Status

0 25 50 75

Flushing

Night sweats

Vaginal
dryness

Painful
intercourse

Premenopause (n=526)

Perimenopause (n=1,250)

Postmenopause (n=674)

% of Women

* †

*

*
*

* †
*

* †

*

Maartens LW et al. Fam Pract. 2001;18:189-194.



What is the patient’s care?

Adverse eventsAdverse events
Cancer riskCancer risk
LongLong--term effects term effects 
Symptom controlSymptom control



2007 HT Brand Positioning

PremellePremelle LiteLite 0.3/1.50.3/1.5 is the 1is the 1stst choice in the choice in the 
treatment of menopausal treatment of menopausal symptomssymptoms and and 
osteoporosis preventionosteoporosis prevention for postfor post--menopausal menopausal 
women who want women who want amenorrhea.amenorrhea.

PremarinPremarin Vaginal CreamVaginal Cream is the is the alternativealternative
choicechoice in the treatment of vaginal in the treatment of vaginal menopausal menopausal 
symptoms for postsymptoms for post--menopausal womenmenopausal women



Women’s HOPE Study

The Women’s Health, Osteoporosis, Progestin, Estrogen 
(Women’s HOPE) study

James H. Pickar, MD, FACOG
Assistant Vice President, Clinical Research & Development 

and Director, Menopause Research Program
Wyeth Research, Collegeville, PA, USA

49



Women’s HOPE Study
Objectives

To evaluate the To evaluate the safety and efficacysafety and efficacy of of 
lower doses of CE with and without MPAlower doses of CE with and without MPA

PrimaryPrimary
Incidence of Incidence of endometrial hyperplasiaendometrial hyperplasia at year 1at year 1

SecondarySecondary
Menopausal Menopausal vasomotor symptomvasomotor symptom reliefrelief
Vaginal Maturation IndexVaginal Maturation Index changeschanges

SubstudySubstudy
Prevention of postmenopausal Prevention of postmenopausal osteoporosisosteoporosis

Source: Utian WH et al. Source: Utian WH et al. FertilFertil SterilSteril. . 2001;75:1065;75:1065--1079. 1079. 



Women’s HOPE Study
Design and Population

MethodologyMethodology
88--armarm, double, double--blind, randomized, placeboblind, randomized, placebo--/active /active --
drugdrug--controlled, multicenter trial of controlled, multicenter trial of various various 
combinations of CE and MPA combinations of CE and MPA 

Inclusion criteriaInclusion criteria
Generally healthy,Generally healthy, 4040--6565 years of age, intact years of age, intact 
uterus, within 20% ideal body weightuterus, within 20% ideal body weight
Postmenopausal (no menses within last year; Postmenopausal (no menses within last year; FSH FSH 
≥≥30 IU/L; 1730 IU/L; 17ββ--estradiol estradiol ≤≤50 pg/mL50 pg/mL))
88--weekweek prestudyprestudy washout period for prior estrogen, washout period for prior estrogen, 
progestin, or androgen therapy (12 weeks for BMD progestin, or androgen therapy (12 weeks for BMD 
substudysubstudy))

Source: Utian WH et al. Fertil Steril. 2001;75:1065-1079. 



Women’s HOPE Study
Design and Population (Cont’d)

Exclusion criteriaExclusion criteria
Known Known hypersensitivityhypersensitivity to estrogens or progestinsto estrogens or progestins
Hormonal therapyHormonal therapy within the last within the last 88 weeks weeks 
((12 weeks12 weeks for BMD for BMD substudysubstudy))
Use of concomitant Use of concomitant drugsdrugs that affect vasomotor that affect vasomotor 
symptomssymptoms

Patient evaluationPatient evaluation
Physical examPhysical exam
Endometrial biopsyEndometrial biopsy
Papanicolaou smear with Vaginal Papanicolaou smear with Vaginal Maturation IndexMaturation Index
Laboratory safety screeningLaboratory safety screening
MammogramMammogram
Daily diaryDaily diary

Source: Utian WH et al. Fertil Steril. 2001;75:1065-1079. 



Women’s HOPE Study
Treatment Groups

A doubleA double--blind, doubleblind, double--dummy design was used to administer study medication. dummy design was used to administer study medication. 
All groups received a calcium carbonate supplement (600 mg elemeAll groups received a calcium carbonate supplement (600 mg elemental calcium/d).ntal calcium/d).

Source: Utian WH et al. Fertil Steril. 2001;75:1065-1079. 

