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	ABSTRACT TITLE: Menopause, Hormones and Memory
	ABSTRACT AUTHORS AND AFFILIATIONS: Pauline M. MakiUniversity of Illinois at Chicago
	ABSTRACT TEXT: Prospective cohort studies demonstrate that complaints of forgetfulness and errors on memory tests increase as women transition through the menopause even after controlling for advancing age.  Recent studies in midlife women indicate that vasomotor symptoms, the primary symptoms of menopause, are related to memory difficulties as well as alterations in brain structure and function. These relationships are evident only when vasomotor symptoms are measured using ambulatory skin conductance monitors and not when symptoms are measured by self-report. The “critical window hypothesis” states that use of hormone therapy during the perimenopausal or early postmenopausal period confers favorable cognitive effects whereas later use confers negative effects. For cognitive endpoints, there is some support for this hypothesis for estrogen alone but less support for combined hormone therapy. Specifically, small randomized clinical trials in younger postmenopausal women show that estrogen therapy improves verbal memory, particularly among surgically menopausal women. Clinical trials in older postmenopausal women show neutral effects of estrogen therapy on verbal memory. Recent randomized clinical trials of combined hormone therapy in younger postmenopausal women show neutral cognitive effects. Notably, those trials were not conducted in women with bothersome vasomotor symptoms, so it is unclear whether hormone therapy improves cognition in symptomatic women. The specific formulation of oral conjugated equine estrogen and medroxyprogesterone acetate appears to have adverse effects on memory in both younger and older postmenopausal women and increase risk of all-cause dementia. Whether hormone therapy alters the risk for Alzheimer’s disease is a critical public health question because the prevalence of Alzheimer’s is increasing, more women than men will die of the disease, and there is no cure. A randomized clinical trial of the critical window hypothesis is not feasible. Impressively, three of three observational studies to date support the critical window hypothesis for Alzheimer’s disease endpoints. Unfortunately, it will not be feasible to test the hypothesis in a randomized clinical trial.


