


50% of 
life is now spent in a 
postmenopausal state



• Globally the mean age at natural menopause: 48.8years
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WHI and Post‐WHI Landscape, 2001‐2017

WHI post‐intervention data, 2018 ‐ present

Position of ACOG , The  Menopause Society 
(NAMS), The Endocrine Society in 2025



Describe 4 criteria for diagnosis of menopause.

Explain overall excess risks vs. benefits of MHT based on 
age of initiation.

Discuss the concept of personalized medicine to guide MHT 
counseling



Understand the differences in Bioidentical and 
Compounded MHT

Articulate indications for and data surrounding 
Testosterone therapy



Replacement







2001

CEE+P Arm Halted

2002

CEE only Arm concluded

2017

Review of WHI M&M data











Nothing suggested an association of CEE and 
breast cancer





Fig. 1. Benefits and risks of the two hormone therapy formulations, conjugated equine estrogens (CEE) alone or in combination with medroxyprogesterone 
acetate (CEE + MPA), evaluated in the Women’s Health Initiative for women aged 50 to 59 years. Risks and benefits are expressed as the difference
in number of events (number in the hormone therapy group minus the number in the placebo group) per 10,000 women per year, with <10 per 
10,000 per year representing a rare event (dashed red line). Adapted from Manson JE, et al. JAMA 2013;310:1353-1368.







Safety
rare



Safety (cont)

risks are reduced 















“Ovarian hormones (estrogen, progesterone, testosterone) do not need to be 
routinely “replaced” in women undergoing menopause at the average age.”





• Decreased CHD
• Decreased  all‐cause mortality 
• Increased r/o VTE



reduction in all cause mortality seen in 50‐59 yo 

All cause mortality decreased 

decrease ACM



decrease Coronary calcium

Progesterone vasorelaxative



The Bottom Line
women younger than 60 years or 

w/in 10 years of menopause onset: Favorable effects of HT 



•Not



Breast Cancer



 The risk related to HT use is low, with estimates indicating a rare occurrence 
 <1 additional case / 1,000 women per year of hormone therapy use
 3 additional cases / 1,000 women when used for 5 years with CEE + MPA. 

(Level I)
 Put the data into perspective:  risk similar to that of modifiable risk factors. 

(Level III)
 <1 additional case/1000 is slightly greater than risk from 1 glass of 

wine/day but less than increase risks from that from 2 glasses/day



BREAST CANCER MORTALITY

lower breast cancer mortality 



Breast 
Cancer 
(cont)

A preponderance of data does 
not show an additive effect of 
underlying breast cancer risk 
and HRT use on breast cancer 

incidence. (Level II)

Insufficient data to assess the 
risk of breast cancer with 
tissue‐selective estrogen 

complexes (Level II)

Observational evidence:  HRT 
does not further increase risk 

a family history

after BSO for BRCA 1 or 2
genetic variants. (Level II)



 Systemic hormone therapy
 Generally not advised for survivors of breast cancer
 HRT use may be considered for severe VMS unresponsive to 

nonhormone options - in conjunction with oncology. (Level III)
 Low-dose vaginal estrogen therapy or DHEA

 May be considered for genitourinary syndrome - in consultation with 
oncology. 

 Note increased concern with low-dose vaginal ET for women on 
aromatase inhibitors. (Level III)

BREAST CANCER SURVIVORS



Colorectal Cancer



reduced incidence 
current HT users
EPT reduced colorectal cancer risk

no difference in colorectal cancer mortality 



Osteoporosis



Bone Density
 Prevents bone loss in healthy postmenopausal women

• with dose-related effects (Level I)
• Double blinded RCTs

 Reduces fracture risk in healthy postmenopausal women. (Level I)
 WHI

 Discontinuation results in rapid bone loss but no excess in 
fractures (WHI, Level I)

 FDA approved for prevention of bone loss, but not for treatment of 
osteoporosis. (Level I)



perimenopausal

ineffective





Transdermal vs Oral

•Alleviating VMS: No difference 
•Presumed benefit of avoiding first pass effects
No trials comparing r/o MI, CVA, Breast CA, VTE



Transdermal ET 







no association of vaginal ET with 
breast cancer

no increase in E2 
levels







• There is data to support that testosterone may help 
with:

- menopausal symptoms
- FSD and arousal disorders

- vaginal atrophy
• There may be adverse, possibly irreversible effects 
and long-term side effects are unknown.