CE (mg/d)CE (mg/d)
0.6250.625
0.450.45
0.30.3

CE/MPA (mg/d)CE/MPA (mg/d)
0.625/2.5 0.625/2.5 
0.45/2.5 0.45/2.5 
0.45/0.45/1.51.5
0.3/1.50.3/1.5

ControlControl
PlaceboPlacebo



Women’s HOPE Study
Demographic Characteristics

Total (N=Total (N=2,6732,673)  )  
Mean Mean ±± SD  SD  

Age (yr)Age (yr) 53.3 53.3 ±± 4.94.9
Age at menopause (yr)Age at menopause (yr) 48.5 48.5 ±± 4.34.3
Years since menopauseYears since menopause 4.7 4.7 ±± 4.24.2
Weight (kg)Weight (kg) 65.5 65.5 ±± 8.78.7
BMI (kg/mBMI (kg/m22)) 24.4 24.4 ±± 2.82.8

No significant differencesNo significant differences between treatment groups were observed for age, age at between treatment groups were observed for age, age at 
menopause, years since menopause, height, weight, BMI, parity, omenopause, years since menopause, height, weight, BMI, parity, or ethnicity (r ethnicity (PP>.05).>.05).

Ethnic distribution: Ethnic distribution: 88% Caucasian88% Caucasian, 6% African American, 5% Hispanic,  <1% , 6% African American, 5% Hispanic,  <1% Asian, <1%Asian, <1%
Native American, and <1% Arabic.Native American, and <1% Arabic.

Source: Utian WH et al. Fertil Steril. 2001;75:1065-1079. 



Vasomotor Symptoms Associated with 
Menopause and 

Women’s HOPE Study Results

Women’s HOPE Study
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Data are adjusted for baseline.Data are adjusted for baseline.
*Efficacy of *Efficacy of evaluableevaluable population.population.
†DifferenceDifference from placebo was significant (from placebo was significant (P<.05) from <.05) from weeks 2weeks 2--1212. . 
‡‡DifferenceDifference from placebo was significant (from placebo was significant (P<.05) from <.05) from weeks 3weeks 3--1212..
Source: Utian WH et al. Source: Utian WH et al. FertilFertil SterilSteril. 2001;75:1065. 2001;75:1065--1079.1079.

CECE CE/MPACE/MPA

Women’s HOPE Study
Frequency of Hot Flashes*

(n=27)
(n=32)
(n=30)
(n=28)

(n=34)
(n=28)
(n=29)
(n=33)
(n=28)
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Women’s HOPE Study
Severity of Hot Flashes*

CECE CE/MPACE/MPA
(n=27)
(n=32)
(n=30)
(n=28)

(n=34)
(n=28)
(n=29)
(n=33)
(n=28)

Data are adjusted for baseline.  Hot flush severity: 1 = mild, 2Data are adjusted for baseline.  Hot flush severity: 1 = mild, 2 = moderate, 3 = severe.= moderate, 3 = severe.
*Efficacy of *Efficacy of evaluableevaluable population.population.
†Difference from placebo was significant (Difference from placebo was significant (P<.05) from <.05) from weeks 2weeks 2--1212. . 
‡‡Difference from placebo was significant (Difference from placebo was significant (P<.05) from <.05) from weeks 3weeks 3--1212..

Source: Utian WH et al. Fertil Steril. 2001;75:1065-107.



Women’s HOPE Study
Vasomotor Summary

The frequency and severity of vasomotor The frequency and severity of vasomotor 
symptoms were significantly reduced by the symptoms were significantly reduced by the 
end of end of week 2week 2 for all active treatments for all active treatments 
compared to placebocompared to placebo
CE/MPA CE/MPA 0.45 mg/1.5 mg0.45 mg/1.5 mg obtained vasomotor obtained vasomotor 
symptom relief comparable to that seen with symptom relief comparable to that seen with 
CE 0.625 mg/MPA 2.5 mgCE 0.625 mg/MPA 2.5 mg
Both low doses of CE alone (0.45 mg and 0.3 Both low doses of CE alone (0.45 mg and 0.3 
mg) significantlymg) significantly reduced vasomotor symptoms reduced vasomotor symptoms 
compared to placebocompared to placebo

