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Hormone therapy in the early postmenopausal stage—
Safe for the brain?

Recent clinical trials, including the Women’s Health Initiative Memory
Study of Younger Women,1 provide reassurance that hormone therapy (HT)
confers no cognitive risk when taken early in the postmenopausal period. In
contrast, results from this ancillary neuroimaging study from the Kronos Early
Estrogen Prevention Study (KEEPS)2 suggest a potential adverse effect of HT—
increased ventricular volume—in women randomized to conjugated equine estro-
gen (CEE) early in the postmenopausal stage. These findings deserve consider-
ation because brain changes related to Alzheimer disease are detectable earlier
than neuropsychological changes.

This neuroimaging study is unique because it was embedded in a blinded ran-
domized controlled trial, included 2 HT formulations, and repeatedly assessed mul-
tiple neuroimaging outcomes over a relatively long 4-year follow-up. Despite these
strengths, the findings should be interpreted with caution because sample sizes were
quite small and there were some differences in baseline neuroimagingmeasures across
treatment groups. Critically, despite an emphasis on the adverse CEE outcomes, the
ventricular volume findings in the transdermal 17b-estradiol group were similar to
the CEE group but the effect just missed statistical significance (p 5 0.06). Indeed,
there were no differences in ventricular volume between CEE and 17b-estradiol
groups, and their ventricular volumes were nearly identical at the end of the study.

Continued follow-up in KEEPS is warranted to determine the reproducibility
of the cognitive and neuroimaging findings as women age and to address an issue
of critical clinical importance that KEEPS is uniquely positioned to address. HT re-
mains the standard treatment for moderate to severe vasomotor symptoms in
women with no contraindications to HT. Approximately 28.5% of postmenopausal
women younger than 55 years experience moderate to severe vasomotor symptoms,
and these symptoms interfere with health- and work-related quality of life.3

Increased awareness of sex difference in Alzheimer disease underscores the need to
identify sex-related risk factors for cognitive decline and dementia.
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