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Memory, Menopause
and Hormones—
Conclusions from

the NAMS 2008 HT

Position Statement

“Am I losing my mind?”“My memory is failing!”
How often do you hear a question or statement
like these during your day in the office? Incon-
gruously, despite the popular perception that
memory is a victim of menopause and the result
of estrogen deficiency, surveys of women transit-
ing menopause at the usual age spectrum of 45
to 55 years overwhelmingly confirm that their
greatest fear regarding menopause and hormone
therapy (HT) is breast cancer. Nevertheless, wait
a decade or two, survey the same population about
their greatest concern after age 65, and their
answer is now most likely to be fear of memory
loss and Alzheimer’s disease (AD).

Many of us will recall that as recently as 10
years ago there was increasing optimism that
replacement of the female sex steroids estrogen
and progesterone, as well as testosterone, in
women beyond menopause could be the key to
maintenance or recovery of memory. Then came
studies like the Women’s Health Initiative Mem-
ory Study (WHIMS) to dampen expectations
and sow confusion. Unfortunately, the entire sub-
ject of memory, cognition and processes and dis-
eases affecting them is extremely complex and
cannot be explained away by one simple mecha-
nism or clarified by any one research study.

The issue of memory, cognition and the
pathologic aspects thereof was one of the health-
related effects carefully considered by the commit-
tee of experts convened by The North American
Menopause Society (NAMS) as the 2008 Pan-
elists on HT and menopause. Their assignment
was to attempt to digest the existing scientific lit-
erature into a set of clinical recommendations.!
I can do no better than to freely extract from the
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latest NAMS HT Position Statement, for which
I served as Chairman of the Panel.!

The Panelists commenced by defining the
term “cognition” as a group of mental processes
by which knowledge is acquired or used, encom-
passing such mental skills as concentration,
learning and memory, language, spatial abilities,
judgment and reasoning. They recognized that
cognitive abilities change throughout life and,
that with advancing age, performance tends to
decline on many, but not all, cognitive tests.

The NAMS Panel concluded that although
memory complaints are common in midlife, find-
ings from well-characterized cohorts suggest that
natural menopause has little effect on memory
performance or other areas of cognitive function.

They further concluded that limited, short-
term clinical trial data involving younger
postmenopausal women suggest that estrogen-
progestogen therapy (EPT) does not have a
substantial impact on cognition after natural
menopause. As inferred from very small short-
term clinical trials, estrogen therapy (ET) initi-
ated promptly after bilateral oophorectomy may
improve verbal memory. Several observational
studies report no association between age at
menopause and AD. However, a case-control
study found that bilateral oophorectomy before
menopause was associated with an elevated risk of
cognitive impairment or dementia, and this risk
increased with younger age at oophorectomy.

For postmenopausal women over age 60,
NAMS noted that findings from several large
well-designed clinical trials indicate that ET/
EPT does not improve memory or other cogni-
tive abilities. One trial within the WHI—the
WHIMS—of women age 65 to 79 reported an
increase in dementia incidence with ET and
EPT use. The estimate of dementia cases attrib-
uted to HT was 12 per 10,000 persons per year
of ET use and 23 per 10,000 persons per year of
EPT use. It is not clear whether progestogen
supplementation is associated with greater
impairment, as the ET and HT groups from
WHIMS are not strictly comparable. Of course,
the WHIMS trial applied, by design, to women
over age 65 starting hormones for the first
time—an unusual situation in clinical practice,
and with results that obviously cannot be extrap-

olated to the younger perimenopausal or early
menopausal woman.

By way of contrast, the NAMS Panelists noted
that a number of observational studies have re-
ported associations between HT use and reduced
risk of developing AD. HT exposure in observa-

tional studies is more likely to involve use by

Ee NAMS Panel concluded that although
memory complaints are common in midlife,
findings from well-characterized cohorts
suggest that natural menopause has little

effect on memory performance or other

areas of cognitive function.

younger women closer to the age of menopause
than by women eligible for the WHIMS trial.
Speculatively, this difference implies an early
window during which HT use might reduce AD
risk. However, recall bias and the healthy-user
bias may account for protective associations in
the observational studies, many of which are dif-
ficult to interpret because of fairly small numbers
of study participants. The window of opportunity
perspective is supported by limited evidence, but
no clinical trial data address long-term cognitive
consequences of ET/EPT exposure during the
menopause transition and early postmenopause.
For women with AD, limited clinical results
suggest that ET has no substantial effect on
dementia symptoms or progression.

Based on these considerations, the NAMS
expert panel concluded that HT cannot be rec-
ommended at any age for the sole or primary
indication of preventing cognitive aging or
dementia. HT seems to increase the incidence
of dementia when initiated in women age 65
and older. Similarly, HT should not be used to
enhance cognitive function in younger post-
menopausal women with intact ovaries, although
very small clinical trials support the use of ET
initiated immediately after menopause induced
by bilateral oophorectomy. Available data do
not adequately address whether HT used soon
after menopause increases or decreases later
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dementia risk. Limited data do not support the use of
HT as treatment for AD.

Clearly, the existing data, despite demonstrating the
limitations of current knowledge, open ideas and offer
possibilities for further research into the relationships
between hormones and cognition. That research is, at
present, covering basics of cell culture, the use of arti-
ficial neural networks, study of animal biology and
behavior, other hormone systems like insulin pathways
and gonadotropins, protein metabolism, and attempts to
eventually translate this basic scientific endeavor into
clinical research studies. While epidemiologic observa-
tions help direct some lines of research, such observa-
tions cannot, themselves, directly link cause and effect.
This raises the necessity for testing multiple steroidal
drugs in varying doses, combinations and routes of
delivery. Beyond that will be the testing of earlier-
generation estrogen agonist-antagonist molecules and,
as an area of rapid drug development in a relatively early
stage, the potential of testing new and ever better
designed molecules. As basic mechanisms of brain cell

metabolism and neural pathways are revealed, the pos-
sibility exists for specific ligand receptor products to be
developed with planned and precisely targeted activity.

All in all, even though this is an exciting frontier
in the new science of brain and memory research, cur-
rently HT use does not appear to be the answer to
memory loss, and much work lies ahead. Real support
is necessary to stimulate and encourage basic science
and clinical researchers going forward. We are just
scratching the surface of the science and the potential
for defeating what is one of the most devastating prob-
lems facing humanity; namely, loss of memory and its
impact on the individual and the family.
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