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Combination hormone replacement therapy
and dementia
Reason for posting: Observational studies have suggested that hormone replacement therapy (HRT) may reduce
the risk of cognitive decline in postmenopausal women.1 However, results
from the Women’s Health Initiative
Memory Study (WHIMS)2,3 recently
prompted a letter to Canadian health
care professionals from Wyeth Canada
warning that combination HRT may
increase a woman’s risk of dementia.4
The trial: The WHIMS trial2 prospectively followed 4381 postmenopausal
women over the age of 65 who did not
have dementia at study entry. The
women were randomly assigned to receive either 1 daily tablet of 0.625 mg
of conjugated equine estrogen plus
2.5 mg of medroxyprogesterone acetate (n = 2229) or a matching placebo
(n = 2303). The women were followed
for 4.2 years on average, and the incidence of dementia and mild cognitive
impairment was determined in both
groups with the use of structured cognitive assessments. The absolute risk of
dementia was low in both groups (1 in
222 of women in the HRT group and
1 in 455 of those taking placebo), but
the relative risk of dementia was doubled for those taking HRT (hazards ratio [HR] 2.05, 95% confidence interval
[CI] 1.21–3.48). Alzheimer’s disease
was the principal form of dementia.
The increased risk began in the second
year of use, was observed in all age
groups (but highest among those over
75) and persisted throughout the study.
In addition, the combination HRT did
not appear to prevent mild cognitive
impairment, which occurred at the
same rate in both groups (HR 1.07,
95% CI 0.74–1.55).
In a separate WHIMS study3 with
identical study groups (combination
HRT v. placebo), participants were followed up with annual Mini-Mental
State Examinations (MMSE), but there
were no differences between the groups
in overall cognitive function. However,

more women in the HRT group than
in the placebo group had clinically significant declines in MMSE scores
(6.7% v. 4.8%, p = 0.008).
What to do: Age-standardized rates of
dementia are higher among women
than among men,5 a difference hypothesized to be due to postmenopausal estrogen decline.2 However, combination
HRT not only fails to prevent dementia, but it may increase the risk of it.
Using the absolute risks generated from
the WHIMS trial, we can estimate that
treating 434 women over the age of 65
with combination HRT for 1 year
would cause 1 new case of dementia.
This risk should be appropriately figured into one’s informed consent discussion about combination HRT use.
Because the average age of women in
the WHIMS trial was 71, the applicability of these risks to women under the
age of 65 is unknown. It is also unclear
whether other routes of delivery (e.g.,
transdermal) or different doses would
confer the same risks of dementia. The
failure of combined HRT regimens to
prevent cardiovascular events6,7 has led
to speculation that the progestins in
combination regimens may attenuate
any potential benefit conferred by estrogen alone. Results from an arm of
the WHIMS trial currently underway
that involves women with a hysterec-

tomy who are taking either estrogen
alone or a placebo may help to end this
controversy.2 In the meanwhile, when
HRT is indicated, it appears wise to use
the lowest effective dose of combination HRT, for limited rather than prolonged periods.
Eric Wooltorton
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Canadian Adverse Reaction Newsletter
Bulletin canadien des effets indésirables
To receive the Newsletter and health product Advisories by email,
join Health Canada’s Health_Prod_Info mailing list.
Go to www.hc-sc.gc.ca/hpb-dgps/therapeut/htmleng/adr.html and click on "subscribe."
Inscrivez-vous à la liste Info_Prod_Santé de Santé Canada pour recevoir par
courriel le Bulletin et les Avis au sujet des produits de santé. Rendez-vous à l’adresse
www.hc-sc.gc.ca/hpb-dgps/therapeut/htmlfrn/adr.html et cliquez sur « abonnement ».
Report adverse reactions toll free to Health Canada
Signaler sans frais des effets indésirables à Santé Canada
Tel./Tél. : 866 234-2345 • Fax/Téléc. : 866 678-6789
Email/Courriel: cadrmp@hc-sc.gc.ca
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