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婦女有更年期症狀的平均年數婦女有更年期症狀的平均年數

沒有症狀或有
症狀但不超過一年 18%

5年以上 26%

1-5年 56%

參考資料：Mckinlay and Jetterys Br J. 
Prov 800 Med 1974:28:108-115



For over half a century For over half a century 
hormonal replacement hormonal replacement 
therapy (HRT) has been therapy (HRT) has been 
accepted as the standard of accepted as the standard of 
care for postmenopausal care for postmenopausal 
symptoms and many other symptoms and many other 
illnesses associated with and illnesses associated with and 
following the menopause. following the menopause. 

Despite decades of Despite decades of 
accumulated observational accumulated observational 
evidence, the balance of evidence, the balance of 
risks and benefits for risks and benefits for 
hormone use in healthy hormone use in healthy 
postmenopausal women postmenopausal women 
remains uncertain.remains uncertain.



Increase in bone density

Relief of vasomotor 
symptoms

BENEFITSBENEFITS

Cognitive decline of 
dementia

Primary prevention of 
CHD

UNCERTAIN UNCERTAIN 
IMPACTIMPACT

Early increase in CV 
events in women with CHD

Breast cancer

Gallbladder disease

Venous thromboembolism

Endometrial cancer

RISKSRISKS

Risk & Benefits of DRT in Postmenopausal Women



Prevention of osteoporosisPrevention of osteoporosis
Release vasomotor symptoms Release vasomotor symptoms 
Protection against cardiovascular Protection against cardiovascular 
diseasedisease
Prevention of colorectal cancer Prevention of colorectal cancer 
Slowing of the progress of Slowing of the progress of 
Alzheimer's disease Alzheimer's disease 
Increase the risk of breast cancerIncrease the risk of breast cancer

Benefits associated with therapy far outweigh Benefits associated with therapy far outweigh 
any slight increase in breast cancer risk. any slight increase in breast cancer risk. 

Current perspectives on benefits 
and risks of hormone 
replacement therapy--- Review
[The Hormone Continuum: Accrual of 
Women's Health Benefits]
Volume 185(2) Supplement
August 2001
pp. S13-S23



Risks and Benefits of Estrogen Plus Risks and Benefits of Estrogen Plus 
Progestin in Healthy Postmenopausal Progestin in Healthy Postmenopausal 

Women: Principle Results from the Women: Principle Results from the 
WomenWomen’’s Health Initiative (WHI)s Health Initiative (WHI)

Randomized Controlled TrialRandomized Controlled Trial

JAMA Volume 288(3), P321JAMA Volume 288(3), P321--333, 333, 
17 July 200217 July 2002







Hormone Replacement Therapy
(HRT)(HRT)
ReevaluationReevaluation

?



解讀
Women’s Health 
Initiative Study 

研究方法

解讀解讀
WomenWomen’’s Health s Health 
Initiative Study Initiative Study 

研究方法研究方法



The Women's Health Initiative  is a large and The Women's Health Initiative  is a large and 
complex clinical investigation of strategies for complex clinical investigation of strategies for 
the prevention and control of some of the the prevention and control of some of the 
most common causes of morbidity and most common causes of morbidity and 
mortality among mortality among postmenopausal womenpostmenopausal women, , 
including including cancer, cardiovascular disease, and cancer, cardiovascular disease, and 
osteoporotic fracturesosteoporotic fractures. . WHIWHI

Clinical trialClinical trial
Hormone replacement therapyHormone replacement therapy
Calcium & vitamin D supplementationCalcium & vitamin D supplementation
LowLow--fat eating patternfat eating pattern

Observation studyObservation study



Main Outcomes MeasuresMain Outcomes Measures

Primary adverse outcomePrimary adverse outcome
Prevention of coronary Prevention of coronary 
heart disease ( CHD ) heart disease ( CHD ) 
Invasive breast cancerInvasive breast cancer

Global indexGlobal index
Summarizing the Summarizing the 
balance of risks and balance of risks and 
benefitsbenefits

CHDCHD
Breast cancerBreast cancer
StrokeStroke
Pulmonary embolismPulmonary embolism
Endometrial cancerEndometrial cancer
Colorectal cancerColorectal cancer
Hip fractureHip fracture
Death to other causeDeath to other cause



