
The WHI hormone trial was designed to answer questions 
about preventing life-threatening diseases

1:  Does hormone therapy reduce the risk of heart?

2:  Does hormone therapy reduce the risk of hip fractures?

Safety:  Does hormone therapy increase the risk of breast cancer?

▪Prior studies had suggested we could expect to see a 22% or greater 
reduction in CHD risk over 9 years

▪There was concern that hormones would increase breast cancer rates, by 
about 14% over a longer timeframe



WHI Hormone Therapy trial was really 2 
separate trials done in parallel

Hysterectomy

Conjugated equine estrogen (CEE 0.625 mg/d)

 (PREMARIN ®) 

Placebo

CEE + medroxyprogesterone acetate (CEE+MPA 2.5 mg/d ) 

(PREMPRO ®)
N= 16,608

N= 10,739

YES

NO

Placebo

WHI Study Group. Control Clin Trials. 1998;19(1):61-109; 

Stefanick et al,  Ann Epidemiol. 2003 Oct;13(9 Suppl):S78-86. 



Both trials were stopped early by an 
independent committee of experts who 
were monitoring the trial.  



Risk and benefits of hormones, informed by WHI

Hormone therapy benefits

Relieve menopausal symptoms

Prevent fractures

Reduce endometrial cancer risk (combined 
hormones only)

May reduce colorectal cancer risk (combined 
hormones only)

May reduce breast cancer risk (estrogen only)

 

Hormone therapy risks

Increase stroke risk

Increase blood clot rates

Increase risk of mild cognitive impairment and dementia (in 
older women)

Increase risk of heart disease (combined hormones only )

Increase breast cancer risk (combined hormones only)

Conclusions: 
These risk/benefit profiles do not support hormone 
therapy use for disease prevention.  
It is reasonable for women with moderate to severe 
menopausal symptoms to consider use (lowest dose, 
duration needed) to relieve symptoms, depending on 
their risk of other conditions.



Disease rates increase with age but Estrogen + Progestin seems 
to have the same effect in each age-group



Estrogen alone was somewhat beneficial for younger women but was unsafe 
for older women



◦ Age at starting, duration of use, and time since last use all influence hormone effects . . . And 
these effects vary by disease
◦ Hormone therapy increased the risk of heart disease in the first couple of years of use, and then this increased risk 

diminished 

◦ Estrogen plus progestin increased the risk of breast cancer; the longer the use, the greater the risk

◦ Most benefits and risks seemed to go away rather quickly after women stopped using them, 

◦ Breast cancer effects persisted long after women stopped using hormones

 

The timing of hormone use matters: 



Impact of the estrogen plus progestin trial results

By 2012, there were 
◦ 4.3 million fewer users of estrogen plus progestin

◦ 126,000 fewer breast cancer cases

◦ 76,000 fewer cases of cardiovascular disease

◦ 263,000 more fractures

◦ 145,000 more quality adjusted life years

These changes reduced direct medical expenditures in the US by an estimated $35.2 billion

Roth et al., Annals of Internal Medicine 2014



WHI results have . . .
➢Informed us of the complex nature of hormone therapy impact on women’s bodies

➢Changed clinical practice

➢Improved women’s health

➢Saved money

➢Improved some of our scientific methods.



Resurgence of the WHI criticism, misinformation, and misdirection

“We have been misled about menopause.” 

By Susan Dominus

14 page article (available online and in print)

Provided several compelling anecdotes of women suffering 
from menopausal symptoms.

Regarding the WHI, the author states that “the study itself 
was designed with what would come to be seen as a major 
flaw. W.H.I. researchers wanted to be able to measure 
health outcomes – how many women had strokes, heart 
attacks, or cancer – but those ailments may not show up 
until women are in their 70s or 80s . . “

NY TIMES MAGAZINE, FEBRUARY 5, 2023 10

You asked the wrong question!



The heavily edited 
WHI response 
appeared only in 
print on February 
26, 2023

The objective of the W.H.I was never 
to test the use of menopausal 
hormone therapy for treating 
menopausal symptoms; its purpose 
was to focus on other unanswered 
questions

. . .

WHI definitively established that 
menopausal hormone therapy should 
not be used to prevent heart disease, 
stroke and other chronic diseases, an 
increasingly common practice at the 
time [of study initiation.  
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