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Objective
To determine whether postmeno-
pausal estrogen use is associated with
a risk for Alzheimer disease in elderly
women.

Design
Community-based cohort study with
follow-up of I to 5 years.

Setting
New York City, USA.

Participants
1124 elderly women (mean age 74 y,
38% Hispanic, 36% black, 26% white)
who had no evidence of cognitive im-
pairment at baseline or history of
Parkinson disease or stroke. Women
were identified from records at sensor
centers, community housing sites for
elderly persons, and Medicare.

Assessment of risk factors
A trained interviewer obtained data on
oral estrogen use as part of a risk fao

Commentary
The design of the study by Tang and col-
leagues included collection of information
about ERT use before the onset of Alz-
heimer disease, diagnosis of Alzheimer
disease without knowledge of past ERT
use, and adjustment of the results for
many of the risk factors for Alzheimer
disease. Thus, the association between
ERT use and Alzheimer disease is valid
and can be generalized to most elderly
women. The validity is further strength-
ened by a significant close-response rela-
tion: the longer women used ERT, the
lower the risk for developing Alzheimer
disease. The authors cite earlier studies
that link estrogen with the preservation
of cholinergic neurons, increased se-
cretase metabolism of the amyloid pre-
cursor protein, and interaction with
iipolipoproix-ln E all of which arc fac-
tor- that make J causal :issiu:iuti<in be-

tor evaluation (including the age at
which the women started and stopped
taking estrogen, age at menopause,
natural or surgical menopause, and
the name but not the dose of estro-
gen preparation).

Main outcome measure
A group of physicians and neuro-
psychologists blinded to estrogen sta-
tus made the diagnosis of Alzheimer
disease using medical records and ini-
tial and follow-up neurophysiologic
testing results.

Main results
156 women (13.9%) reported taking
oral estrogen replacement therapy
(ERT). Mean duration of ERT was
6.8 years (range 2 mo to 49 y). Women
who reported estrogen use were
younger (73 vs 74 y, P = 0.01), had
more years of formal education (10 vs
9 y, P = 0.005), and were more likely
to be white or Hispanic than black
(P = 0,007) and to have had a hyster-
ectomy (P - 0.001). During follow-
up, 167 women (14.9%) developed
Alzheimer disease; these women were
older (P = 0.001) and less educated
(P = 0.001) than those who did not
develop the disease. 5.8% of the 156

women who had ever used ERT d&:';
veloped Alzheimer disease compared.:
with 16.3% of the 968 who had no^
(P < 0.001). After adjustment for edit;;

cation, ethnic origin, and participaTi
tion group, women who used ERfc
had a reduced risk for Alzheimer disi,:.:

ease (relative risk 0.5,95% CI 0.251^:
0.9, P = 0.02). The risk for Alzheimer":
disease was reduced as the duratiojfV.
of ERT increased (P for trenf:
= 0.003). The age of onset of Alz:::('
heimer disease, stratified by mediaj.;:;:
age at study entry, was greater arnon|.;:v
women who had used ERT than thosr?.
who had not (P < 0.01). ..-t:;

Conclusion
The use of posttnenopausal estrogeii;::

;

replacement therapy was associated̂ -,
with reduced risk for and delayed onsC.
of Alzheimer disease in elderly womeit. ;
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tween ERT and the risk for developing
Alzheimer disease biologically plausible.

As the authors point out, ERT use may
also be a marker for behavioral and medi-
cal factors that were not controlled for in
this study. For example, premenopausal
women who exhibit type A behavior, have
good cardiovascular risk profiles, and are
better educated are more likely to use
postmenopausal ERT (I). In addition,
early measures of linguistic ability and
cardiovascular disease have been associ-
ated with the risk for Alzheimer disease
(1, 2). Thus, women who choose to use
ERT may have fundamentally different
baseline characteristics that are associated
with a lower risk for developing Alzheimer
disease. A randomized controlled trial is
needed to assess the direct benefit of post-
• iic:m>paus'jl KRT in mincing the risk ior

l h

address the use of ERT in the treatment
of patients with established Alzheimer,
disease. .;:.;:

Clinicians should be aware that ERTjs;
associated with a lower risk for developing.;
Alzheimer disease and should counsel that
patients who are considering using
this potential benefit.