Figure 1. Profile of the Estrogen Plus Progestin Component of the Women's Health Initiative

Status on April 30, 2002
7968 Alive & Outcomes Data 

Submitted in Last 18 Months
307   Unknown Vital Status
231   Deceased

Status on April 30, 2002
7608 Alive & Outcomes Data 

Submitted in Last 18 Months
276   Unknown Vital Status
218   Deceased

18845 Provided Consent & 
Reported No Hysterectomy

16608 Randomized

8506 Assigned to Received 
Estrogen + Progestin

8102 Assigned to 
Receive Placebo

373092 Women Initiated Screening

Planned duration, 8.5 years
Aged 50-79 years

conjugated estrogens, 0.625 mg/d
medroxyprogesterone acetate, 2.5 mg/d

1997-2005



Data Safety Monitoring Board 
(DSMB)

Breast cancer
CHD
Stroke
Pulmonary embolism

outweigh

Risks

Early stopping of the estrogen plus progestin 
component of the trial ( 5.2 years )

Hip  fracture
Colorectal cancer

Benefits

The estrogen-alone portion of the study was not terminated because there is 
no evidence that the risks of ERT exceed its benefits.



解讀
Women’s Health 
Initiative Study

結果

解讀解讀
WomenWomen’’s Health s Health 
Initiative StudyInitiative Study

結果結果



Baseline Characteristics of the Women's Health Baseline Characteristics of the Women's Health 
Initiative Estrogen Plus Progestin Trial Participants Initiative Estrogen Plus Progestin Trial Participants 



Baseline Characteristics of the Women's Health Baseline Characteristics of the Women's Health 
Initiative Estrogen Plus Progestin Trial ParticipantsInitiative Estrogen Plus Progestin Trial Participants



Baseline Characteristics of the Women's Health Baseline Characteristics of the Women's Health 
Initiative Estrogen Plus Progestin Trial ParticipantsInitiative Estrogen Plus Progestin Trial Participants



0.92166165Death due to Other 
Causes

0.666244Hip fracture

0.832522Endometrial Cancer

0.636745Colorectal Cancer

1.26124166Breast Cancer

2.133170Pulmonary Embolism

1.4185127Stroke

1.29122164Coronary Heart Disease 
(CHD)

61.262.2Follow-Up Time, Mean 
(SD), Mo

Hazard RatioHazard Ratio
( HR )( HR )

PlaceboPlacebo
(n=8102)(n=8102)

Estrogen+ProgestinEstrogen+Progestin
(n=8506)(n=8506)

OutcomesOutcomes

Clinical Outcomes by Randomization Assignment



Hazard Ratio for Composite OutcomesHazard Ratio for Composite Outcomes

1.15623751Global Index

0.98218231Total Mortality

0.76788650Combined 
Fracture

1.03458502Total Cancer

1.22546694Total 
Cardiovascular 

Diseases

Hazard RatioHazard Ratio
( HR )( HR )

PlaceboPlacebo
(n=8102)(n=8102)

Estrogen+ProgestinEstrogen+Progestin
(n=8506)(n=8506)

OutcomesOutcomes



6                -15 Endometrial Cancer 

15              -510 Hip Fractures 

16              -610 Colorectal Cancer 

8                 816Pulmonary Embolism

30               838 Breast Cancer 

21               829 Strokes 

30               737 CHD 

PlaceboE+PDisease

Disease Rates for Women on Estrogen Plus Progestin (E+P) or Placebo

Prempro Side Effects:

19Absolute Excess Risk in the 
Global Index

Absolute Risks per 10,000 Women/year 
Attributable to Estrogen Plus Progestin



停經後婦女接受一年停經後婦女接受一年HRTHRT
後血脂測量值的平均變化後血脂測量值的平均變化

參考資料：Barnes RB et al. Obstet Gynecol 66:216,1985.
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膽固醇變化膽固醇變化::
低密度膽固醇低密度膽固醇(LDL)(LDL)

--12.7 %12.7 %
高密度膽固醇高密度膽固醇 (HDL)(HDL)

+7.3 %+7.3 %
三酸甘油脂三酸甘油脂(TG)(TG)