Source: Utian WH et al. Fertil Steril. 2001;75:1065-1079. 
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Source: Utian WH et al. Fertil Steril. 2001;75:1065-1079.
Data on file: Wyeth Pharmaceuticals Inc.
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**PP <.05 vs. baseline and placebo for all treatment groups<.05 vs. baseline and placebo for all treatment groups
††P P <.05 vs. CE 0.45, 0.3, CE/MPA 0.625/2.5<.05 vs. CE 0.45, 0.3, CE/MPA 0.625/2.5
‡‡P P <.05 vs. CE/MPA 0.3/1.5<.05 vs. CE/MPA 0.3/1.5



Women’s HOPE Study
VMI* Summary

All All CE and CE/MPA regimens, CE and CE/MPA regimens, 
including lower doses, including lower doses, 

significantly improved the significantly improved the 
Vaginal Maturation Index Vaginal Maturation Index 

(VMI), (VMI), a marker for vaginal a marker for vaginal 
estrogenizationestrogenization..

Source: Utian WH et al. Fertil Steril. 2001;75:1065-1079.

*VMI reported as proportion of vaginal superficial cells relative to the number of parabasal  
and intermediate cells in a lateral vaginal wall smear.



Prevention of Postmenopausal 
Osteoporosis

Women’s HOPE Study



Women’s HOPE Study
Bone Mineral Density (BMD) Study Design

Utilizes a Utilizes a subpopulationsubpopulation of the Womenof the Women’’s s 
HOPE Study to evaluate the effects of HOPE Study to evaluate the effects of 
various doses of CE alone and CE/MPA on various doses of CE alone and CE/MPA on 
the skeletonthe skeleton
Demographically similar to the WomenDemographically similar to the Women’’s s 
HOPE Study overall population, but HOPE Study overall population, but within 4 within 4 
years of menopauseyears of menopause
Analysis includes Analysis includes 695695 postmenopausal postmenopausal 
women in the Womenwomen in the Women’’s HOPE Study at sites s HOPE Study at sites 
with expertise in Dual Energy Xwith expertise in Dual Energy X--Ray Ray 
AbsorptiometryAbsorptiometry

Source: Lindsay R et al. JAMA. 2002;287:2668Source: Lindsay R et al. JAMA. 2002;287:2668--2676.2676.



Women’s HOPE Study: Spine BMD*

-4

-3

-2

-1

0

1

2

3

4

Baseline 6 mo 12 mo 18 mo 24 mo

CE 0.625/MPA 2.5 mg/d  (n=81)
CE 0.45/MPA 2.5 mg/d (n=87)
CE 0.45/MPA 1.5 mg/d  (n=89)
CE 0.3/MPA 1.5 mg/d (n=91)
Placebo  (n=85)

-4

-3

-2

-1

0

1

2

3

4

Baseline 6 mo 12 mo 18 mo 24 mo

M
ea

n 
%

 C
ha

ng
e 

fr
om

 B
as

el
in

e

CE 0.625 mg/d  (n=84)
CE 0.45 mg/d  (n=91)
CE 0.3 mg/d  (n=87)
Placebo  (n=85)

** Modified intentModified intent--toto--treat populationtreat population
Changes were statistically different (Changes were statistically different (PP<.05) from<.05) from baseline and placebo forbaseline and placebo for allall active treatment active treatment 
groups at groups at all time pointsall time points. . 

Source: Lindsay R et al. JAMA. 2002;287:2668-2676.

CECE CE/MPACE/MPA



Women’s HOPE Study: Total Hip BMD*
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CE 0.625 mg/d  (n=84)
CE 0.45 mg/d  (n=91)
CE 0.3 mg/d  (n=87)
Placebo (n=85)

** Modified intentModified intent--toto--treat populationtreat population
Changes were statistically different (Changes were statistically different (P<.05) from <.05) from baselinebaseline for all active treatment groups at all time points.  for all active treatment groups at all time points.  
Changes were statistically different (Changes were statistically different (P<.05) from <.05) from placeboplacebo for all active treatment groups by 1 year.for all active treatment groups by 1 year.

Source: Lindsay R et al. JAMA. 2002;287:2668-2676.

CECE CE/MPACE/MPA



Women’s HOPE Study:
Osteoporosis Summary 

All doses of CE and CE/MPA All doses of CE and CE/MPA 
demonstrated a statistically significant demonstrated a statistically significant 
improvement in BMD relative to placebo improvement in BMD relative to placebo 
and baseline at and baseline at 24 months24 months

Lower doses of CE or CE/MPALower doses of CE or CE/MPA
effectively reduce bone loss in effectively reduce bone loss in early early 
postmenopausal womenpostmenopausal women

Source: Lindsay R et al. JAMA. 2002;287:2668-2676.



