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The American College of Obstetricians and Gynecologists supports the value of this clinical document as an 

educational tool, June 2017. The British Menopause Society supports this Position Statement. 





FDA-approved indications 
for hormone therapy 

 First-line therapy for relief of vasomotor symptoms in 

appropriate candidates 

 To prevent bone loss and reduce fractures in postmenopausal 

women at elevated risk of osteoporosis or fractures 

 For women with hypogonadism, primary ovarian insufficiency, 

or premature surgical menopause without contraindication, 

hormone therapy is recommended for health benefits until the 

average age of menopause 

 Low-dose vaginal estrogen therapy is recommended first line 

for isolated genitourinary syndrome of menopause to treat 

symptoms of vulvovaginal atrophy 
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Adapted from: Writing Group for the Women’s Health Initiative. JAMA 2002;288:321. 

WHI Estrogen+Progestin Trial Findings, July 2002 

 ( N=16,608; mean age 63 yrs; mean follow-up 5.2 yrs) 

STOPPED Early, 
Clear Harm 

Threshold Level 

Stopped 3.3 years early 

Risks 

Breast Cancer 26%  

Coronary  Heart Disease 
29%  

Stroke 41%  

Pulmonary Embolism  
113%  

Benefits 

Hip Fracture 34%  

Colorectal Cancer 34%  

Dementia 105% (age 65+) 





Source:  JAMA 2004; 291:1701. 

WHI Estrogen-Alone and Health Outcomes 

(N=10,739; mean age 63.6 yrs; mean follow-up 6.8 yrs) 

STOPPED Early Threshold Level 

Stopped 1 year early 

Risks Benefits Null 

Hip Fracture 39%  Stroke 39%  

CHD (0.91) 
Pulm Emb (1.34) 

Breast Cancer (0.77) 
Colorectal Cancer (1.08) 

Total Mortality (1.04) 
Global Index (1.01) 

Dementia 49% (age 65+) 





 



Favorable Lipid and 

Endothelial Effects of 

Estrogen Predominate 

Prothrombotic and 

Proinflammatory Effects of 

Estrogen Predominate 
(plaque rupture, thrombo-occlusion) 

Favorable Influence  
of Initiating  

Exogenous Estrogens 

Adverse Influence  

of Initiating  

Exogenous Estrogens  

Premenopausal Years 

Years Since Menopause Onset 

Postmenopausal Years 

5 10 15 20 

Clinical Trials Observational Studies 
(1° and 2° Prevention)  

Timing of Hormone Therapy Initiation in Relation to Stage of Atherosclerosis: 

Observational Studies vs Clinical Trials 

From: J Manson, et al.  Menopause 2006. 

Fatty plaques Fatty streaks Atherosclerotic plaques Plaques grow and may rupture 

Progression of 

Cardiovascular 

Disease 



Age and time since menopause 
onset: timing hypothesis 

 The effects of hormone therapy (HT) on 
coronary heart disease (CHD) may vary 
depending on a woman’s age and time since 
menopause onset 

Data show reduced CHD in women who initiate 
HT aged younger than 60 years and/or within 10 
years of menopause onset 

 There is concern of  increased risk of CHD 
in women who initiate HT more than 10 or 20 
years from menopause onset 
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Trials of hormone therapy 
and coronary heart disease 

 Meta-analysis of randomized, controlled trials 
(Boardman HM, et al. Cochrane Database Syst Rev. 2015.) 

 Hormone therapy initiated fewer than 10 years after menopause 
onset in postmenopausal women reduced coronary heart 
disease 
 Relative risk (RR), 0.52; 95% confidence interval (CI), 0.29-0.96 

 Significant increased risk of venous thromboembolism  
• RR, 1.74; 95% CI, 1.11-2.73 

 Death was significantly reduced  
• RR, 0.70; 95% CI, 0.52-0.95 

Boardman Cochran Review 2015 
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Transdermal hormone therapy 

Based on observational data only, the use of 
lower doses and transdermal therapy appears 
to be associated with lower venous 
thromboembolic and stroke risk 

But . . . the lack of comparative randomized 
control trial data limits recommendations 
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 For systemic estrogen, endometrial protection 
requires an adequate dose and duration of a 
progestogen or use of the combination 
conjugated equine estrogen with bazedoxifene 
(Level I) 

 Progestogen therapy is not recommended with 
low-dose vaginal estrogen—1-year safety data 

 Appropriate evaluation of the endometrium should 
be performed for vaginal bleeding (Level I) 

 