+6.9 %+6.9 %



Cumulative Hazards for Select Clinical Outcomes

Diverging between 1 
and 2 years after 

randomization, and 
this difference persists 
beyond the fifth year 

Separating soon after 
randomization and 
showing continuing 

adverse effects 
throughout the 

observation period 

The difference began 
to develop soon after 
randomization. These 
curves provide little 

evidence of 
convergence through 6 

years of follow-up 



Cumulative Hazards for Select Clinical Outcomes

The cumulative 
hazard functions are 
comparable through 
the first 4 years, at 

which point the curve 
for estrogen plus 

progestin begins to 
rise more rapidly than 

that for placebo  

Benefit begins at 3 
years 

Increasing 
cumulative benefit 

over time 



Causes of Death by Randomization Assignment



Cumulative Hazards for Global Index and Death

A gradual increase in adverse 
effects compared with benefits 

for estrogen plus progestin 
through year 5

Total mortality rates are 
indistinguishable between 

estrogen plus progestin and 
placebo. 



COMMENTSCOMMENTS



115566每一萬名
婦女中所
增加的
絕對效益

8887每一萬名
婦女中所
增加的
絕對風險

0.830.830.660.660.630.632.132.131.261.261.411.411.291.29相對風險
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癌

髖部
骨折

直腸
癌

肺栓
塞

乳癌中風冠狀
動脈
疾病
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此研究是以相對危險性
(relative Risk) 報告， 但
是當應用於臨床時應轉換
為絕對危險性 (absolute 
risk)， 而對個別婦女而
言，絕對危險性仍是相當
低。



CARDIOVASCULAR 
DISEASES







We do not recommend starting this 
treatment for the purpose of 
secondary prevention of CHD.

JAMA, 280(7), 19 August 1998, P605-613

The treatment  group did not reduce
the overall rate of CHD events in 
postmenopausal women with 
established coronary disease.

The treatment did increase the rate of 
thromboembolic events and 
gallbladder disease.

Randomized Trial of Estrogen Plus Progestin for 
Secondary Prevention of Coronary Heart Disease



Postmenopausal women 
(n=2763)

Healthy: 2614 
Stroke ( above 1 ): 149 
2763 women were 
randomly assigned to take 
conjugated estrogen plus 
progestin or placebo.

The results provide the 
HRT was not protective 
against  stroke in the 
cohort of postmenopausal 
women with CHD.

Postmenopausal Hormone Therapy Postmenopausal Hormone Therapy 
and Risk of Stroke (HERS) and Risk of Stroke (HERS) 

Circulation, 2001, 103(5), P.638-642 

1.00.5 1.5

Relative Risk

nonfatal stroke

fatal stroke

transient ischemic attack

1.18

1.61

0.90

1.09 Any stroke & TIA



American Journal of Obstetrics and Gynecology
185(2) Supplement, August 2000, pp S13-S23 

Relative risk of Venous Thromboembolism 
According to Duration of ERT/HRT Use

Venous thromboembolism Venous thromboembolism 
is increased approximately is increased approximately 
33--fold to 4fold to 4--foldfold among among 
current users of ERT/HRT.current users of ERT/HRT.
The increase in risk is The increase in risk is 
greatest during greatest during the first year the first year 
of ERT/HRT useof ERT/HRT use and and 
decreases with longer use. decreases with longer use. 



HRT and Progression of Intima-
Media Thickness in Carotid artery

With the estrogen replacement for atherosclerosis 
trial, the treatment group did not inhibit progression 
of atherosclerosis.

Arteriosclerosis Thromb Vasc Biol. 2001;21:262–268 



BREAST CNACER



Clinical Questions Regarding Breast Cancer Clinical Questions Regarding Breast Cancer 
and Hormone Replacement and Hormone Replacement 

Does HRT alter breast 
cancer incidence and type 
(noninvasive or invasive)? 

What is the effect of 
progestin-containing 
regimens? 

Does a positive family 
history alter the effect of 
HRT on risk? 

What is the survival rate of 
women with HRT-associated 
breast cancer? 





