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This NAMS position statement has been endorsed by Academy of Women’s Health, American 
Association of Clinical Endocrinologists, American Association of Nurse Practitioners, American 
Medical Women’s Association, American Society for Reproductive Medicine, Asociacio ́n Mexicana
para el Estudio del Climaterio, Association of Reproductive Health Professionals, Australasian
Menopause Society, Chinese Menopause Society, Colegio Mexicano de Especialistas en Ginecologia y 
Obstetricia, Czech Menopause and Andropause Society, Dominican Menopause Society, European
Menopause and Andropause Society, German Menopause Society, Groupe d’e ́tudes de la 
me ́nopause et du vieillissement Hormonal, HealthyWomen, Indian Menopause Society, International 
Menopause Society, International Osteoporosis Foundation, International Society for the Study of 
Women’s Sexual Health, Israeli Menopause Society, Japan Society of Menopause and Women’s
Health, Korean Society of Menopause, Menopause Research Society of Singapore, National 
Association of Nurse Practitioners in Women’s Health, SOBRAC and FEBRASGO, SIGMA Canadian 
Menopause Society, Societa` Italiana della Menopausa, Society of Obstetricians and Gynaecologists
of Canada, South African Menopause Society, Taiwanese Menopause Society, and the Thai 
Menopause Society. 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. 















Risk of global index event  by CE dose

Low Dose + P
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Crandall et al., Menopause 2017

Events/1,000 

person-years

HR (95% CI)

Conventional-

dose+ P

16.5 (15.5-17.5) 1.0 (ref)

Low-dose+P 11.8 (9.0-14.6) 0.74 (0.56-0.97)

Conventional-dose+ P

Global index event is defined as time to first CHD, breast cancer, stroke, pulmonary embolism, hip fractures, colorectal cancer,

endometrial cancer, or death

conventional-dose: 0.625 mg/d

45,112 participants of the WHI Observational Study (average follow-up 5.5 yrs)

conventional-dose: 0.625 mg/d









HRT and CHD: Observational Studies and RCTs

Epidemiologic Studies

Age=30-55 y

Time Since Menopause <6 y

Randomized Trials

Age <60 y

Time Since Menopause <10 y
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Grodstein F, et al. Prog Cardiovasc Dis 1995;38:199-210.

Salpeter S, et al. J Gen Intern Med 2006;21:363-366.





2015 Cochrane review 
CARDIOVASCULAR DISEASE AND ALL-CAUSE MORTALITY

HRT initiated fewer than 10 yrs after menopause onset

• CHD RR = 0.52 (0.29-0.96)

• all-cause mortality RR = 0.70 (0.52-0.95)

• VTE  RR= 1.74 (1.11-2.73)

• no increased risk of stroke

Boardman HM et al. Hormone therapy for preventing cardiovascular disease in post-menopausal women. Cochrane Database Syst Rev 20152.





Potential risks of HT 

• breast cancer 
– with combined EPT

• endometrial hyperplasia and cancer 
– if estrogen is unopposed or inadequately opposed

• venous thromboembolism (VTE)
• biliary issues

• Additional risks across ages include 
– myocardial infarction
– Stroke
– dementia

The 2017 hormone therapy position statement of The North American Menopause Society, Menopause 24:728-753,2017









Obesity and risk of venous thromboembolism among 
postmenopausal women

the Estrogen and Thromboembolism Risk (ESTHER) Study

overweight obesity

no HRT 2.7 (1.7-4.5) 4.0 (2.1-7.89)

TD HRT 2.9 (1.5-5.8) 5.4 (2.1-14.1)

oral HRT 10.2 (3.5-30.2) 20.6 (4.8-88.1)

Canonico M, et a., J Thromb Haemost. 2006 Jun;4(6):1259-65

Compared with non-users with normal weight

NS NS
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Plasma Estradiol Levels

(pg/ml)
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Estraderm 50: delivers a dosage of 50 microg E2/day

Estraderm 25: delivers a dosage of 25  microg E2/day

55.5 ± 5

35.5 ± 5< 30





Effects of aging on  the absolute risk of 

thrombotic stroke events

L’Hermite, CLIMACTERIC 2013;16(Suppl 1):44–53





Hormone therapy and breast 

cancer
▪ The effect of hormone therapy (HT) on breast cancer 

risk is complex and conflicting

▪ The effect of HT on breast cancer risk may depend on 

– Type of HT, dose, duration of use

– Regimen, route of administration

– Prior exposure to HT

– Individual characteristics 

© 2017

The 2017 hormone therapy position statement of The North American Menopause Society.