Endometrial protection 
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Hormone therapy and cognition 
 Hormone therapy (HT) is not recommended for preventing 

or treating cognitive function or dementia 

 Conjugated equine estrogen + medroxyprogesterone 
acetate initiated in women aged older than 65 years in the 
Women’s Health Initiative Memory Study showed a rare 
increased risk for dementia  

 Estrogen therapy may have positive cognitive benefits if 
initiated early after surgical menopause  

 HT in the early postmenopause neutral on cognitive function  

 Tentative support (observational studies) available for 
critical window hypothesis of HT in Alzheimer disease 
prevention 
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Concerns about compounded 
bioidentical hormone therapy 

Unique concerns about safety surround use of 
compounded bioidentical hormone therapy 
• Lack of regulation and monitoring 

• Possibility of overdosing or underdosing 

• Lack of scientific efficacy and safety data 

• Lack of a label outlining risks 

No evidence to support use of routine serum or 
salivary hormone testing 
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Compounded bioidentical hormone 
therapy should be avoided 

Prescribers of compounded bioidentical 
hormone therapy should identify and document 
the medical indication for compounded hormone 
therapy over government-approved therapies 

Such indications include allergy or the need 
for different dosing, formulation, or preparation 
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Hormone therapy, the Women’s 
Health Initiative, and breast cancer  
 Increased risk of invasive breast cancer after 3 

to 
5 years of conjugated equine estrogen 0.625 mg 
+ medroxyprogesterone acetate 2.5 mg therapy  

No increased risk of breast cancer was seen with 
7 years conjugated equine estrogen 0.625 mg 
alone therapy 

Allows for more flexibility in duration of estrogen 
therapy use in women without a uterus 
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Hormone therapy and family 
history of breast cancer 

Observational evidence shows use of 
hormone therapy does not alter risk for 
breast cancer in women with a family 
history of breast cancer 

Family history is one risk among many 
that should be assessed when 
counseling women on the use of 
hormone therapy (Level II) 
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Hormone therapy and early menopause 
and primary ovarian insufficiency 

 Data regarding hormone therapy in women aged older 
than 50 years should not be extrapolated to younger 
postmenopausal women 

 Observational studies suggest benefits outweigh risks on 
bone, heart, cognition, vulvovaginal atrophy/ 
genitourinary syndrome of menopause, sexual function, 
and mood 

 Hormone therapy recommended until at least median age 
of menopause (52 y)  

 Younger women may require higher doses for 
symptom relief or protection against bone loss   
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Hormone therapy and BRCA 
after oophorectomy 

 Limited observational evidence suggests that 
hormone therapy use does not further increase 
risk of breast cancer in women with a family 
history of breast cancer or in women after 
oophorectomy for BRCA 1 or 2 gene mutation  
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Hormone therapy 
and prolonged duration 

 Longer durations of therapy should be for documented indications 
such as persistent vasomotor symptoms or bone loss, with shared 
decision making and periodic reevaluation 

 Good-quality information is lacking about prolonged duration with 
lower doses or transdermal products in women who initiate hormone 
therapy at younger ages or closer to menopause for risk of coronary 
heart disease or breast cancer 

• Risk may increase with longer durations of use or with age 

 Recent observational data are positive  

• Finnish database (less coronary heart disease, no increased breast 
cancer) 

• May include healthy-user bias 
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Hormone therapy and bothersome 
genitourinary syndrome of menopause 

(vulvovaginal atrophy) 

 Low-dose vaginal estrogen effective and safe for 
treatment of vulvovaginal atrophy, with minimal 
systemic absorption 

Advised when estrogen therapy is considered 
only for symptoms of the genitourinary syndrome 
of menopause (vulvovaginal atrophy) 

Nonestrogen alternatives approved for 
dyspareunia include ospemifene and intravaginal 
dehydroepiandrosterone 
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Low-dose vaginal estrogen and survivors of 

breast cancer with bothersome genitourinary 

syndrome 

of menopause 
 Low-dose vaginal estrogen therapy (ET) 

• Minimal systemic absorption  

 Blood levels in postmenopause range 

• Based on limited data, minimal risk for recurrence of breast cancer (Level II)  

 For survivors of breast cancer with bothersome genitourinary 

syndrome of menopause symptoms, low-dose vaginal ET may 

be an option 
• After a failed trial of nonhormone therapies 

• In consultation with an oncologist 

• Concern even with low-dose vaginal ET for women on aromatase inhibitors 

because of suppressed estradiol levels (Level III) 
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