Summary of Hormonal Action on Breast CellsSummary of Hormonal Action on Breast Cells

Estrogen Progesterone

Stimulate ductal growth
Proliferative effect

Highest during follicular phase
Increase estrogen and 

progesterone receptors
Increased growth factor 

production

Stimulates alveolar growth
Both proliferative and anti-

proliferative effects
Highest during luteal phase
Decreased estrogen and 

progesterone receptors
Induce differentiationmyc

ras
fos



Type of Hormone Currently Used by Postmenopausal 
Women and Relative Risk of Breast Cancer 

JAMA. 2000;283:485-91 
Lancet. 1997;350:1047-1059

Per annual increase in breast cancerPer annual increase in breast cancer
Estrogen alone: 1.7%Estrogen alone: 1.7%
Estrogen plus all progestin: 5.4% Estrogen plus all progestin: 5.4% 

Estrogen with Estrogen with cyclic progestincyclic progestin: 7.6%: 7.6%
Estrogen with Estrogen with continuous progestincontinuous progestin: 1.8%: 1.8%



Relative risk of breast cancer
Average ( have used): 1.14

HRT for 5 years or longer: 1.35

No increased risk with HRT use 
for 4 years or less

Average risk : 2.3%/year

Delaying menopause:
Increases by a factor : 1.028 
2.8%/year

Five or more years after 
cessation of HRT use

No significant excess of breast 
cancer

Lancet. 1997;350:1047-1059



12/100057/1000Used 15 years
6/100051/1000Used 10 years
2/100047/1000Used 5 years

--45/1000Never

Extra Breast 
Cancers

Breast Cancers 
Diagnosed During 20 

Years Between the 
Ages of 50-70 Years

Time on HRT

Lancet. 1997;350:1047-1059

Breast Cancer and Hormone Replacement Therapy: Results 
From the Reanalysis of Epidemiologic Studies by The 

Collaborative Group On Hormonal Factors in Breast Cancer



Incidence and Relative Risk of Breast Cancer According to Age and the 
Duration of Current Postmenopausal Hormone Therapy

New England Journal of Medicine
1995;332:1589–1593. 



The Impact of HRT on Breast Cancer Risk in The Impact of HRT on Breast Cancer Risk in 
Women with a Positive Family History Women with a Positive Family History 

For the breast cancer For the breast cancer 
risk in women with a risk in women with a 
positive family positive family 
historyhistory

A positive family A positive family 
history history did notdid not
increaseincrease the risk of the risk of 
breast cancer among breast cancer among 
HRT users.             HRT users.             
( ( JAMA 1999; 281:2091JAMA 1999; 281:2091--7 7 ))



Hormone replacement therapy Hormone replacement therapy 
and Histology of Breast cancerand Histology of Breast cancer

Women using ERT/HRT Women using ERT/HRT 
who develop breast cancer who develop breast cancer 
are more likely to have are more likely to have 
localized diseaselocalized disease rather than rather than 
to have disease that has to have disease that has 
spread to the axillary nodes.spread to the axillary nodes.
The lobular histological The lobular histological 
type accounts for 5% to type accounts for 5% to 
10% of all breast cancer 10% of all breast cancer 
cases and the cases and the ductal typeductal type
accounts for 80% to 85% of accounts for 80% to 85% of 
cases.     cases.     ((JAMA 1999; 281:2091JAMA 1999; 281:2091--77))



每
十
萬
婦
女
人
口
發
生
率

資料來源：衛生署統計報告

1997台灣女性癌症年齡別發生率



衛生署癌症登記年報及美國國家
癌症研究院的統計數字顯示，國
內乳癌發生率每十萬人為三十一
點四八人，美國乳癌發生率每十
萬人為一三九點一三人，比台灣
高出3到4倍。

美國婦女乳癌的發生在五十歲以
後明顯增加，六十到六十五歲為
發生高峰，台灣婦女的發生高峰
則在四十八歲。

針對美國婦女更年期荷爾
蒙替代療法的研究結論未
必適用於台灣婦女。

發生率（每10萬人）31.48
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OSTEOPOROSIS



Estimated Female DeathsEstimated Female Deaths

New Mortality

Cases/year Cases No. Per 100,000

Endometrial 
cancer

3700 2,900 2.6

Osteoporotic 
fracture

700,000 30,000 27.2

Breast cancer 119,000 38,400 34.8

Lung cancer 46,000 38,600 35.0



參考資料：Christiansen C et al. Lancet 1981:1:459

荷爾蒙補充療法能預防骨質的流失荷爾蒙補充療法能預防骨質的流失



Effects of Delay of Effects of Delay of 
ERT Treatment on Bone LossERT Treatment on Bone Loss

Clin Obstet Gynecol,  1987; 30: 847.Clin Obstet Gynecol,  1987; 30: 847.
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Preventive Effect of 
ERT/HRT on Hip Fracture

Adapted from Gallagher. In: Marcus et al, Eds. Osteoporosis, Adapted from Gallagher. In: Marcus et al, Eds. Osteoporosis, 
San Diego, CA: Academic Press;1996:Chap 63.San Diego, CA: Academic Press;1996:Chap 63.