Menopause. 2017;24(7):728-753.



Breast tenderness and breast cancer risk 

the estrogen plus progestin WHI trial

Crandall CJ, Aragaki AK, Cauley JA, McTiernan A, Manson JE, Anderson G, Chlebowski RT, Breast cancer research and treatment 2012 
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Breast cancer risk and breast tenderness  (CEE+MPA)

BT=breast tenderness

HR 1.33, 95% CI 1.02-1.72, P = 0.03

HR 1.17; 95% CI 0.97-1.41

RR 3.07, 95% CI 2.85-3.30







Variations in Associated Breast Cancer Risk 
Between CE alone and CE/MPA 

Cumulative hazards, adjusted for age and race/ethnicity, for invasive breast cancer 
by randomization assignment in the WHI CE-alone and CE/MPA trials
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CE/MPA
HR 1.25 (95% CI 1.07–1.46)

CE alone
HR 0.77 (95% CI 0.62–0.95)

Anderson GL, et al. Lancet Oncol. 2012;13(5):476–486.

CE/MPA

CE alone

Placebo (in CE-alone arm)

Placebo  (in CE/MPA arm)



WHI & Breast Cancer Risk 

Gambacciani 2012

No. of Patients 

(Annualized %)

No. Additional 

Breast Cancer 

Cases per 

10,000 Women 

per Year of 

TherapyStudy Placebo Therapy Relative Risk 95% CI

WHI-EP 2002

CEE+MPA 124 (0.30) 166 (0.38) 1.26 0.83-1.92 + 8

Annualized Absolute Risk + 0.08%

WHI-E 2004

CEE alone 124 (0.33) 94 (0.26) 0.77 0.57-1.06 - 7

Annualized Absolute Risk - 0.07 %



Menopausal Hormone Therapy and Long-term All-
Cause and Cause-Specific Mortality

breast cancer–specific mortality

• CE+MPA 

– HR, 1.44 (0.97 - 2.15; NS)

• CE alone

– HR, 0.55 (0.33 - 0.92; P = .02)

36
Manson et al.,  JAMA 2017 

Mortality Outcomes During the 18-Year Cumulative Follow-Up According to 10-Year Age 
Groups at Randomization







E+P regimens increase BC 
risk whereas unopposed 

estrogens may not increase 
risk or even reduce it

It’s pertinent to reasses the merits of 

adding a progestin

HRT for women with uterus should 
include a progestin to prevent 

proliferative effects of endometrial 
cancer



Tibolone as HRT
Yes: symptomatic PMW

@ risk for Fx; low libido; mood disorders

• reduces vasomotor symptoms and improves urogenital atrophy. 
– Level of evidence: A

• reduces the incidence of vertebral and nonvertebral fractures. 
– Level of evidence: A

• reduces the risk of breast cancer
– Level of evidence: B 

• reduces colon cancer.
– Level of evidence: B

• No increase in the risk of VTE or CHD
– Level of evidence: B

• No increase in endometrial hyperplasia or cancer
– Level of evidence: A

no
older women at 
increased risk of 
stroke

•Level of evidence: A

Breast cancer 
survivors

•Level of evidence: A

Santen RJ et al. 2010, JCE&M : 95, Supplement 1: S1-S66



Optimal Clinical Effects of an ideal

Hormone Replacement

Treat vaginal atrophy

Treat climacteric symptoms

No increased risk of breast cancer

Beneficial effects on quality of life QOL

No increased risk of endometrial proliferation

Prevent postmenopausal bone loss



Optimal Clinical Effects of Hormone Replacement

Treat vaginal atrophy

Treat climacteric symptoms

No increased risk of breast cancer

Beneficial effects on quality of life QOL

No increased risk of endometrial proliferation

Prevent postmenopausal bone loss

Conjugated Estrogens
Bazedoxifene

Tissue Selective Estrogen Complex (TSEC)
(progestin-free hormone replacement)



Tissue Selective Estrogen Complex (TSEC)
(progestin-free hormone replacement)

