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Trends in hormone replacement therapy use 
(all formulations) over time in the USA

Once upon a time…HRT



Women’s Health Initiative Trial

Writing Group for the Women’s Health Initiative Investigators JAMA 2002

16.608 donne in post-menopausa non isterectomizzate (1993-1998)

• 8506 HRT combinata continua (0.625 mg CE + 2.5 mg MPA)

• 8102 placebo

Età media: 63.3 anni

Follow up mediano: 5.6 anni

Primary outcome: incidenza di coronary heart disease (infarto miocardico e morte per CHD)

Primary adverse outcome: incidenza di carcinoma mammario

Nel trial WHI la popolazione in studio aveva
caratteristiche sfavorevoli come età media elevata
(63 anni), BMI medio elevato (28.5) e patologie
pregresse come diabete e ipertensione arteriosa





CHD
• < 10 anni: HR 0.90 (95% IC 0.56-1.56, p=0.08)
• 10-20 anni: HR 1.19 (95% IC 0.83-1.70, p=0.08)
• > 20 anni: HR 1.52 (95% IC 1.07-2.17, p=0.08)

INFARTO MIOCARDICO
•  < 10 anni: HR 0.91 (95% IC 0.54-1.52, p=0.01)
• 10-20 anni: HR 1.16 (95% IC 0.79-1.69, p=0.01)
• > 20 anni: HR 1.99 (95% IC 1.32-3.02, p=0.01)

Tempo dal momento della 
menopausa: CCE+MPA

Il rischio di CHD e infarto miocardico aumenta all’aumentare del
tempo trascorso dal momento della menopausa



Chlebowski JAMA July 2002

The Women’s Health Initiative (WHI): the 
largest Randomised placebo-controlled trial of 
HRT in post menopausal women
CEE, 0.625mg/d +MPA, 2.5mg/d (n = 8506) 
vs 
placebo (n = 8102)

• 40 clinical sites in USA
• Mean intervention time 5.6 years
• Mean follow up 7.9 years
• Increase of BC incidence in pts who 

received E+P
• BC mortality non reported (short FUP 

period)

BC Incidence          
BC mortality 

?

HRT and Breast cancer: WHI Trial  

HR 1.26 (95% CI 1.00 – 1.59) 
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WHI
LONG TERM FU 

(20.3 years)

WHI trial
-E2 Only

-E+P

After more than 20 years of median cumulative 
follow-up, mortality information was available for 
more than 98%.



CEE alone à    Incidence: 238 cases vs 296 cases HR 0.78; P = .005
      Mortality: 30 deaths vs 46 deaths HR, 0.60 P = .04
 
CEE plus MPA à   Incidence: 584 cases vs 447 cases HR, 1.28 P < .001
      Mortality: 71 deaths vs 53 deaths HR, 1.35 P= .11

JAMA July 2020

CEE + MPA

CEE alone

WHI
FU 20.3 
years



Ø Estrogens only
Ø Estrogens plus progestins
Ø Route of E administration

Ø oral
Ø transdermal

Ø Type of progestin
Ø Type of estrogen
Ø Sequential/continuous regimen

HRT and breast cancer: are all the treatments 
alike?
Potential differences may exist in breast 

cancer risk with ET, EPT, and CEE 
combined with bazedoxifene therapies.

Different types of estrogen or 
progestogen, as well as different 

formulations, doses, timing of initiation, 
durations of therapy and patient 

characteristics, may play a role in HT’s 
effect on the breast. 

NAMS Position Statement 2022

The cancer risk of HRT differs 
depending on many factors, so 
treatment should be individualized 
to identify the most appropriate dose, 
regimen, duration, and route of 
administration, using the best available 
evidence, with periodic reevaluation 
of the woman’s benefit-risk profile