Safety and Tolerability of Low Dose 
Hormone Therapy

Low Dose HT-荷爾蒙治療的新趨勢
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Women’s HOPE Study 
Endometrial Hyperplasia Rates (1 Year)

Source: Pickar JH et al. Fertil Steril. 2001;76:25-31. 
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Women’s HOPE Substudy 
Hyperplasia Rates at Year 2: Consensus of 

2 Pathologists (n = 518*)
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[0.39-11.00] [0.00-4.80]
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Placebo

*An evaluable patient for consensus hyperplasia at cycle 26 had a prestudy endometrial biopsy, 
had taken at least 1 dose of study medication, and had a biopsy performed during cycles 25 
to 27, or had a diagnosis of hyperplasia by that pathologist at any time during the 2-year study.



Women’s HOPE Study
Cumulative Amenorrhea Rates*: CE/MPA
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*Amenorrhea defined as absence of any vaginal bleeding;  Cumulative rates of amenorrhea were defined as the 
proportion of women who experienced consecutive cycles of amenorrhea for a given period of time.

†P <.05 vs 0.625/2.5 for cycles 1-13, 7-13, and 13.

Source: Archer DF et al. Fertil Steril. 2001;75:1080-1087.

†

†
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(n=204)
(n=208)
(n=195)
(n=199)
(n=173)

Efficacy of evaluable population



Women’s HOPE Study
Most Commonly Reported Adverse Events

(>5%) That Were Greater Than Placebo

Source: Data on File, Wyeth Pharmaceuticals Inc.

• CE/MPA 0.45 mg/1.5 mg and CE/MPA 0.625 mg/2.5 mg:
• Mastalgia
• Vaginal bleeding
• Vaginal moniliasis
• Vaginitis

• CE/MPA 0.3 mg/1.5 mg 
• No difference compared to placebo

• Leg cramps
• Dysmenorrhea
• Breast enlargement
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Women’s HOPE Study
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CE mg/dCE mg/d CE/MPA mg/dCE/MPA mg/d

Source: Utian WH et al. Obstet Gynecol. 2002;99:57S.
Data on file, Wyeth Pharmaceuticals Inc.

0.3/1.50.3/1.5
((n=213)n=213)

*Significant increase from baseline for all treatment groups, including placebo.



Women's HOPE Study
Safety and Tolerability Summary

Lower doses of CE and MPA produced Lower doses of CE and MPA produced higher rateshigher rates of of amenorrheaamenorrhea
compared to 0.625 CE/2.5 MPA, especially during earlier cycles ocompared to 0.625 CE/2.5 MPA, especially during earlier cycles of f 
therapy therapy 
Improved amenorrhea rates with lower doses of HT may aid in Improved amenorrhea rates with lower doses of HT may aid in 
counseling when initiating therapy and counseling when initiating therapy and reduce discontinuationsreduce discontinuations due due 
to bleedingto bleeding
All regimens of All regimens of CE and MPACE and MPA resulted in resulted in <1% incidence<1% incidence of of 
endometrial hyperplasiaendometrial hyperplasia
Lower dose regimens of Lower dose regimens of CE and MPACE and MPA provide endometrial safety provide endometrial safety 
comparable to conventional dose therapycomparable to conventional dose therapy
In a clinical trial, the most commonly reported adverse events In a clinical trial, the most commonly reported adverse events 
((>>5%) that were significantly different from placebo for 0.45 CE/15%) that were significantly different from placebo for 0.45 CE/1.5 .5 
MPA and 0.625 CE/2.5 MPA were MPA and 0.625 CE/2.5 MPA were mastalgiamastalgia, vaginal bleeding, , vaginal bleeding, 
vaginal vaginal moniliasismoniliasis, leg cramps, , leg cramps, dysmenorrheadysmenorrhea, breast , breast 
enlargement, and enlargement, and vaginitisvaginitis













NAMS 2007 Position Statement
on Vaginal ET for Vaginal Atrophy

The North American Menopause Society. The North American Menopause Society. 
The role of local vaginal estrogen for treatment of
vaginal atrophy in postmenopausal women: 2007 2007 

position statement of The North American position statement of The North American 
Menopause Society. Menopause Society. Menopause Menopause 2007. 2007. 

Copyright 2007



Vaginal Atrophy Management: 
Therapeutic Goals

Relieve symptomsRelieve symptoms
Reverse atrophic anatomic changes Reverse atrophic anatomic changes 

Copyright 2007

NAMS position statement. Menopause 2007. 