BZA 20 mg + EC 0.45 mg 

• CE low dose
• VMS

• GSM

• BZA antiestrogenic effect

• Endometrium

• Breast



Why Bazedoxifene instead of other SERMs?
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* In vivo studies

SERM: Selective Estrogen Receptor Modulator

Estrogens and SERMs: Different Effect 

on Endometrium*

Antagonist Agonist
Inhibits

endometrial

hypertrophy

Stimulates 

endometrial

hypertrophy

17β-estradiol

Raloxifene

Tamoxifen LasofoxifeneBazedoxifene



Why Bazedoxifene instead of other SERMs?
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SERM: Selective  Estrogen Receptor Modulator

In Vitro Studies

Cell Proliferation In Breast Cancer Cells

Antagonist Agonist

Inhibits

breast

cancer cell 

proliferation 

induced by 

estrogens

Raloxifene

Tamoxifen

Stimulates

breast

cancer cell 

proliferation

EstrogensLasofoxifeneBazedoxifene



TSEC
0.45 mg Conjugated Estrogens /20 mg Bazedoxifene

46

• Relief of menopausal symptoms 

• Efficacy comparable to other HRT preparations

• Optimal bleeding pattern

• Higher prevalence of amenorrhea

• Prevention of osteoporosis 

• Decreased bone resorption, Increased BMD 

• Favorable safety and tolerability profile 
• VTE, stroke and CHD incidence comparable to placebo

• No stimulation of the endometrium and breast

Clinical studies conducted worldwide  in more than 7500 women

1. Lobo RA, et al. Fertil Steril. 2009;92:1025-1038; 2. Pinkerton JV, et al. Menopause. 2009;16:1116-1124;
3. Kagan R, et al. Menopause. 2010;17:281-289; 4. Mirkin S, et al. Climacteric. 2013;16:338-346;
5. Pinkerton JV, et al. Obstet Gynecol. 2013;121:959-968.
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Subjects, n (%)

BZA combined 

(n = 3,758)

PBO

(n = 1,885)

Endometrial carcinoma 3 (0.1)a 7 (0.4)

Endometrial hyperplasia 2 (0.1) 1 (0.1)

Endometrial neoplasia (polyps) 34 (0.9) 15 (0.8)

Ovarian cyst 35 (0.9) 17 (0.9)

Uterine hemorrhage 10 (0.3) 5 (0.3)

BZA/Incidence of Select Gynecologic Aes

7 year data

BZA, bazedoxifene; PBO, placebo.
aP <0.05 vs PBO (Fisher exact test).

Modified from Palacios S, et al. Maturitas. 2013 Sep;76(1): 81-87.



Pinkerton, JV. et al. Obstet Gynecol 2013

BZA 20/CE 0.45

. Breast Density
% change vs baseline 

MPA 1.5 mg/CE 0.45
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Subjects, n (%)

BZA + CE 

(n = 3,758)

PBO

(n = 1,885)

Breast carcinoma 22 (0.6) 11 (0.6)

Breast cyst 22 (0.6) 16 (0.8)

Fibrocystic breast disease 19 (0.5) 16 (0.8)

Breast neoplasma 38 (1.0) 22 (1.2)

Breast pain 112 (3.0) 52 (2.8)

BZA/Incidence of Select Breast-Related Aes

7-Year data

BZA, bazedoxifene; PBO, placebo.
aIncludes breast mass, breast lump, solid formation, lipoma, fibroadenoma, tumor, nodule, 
microcalcification, intracanalar papilloma, and cyst

Palacios S, et al. Maturitas. 2013 Sep;76(1): 81-87.
. 



Target IDEAL HRT BZA CE/MPA BZA/CE

VMS

VVA

Osteoporosis 
Prevention

no Fx data

Breast 
Tenderness

no BC data

Uterus Bleeding

BZA, CE and BZA/CE: Attributes in 

Clinical Efficacy and Tolerability

50

Favorable Unfavorable



How can we choose HRT?





TSEC
Tibolone



The experts agree

about hormone therapy

▪ Benefits are likely to outweigh risks for 
symptomatic women who initiate hormone 
therapy aged younger than 60 years or within
10 years of menopause onset (Level I)

© 2017

The 2017 hormone therapy position statement of The North American Menopause Society.

Menopause. 2017;24(7):728-753.
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