Sally E. McNagny, MD,
Robert C. Green, M

Emory Universitf:
Atlanta, Georgia, U$ff:
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Objective
To determine the risk for death asso-
ciated with the use of calcium antago-
nists (nifedipine, verapamil, or
diltiazem) in patients with chronic
coronary artery disease.

Design
Cohort study derived from the
Bezafibrate Infarction Prevention
(BIP) study.

Setting
:
:i8 cardiology departments in Israel.

Patients
j: 15 502 patients with chronic coronary
: artery disease who were screened but

• not included in the BIP study. After a
.mean follow-up period of 3.2 years,

;': mortality data were available for 11 575
:: patients (mean age 60 y, 79% men).

y; Commentary

,;A recent case-control study (1) and a
meta-analysis (2) that link short-acting

..calcium channel blockers to an increase
: in: the cardiovascular mortality rate have
generated an inordinate amount of me-

; :,dia coverage and concern. These preihni-
, nary reports, however, were not designed

.;: to establish a causal relation. The current
• observational study by Braun and col-

.-• leagues reviews a large cohort of patients
; who were treated for known coronary ar-

.. tery disease. No increase in mortality rate
.i-Was noted after careful adjustment for dif-
ferences between patients who were re-
:;.ceiving the calcium antagonists and those
:..MiO:were not. In addition, subgroup
:.; Analysis failed to identify any group with
^"•increase in risk for death.
'•l;This study should help quiet fears that

'•vcre stuniiljitL-d i>y flu': ouslTMVtTsy uvt:r
hasiiK-l :>if.d;i:rs. Many pavifiirs

Assessment of risk factors
5843 patients who were receiving cal-
cium antagonists (diltiazem, n = 3320
[57%]; nifedipine, w = 1999 [34%];
verapamil, n =350 [6%]; and a com-
bination of 2 calcium antagonists,
n = 174 [3%]) were compared with
5732 patients who were not receiving
calcium antagonists (control group).

Main outcome measures
Total mortality rate taken from na-
tional databases.

Main results
495 deaths (8.5%) occurred among
the patients receiving calcium antago-
nists and 410 deaths (7.2%) occurred
in the control group. The age-ad-
justed relative risk (RR) for death as-
sociated with calcium antagonists was
1.08 (95% CI 0.95 to 1.24). Multivari-
ate analysis was done with further ad-
justment for differences between the
groups in age, sex, previous myo-
cardial infarction, angina, New York
Heart Association (NYHA) functional
class, hypertension, peripheral vascu-
lar disease, chronic obstructive pul-
monary disease, diabetes, and
smoking. The analysis showed that

the overall RR for death associated
with calcium antagonist use was 0.97
(CI 0.84 to 1.11). After further adjust-
ment for concomitant use of other
medications ((5-blockers, aspirin,
nitrates, and diuretics), the overall RR
for death did not substantially change
(RR 0.94, CI 0.82 to 1.08). Subgroup
analysis showed a decreased risk for
death in patients who received cal-
cium antagonists and who were in
NYHA functional class II (RR 0.68,
CI 0.53 to 0.86).

Conclusion
The use of calcium antagonists was
not associated with an increased risk
for death in patients with chronic
coronary artery disease.
Source of funding: Boehringer-Mannheim
Limited.
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in this trial who were treated for known
coronary artery disease did not have ad-
verse effects from receiving short-acting
calcium antagonists. If small differences
in risk for death do indeed exist among
classes of antihypertensive medications,
this conclusion will have to wait until well-
designed randomized trials are completed.

Until then, what is the clinician to do?
These studies point out that medications
must be appropriately used. Short-acting
calcium channel blockers should not be
prescribed for chronic hypertension, and
nifedipine (a short-acting dihydropyri-
dine) is not indicated after a myocardial
infarction (1, 2). Long-acting calcium
antagonists have not been linked with any
risk for death and should be preferentially
prescribed instead of short-acting prepa-
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drugs; calcium antagonists and nitrates are
considered as adjuvant therapy if symp-
toms persist. Also, patients should be
warned not to suddenly stop taking their
medications. Complications that arise
from the progression of underlying dis-
eases will far exceed the smal! hypotheti-
cal risk for death suggested by the calcium
blocker studies.

Matthew J. Sorrentino, MD
University of Chicago

Chicago, Illinois, USA
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