Cross-sectional survey of 2,450 women.  *P<.05 vs. premenopause; †P<.05 vs. perimenopause. 

Climacteric Complaints Related to Menstrual Status
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Maartens LW et al. Fam Pract. 2001;18:189-194.



Nonhormonal vaginal Nonhormonal vaginal lubricantslubricants and and 
moisturizers are firstmoisturizers are first--line therapyline therapy
Prescription estrogen therapy (ET) may Prescription estrogen therapy (ET) may 
be required for be required for symptomatic vaginal symptomatic vaginal 
atrophy that does not respond to atrophy that does not respond to 
nonhormonal optionsnonhormonal options

Copyright 2007

NAMS position statement. Menopause 2007. 

Vaginal Atrophy Management: 
Treatment Options



LowLow--dose, local, prescription vaginal ET:dose, local, prescription vaginal ET:
is effective and well tolerated for is effective and well tolerated for 
treating treating vaginal atrophyvaginal atrophy
has has limited systemic absorptionlimited systemic absorption

Evidence is from RCTs, albeit limitedEvidence is from RCTs, albeit limited

Copyright 2007

NAMS position statement. Menopause 2007. 

Vaginal Atrophy Management: 
Vaginal Estrogen Therapy (ET)



LowLow--dose, local, prescription vaginal ET products dose, local, prescription vaginal ET products 
FDAFDA--approved for treating vaginal atrophy include:approved for treating vaginal atrophy include:

estradiol vaginal estradiol vaginal creamcream (Estrace Vaginal Cream)(Estrace Vaginal Cream)
CE vaginal CE vaginal creamcream ((Premarin Vaginal CreamPremarin Vaginal Cream))
estradiol vaginal estradiol vaginal ringring (Estring) (Estring) 
estradiol hemihydrate vaginal estradiol hemihydrate vaginal tablettablet (Vagifem)(Vagifem)

All are equally effective at doses recommended All are equally effective at doses recommended 
in labeling in labeling 
Choice depends on clinical experience and patient Choice depends on clinical experience and patient 
preferencepreference

Copyright 2007NAMS position statement. Menopause 2007. 

Choosing Vaginal ET



Standard Dosages of Commonly 
Used parenteral Estrogens

TransdermalTransdermal estradiolestradiol 0.050.05--0.10mg patch twice0.10mg patch twice weeklyweekly

Vaginal conjugated estrogensVaginal conjugated estrogens 0.20.2--0.625mg, 20.625mg, 2--7 times per week7 times per week

Vaginal 17BVaginal 17B--estradiolestradiol 1.01.0 mg, 1mg, 1--3 times per week3 times per week



When lowWhen low--dose, local, vaginal ET is dose, local, vaginal ET is 
used, used, concomitant progestogen is concomitant progestogen is 
generally generally notnot indicated indicated 

Copyright 2007

NAMS position statement. Menopause 2007. 

Need for Progestogen



There are There are insufficient datainsufficient data to recommend to recommend annual annual 
endometrial surveillanceendometrial surveillance in asymptomatic women using in asymptomatic women using 
lowlow--dose, local vaginal ETdose, local vaginal ET
Closer surveillance may be required if a woman is:Closer surveillance may be required if a woman is:

at at high riskhigh risk for endometrial cancerfor endometrial cancer
using a using a greatergreater dose of vaginal ETdose of vaginal ET
having having symptoms such as spotting, symptoms such as spotting, 
breakthrough bleedingbreakthrough bleeding

Copyright 2007

NAMS position statement. Menopause 2007. 

Need for endometrial surveillance



Vaginal ET should be Vaginal ET should be continued as continued as 
long aslong as distressful symptoms remaindistressful symptoms remain

Copyright 2007NAMS position statement. Menopause 2007. 

Length of Therapy



For women treated for For women treated for nonnon--hormonehormone--
dependent cancerdependent cancer, management is , management is 
similarsimilar to that for women without a to that for women without a 
cancer history cancer history 
For women with a history of hormoneFor women with a history of hormone--
dependent cancer, management dependent cancer, management 
recommendations are dependent upon recommendations are dependent upon 
each womaneach woman’’s preference in s preference in 
consultation with her consultation with her oncologistoncologist

Copyright 2007NAMS position statement. Menopause 2007. 

Vaginal atrophy in cancer patients



Thank You for Your Attention
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