0.20.2 0.40.4 0.60.6 0.80.8 1.01.0 1.21.2

Weiss, 1980Weiss, 1980
Johnson, 1981Johnson, 1981
PaganiniPaganini--Hill, 1981Hill, 1981
Kiel, 1987Kiel, 1987
Naessen, 1990Naessen, 1990

Weiss, 1980Weiss, 1980
Kiel, 1987Kiel, 1987
Cauley, 1995Cauley, 1995

Ever Users RR 0Ever Users RR 0--6161
Current Users RR 0Current Users RR 0--4545

Relative RiskRelative Risk



Daily Estrogen Dose Reported to Arrest Bone Loss



Doses of less than 0.625 mg/day 
of conjugated estrogen were not
able to halt bone loss. Doses of 
1.25 mg/day had not increased 

benefit over those of 0.625 
mg/day.







Although estrogen prevents the Although estrogen prevents the 
bone loss associated with the bone loss associated with the 
menopause and actually menopause and actually 
increases the bone mineral increases the bone mineral 
density, there is no large scale, density, there is no large scale, 
prospective, placeboprospective, placebo--controlled controlled 
study to demonstrate that study to demonstrate that 
estrogen reduces the fracture estrogen reduces the fracture 
risk.risk.
Observational and retrospective Observational and retrospective 
studies are open to a number of studies are open to a number of 
biases. biases. 





CONCLUSIONSCONCLUSIONS



Limitations of WHI StudyLimitations of WHI Study
This trial tested only 1 drug 
regimen, CEE, 0.625 mg/d, 
plus MPA, 2.5 mg/d, in 
postmenopausal women with 
an intact uterus.
This trial could not distinguish 
the effects of estrogen from 
those of progestin. 
The relatively high rates of 
discontinuation.
The trial was stopped early 
decreases the precision.
The trial did not address the 
short-term risks and benefits of 
hormones given for the 
treatment of menopausal 
symptoms.



Regional ImpactRegional Impact

Women in the United States 
have a higher incidence of 
breast cancer than in Asia. 
The incidence of breast 
cancer in the Asian countries 
is approximately 1/3 to 1/6 of 
that in the US. 

According to statistics, Asian 
women develop breast 
cancer at the average age of 
48 or younger which is 
different from the average 
age of 63.



Regional ImpactRegional Impact

The incidence of 
cardiovascular events (CHD 
and deep vein thrombosis) in 
Asian women is lower than in 
American women. 

According to the WHO data, 
the incidence of CHD is 0.1 % 
in Asia, compared to 0.3 to 
0.4% in the US. Lifestyle and 
diet also play an important 
role as well as physical 
activities.



Regional ImpactRegional Impact

Obesity is a risk factor 
for heart disease and 
breast cancer.

The effect of body 
mass index is important 
in determining risk. The 
BMI is much lower in 
the Asian population.



治療性荷爾蒙無可取代

預防性荷爾蒙才是爭議的焦點



How HRT Will Be How HRT Will Be 
Approached in the FutureApproached in the Future

The combined post-
menopausal hormones 
should not be initiated or 
continued for the primary 
or secondary prevention 
of CHD.
The risk of breast cancer 
is not significantly 
increased through the 
first 4 years.



How HRT Will Be How HRT Will Be 
Approached in the FutureApproached in the Future

HRT increases the 
risk of venous 
thromboembolism.

HRT can increase 
the bone mineral 
density and 
prevent fracture, 
but there are 
alternatives.



How HRT Will Be How HRT Will Be 
Approached in the FutureApproached in the Future

Short-term use of 
HRT for post-
menopausal 
symptoms should 
be advised.

For women with For women with 
hysterectomy, hysterectomy, 
estrogenestrogen--alone alone 
therapy can be therapy can be 
continued.continued.