Compounded Bioidentical Menopausal Hormone Therapy, 
ACOG Clinical Consensus, No. 6, 2023



Testosterone Therapy
• Long term effects on CV risk and breast 
cancer risks are unknown

• Pelleted therapy: potential for better 
bioavailability but limited data exists to  
support safety

• Adverse reactions:  facial hair, acne, voice 
change, mood swings, anxiety
and AUB

Compounded Bioidentical Menopausal Hormone Therapy, 
ACOG Clinical Consensus, No. 6, 2023



Testosterone Therapy

“Short-term use of transdermal 
testosterone can be considered as a 
treatment option for postmenopausal 
individuals with sexual interest and 
arousal disorders who have been 
appropriately counseled about the 
potential risks and unknown long-term 
effects”

Female sexual dysfunction.  ACOG Practice Bulletin No. 213, 
2019



Testosterone therapy
There is no FDA-approved testosterone 
formulation for the management of menopausal 
symptoms. Clinicians and patients should use a 
shared decision-making framework when 
considering the use of compounded testosterone 
for this indication. Based on the lack of safety 
data and inability to remove the pellet, ACOG 
recommends preparations other than pellet 
therapy for the delivery of testosterone.

Compounded Bioidentical Menopausal Hormone Therapy, ACOG Clinical 
Consensus, No. 6, 2023





Compounded Bioidentical Menopausal Hormone Therapy, ACOG Clinical Consensus, No. 
6, 2023





• Plant-derived hormones 
• Chemically similar or structurally identical to 
those produced by the body

• Commercially available products approved by 
the FDA : 

micronized progesterone, estradiol, and 
dehydroepiandrosterone (DHEA), 

• Compounded preparations that are not 
regulated by the FDA

Compounded Bioidentical Menopausal Hormone Therapy, ACOG Clinical Consensus, 
No. 6, 2023



• Custom-made for patient according to a 
clinician’s specifications.

• Various routes of administration: oral, 
sublingual, percutaneous, implants, injectables, 
and suppositories 

• Not standardized dosage 
• Compounded Bioidentical Menopausal Hormone Therapy, ACOG Clinical Consensus, 

No. 6, 2023



FDA‐approved HRT Compounded  BHT

Molecular structure Similar or identical* to human Identical to human

FDA oversight Yes No

Dosage Monitored: accurate & consistent No monitored

Purity Monitored; pure Not monitored

Safety Tested; risks known Not FDA tested; unknown

Efficacy Tested and proven Not FDA tested; unproven

Scientific Evidence Existent; conclusive Insufficient



• Compounding pharmacies are not required to:
• report adverse events to the FDA 
• provide the labeling, with data on safety and 
effectiveness, or warnings. 

This may lead to the belief of patient that these 
drugs are safer.

Compounded Bioidentical Menopausal Hormone Therapy, ACOG Clinical 
Consensus, No. 6, 2023



Compounded Bioidentical Menopausal Hormone Therapy, ACOG Clinical 
Consensus, No. 6, 2023







“HORMONE OPTIMIZATION WITH 
BIOTE”

• “BIOIDENTICAL HORMONE REPLACEMENT THERAPY FOR 
WOMEN

• Many female patients have reported the benefits 
of bioidentical hormone replacement therapy for 
women (female BHRT). Our Method of female BHRT 
has helped thousands of women reclaim their 
lives.*

• FIND A PROVIDER
• What Is Female BHRT?
• *These statements have not been evaluated by the 
Food and Drug Administration. These products are 
not intended to diagnose, treat, cure, or prevent 
any disease.



• HRT 14.8% vs pBHT 57.6% 
• PMB vs pBHT 55.3%  

• E2  HRT 93.4 vs 235 pg/ml



Plasma hormone levels and Breast 
Cancer

Nurses Health Study Cohort
• Prospective, Nested, Case-control 
• 1989-1990 with 10 yr f/u
• All using HT at time of blood collection
• 446 women developed cancer, matched to 459 

women w/o cancer
• Highest versus lowest quartiles  of free and 

total E2, Testosterone, and SHBG

•. 2005 Apr 20;97(8):595-602
•. 2005 Apr 20;97(8):595-602



Plasma hormone levels and Breast 
Cancer

Highest versus lowest quartiles 
• Free estradiol (RR = 1.7, 95% CI = 1.1 to 2.7; P(trend) 

= .06),
• Free testosterone (RR = 1.6, 95% CI = 1.1 to 2.4; 

P(trend) = .03),
• Women older than 60 years 

• E2 (RR = 2.8, 95% CI = 1.5 to 5.0; P(trend) = .002
• Free E2 (RR = 2.6, 95% CI = 1.4 to 4.7; P(trend) = .001)

Tworoger S, et al, Plasma Sex Hormone concentrations and Subsequent Risk of 
Breast Cancer… Journal of the National Cancer Institute, Volume 97, Issue 8, 20 
April 2005, Pages 595–602

•. 2005 Apr 20;97(8):595-602
•. 2005 Apr 20;97(8):595-602



Conclusions





The Menopause Society Statement on Misinformation Surrounding Hormone Therapy, 2024







most effective treatment 



<60 years or within 10 years of menopause 
benefit‐risk ratio 

appears favorable

may be more 
favorable for estrogen therapy



>10 years 

the benefit‐risk ratio appears less favorable than for 
younger women because of greater absolute risks of 
coronary heart disease, stroke, venous thromboembolism, 
and dementia.















 Long-term use of hormone therapy, including for women aged older 
than 60 years, may be considered in healthy women at low risk of 
cardiovascular disease and breast cancer with persistent vasomotor 
symptoms or at elevated risk of fracture for whom other therapies are 
not appropriate. (Level III)

 Hormone therapy



HRT vs ERT

Rare

less
Statistically significant



 The effect of HRT on breast cancer risk may depend on 
the type, duration, regimen, prior exposure, and 
individual characteristics. (Level II)

 Different hormone therapy regimens may be associated 
with increased breast density (CEE+MPA), which may 
obscure mammographic interpretation. (Level II)



Regular breast cancer surveillance is advised for all 
postmenopausal women per current breast cancer 
screening guidelines, including those who use hormone 
therapy. (Level I)



Bone Density

• ET decreases bone resorption
• In pts w/ osteoporosis RCTs have not shown decrease 
fractures with HRT

• WHI:  BMD significantly increased 4.5% /3.7%
Fractures decreased by 12/10,000

• Only protective while on ET/HRT
1‐2 yrs ‐ BMD at pretreatment levels



HT and Bone Health
 Prevents bone loss in healthy postmenopausal women

with dose-related effects (Level I)
• Double blinded RCTs

 Reduces fracture risk in healthy postmenopausal women. (Level I)
 WHI

 Discontinuation results in rapid bone loss but no excess in fractures 
(WHI, Level I)

 FDA approved for prevention of bone loss, but not for treatment of 
osteoporosis. (Level I)



 To prevent bone loss in the absence of contraindications:
 For symptomatic women < 60 yrs or within 10 years of onset

systemic  HRT is an appropriate therapy. (Level I)
• For women with premature menopause without fragility fracture 

or osteoporosis 
are best served with HRT or OCPs rather than other bone-
specific treatments, until the average age of menopause, when 
treatment may be reassessed. (Level II)

Hormone therapy and Osteoporosis
(cont)



 Decisions regarding initiation and discontinuation of 
hormone therapy should be made primarily on the basis of 
extraskeletal benefits (ie, reduction of vasomotor 
symptoms) and risks. (Level III)

Hormone therapy and Osteoporosis
(cont)



Null effect 







• Reduced risk of CHD in women who initiate HT < 60 years 





increase in the fat‐to‐lean 



reduces

may be beneficial in terms 
of glycemic control



at any age 



Hormone therapy and cognition

•The effect may be modified by baseline 
cognitive function (Level II)

•ET may have cognitive benefits when initiated 
immediately after Hyst/BSO, but HT in the early 
natural menopause has neutral effects. (Level II)





may prevent the onset 
perimenopausal

may augment clinical response 



not FDA approved 



reduction
increased risk 





• severity
effectiveness
underlying risk 



a woman should determine her preferred hormone therapy 
formulation, dose, and duration 









no association of vaginal ET with 
breast cancer

no increase in E2 
levels



 Long-term use of hormone therapy, including for women aged older 
than 60 years, may be considered in healthy women at low risk of 
cardiovascular disease and breast cancer with persistent vasomotor 
symptoms or at elevated risk of fracture for whom other therapies are 
not appropriate. (Level III)

 Hormone therapy does not need to be routinely discontinued
in women aged older than 60 or 65 years. (Level III)



RECOMMENDATIONS

When recommendations are provided, they are graded according
to these categories:
 Level I: Based on good and consistent scientific evidence.
 Level II: Based on limited or inconsistent scientific evidence.
 Level III: Based primarily on consensus and expert opinion.



 The safety profile of hormone therapy is most favorable when 
initiated in healthy women aged younger than 60 years or within
10 years of menopause onset, so initiation of hormone therapy by 
menopausal women aged older than 60 years requires careful 
consideration of individual benefits and risks. (Level I)

 Mitigation of risk through use of the lowest effective dose and 
potentially with a nonoral route of administration becomes 
increasingly important as women age and with longer duration of 
therapy. (Level III)

 For women with the genitourinary syndrome of menopause, low-dose 
vaginal estrogen therapy may be considered for use at any age and 
for extended duration, if needed. (Level III)


