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| | -Question
•Q In patients with mild-to-moderate
4 \: Alzheimer disease, can donepezil im-
:::.:'?•. prove cognitive and global function?

%•;: Design
% "Randomised, double-blind, placebo-
'••'•• "controlled trial with 24 weeks of treat-
'•I"-., ment followed by a 6-week placebo
:,!...washout phase.

j : Setting
:
: :. 20 sites in the United States.

Patients
.473 patients > 50 years of age (mean
age 73 y, 62% women) with uncom-
plicated Alzheimer disease.

Intervention
154 patients were allocated to 5 mg/d
of donepezil, 157 to 10 mg/d (5 mg/d
for the first week followed by 10 mg/d
for the remaining 23 weeks of the
study), and 162 to placebo.

Commentary
Imagine you have a car, If the car was work-
ing normally, you would be able to do 70
miles/h. Instead, you are only able to do
43 miles/h. You spend 24 weeks and quite
a bit of money on. the car, and at the end
of this time, you are abie to do 46 miles/h.
Are you happy with the result?

This question is crucial: Although a 3 -point
difference between donepezil, 10 mg/d, and
placebo on the 70-point ADAS-cog scale is
statistically significant, is it clinically mean-
ingful? The N N T gives a better indication
of clinical utility. Comparing the 10-mg/d
donepezil group with the placebo group at
end point, we have to treat 6 patients with
donepezil, 10 mg/d, rather than placebo for
H weeks for 1 patient to improve by 7 points
on the ADAS-cog. An N N T of 6 may sound
unconvincing to some readers, but many
psychiatric interventions are around this
mark.

Main outcome measures
Scores on the cognitive portion of the
Alzheimer's Disease Assessment Scale
(ADAS-cog) and Clinician's Inter-
view-based Impression of Change
scale that included caregiver-supplied
information (CIBIC-phis).

Main results
Cognitive function and clinician's glo-
bal ratings on the CIBIC-pIus scale
showed greater improvement in patients
in the 5- and 10-mg/d donepezil groups
than in those in the placebo group
(P <, 0.001 and ? < 0.005 at 24 weeks,
respectively) (10 mg/d vs placebo in
Table). These differences were no longer
present at the end of the washout phase.

No treatment benefit was seen for pa-
tient-rated quality of life. Side effects of
donepezil were generally transient and
mild except for nausea and vomiting.

Conclusion
Donepezil improved cognitive and
global function in patients with mild-
to-moderate Alzheimer disease.
Sources of funding: Eisailnc, USA, andEisai
Co., Ltd., Japan.

For correspondence: Dr. J. lent, Eisai Inc.,
Glenpointe Centre West, 500 Frank W. Burr
Boulevard, Teoneck, NJ 07666-6741, USA.
FAX201-692-9183.

A modified version of this Abstract, Commen-
tary, and author's response appeared in Evidence-
Baud Mental Health. 1998 Aug.

Donepezil vs placebo in mild-to-moderate Alzheimer disease*

Outcomes at 24 wk

Improvement of £ 4
points in ADAS-cog

Improvement of > 7
points in ADAS-cog

Improved on the
CIBIC-plus(<3)

Donepezil,
10 mg/d

54%

25%

25%

Placebo

27%

8%

11%

RBI (95% CI)

100% (47 to 176)

225% (74 to 515)

136% (39 to 305)

NNT (CI)

4 (i to 7)

6 (4 to 12)

7 (5 to 18) :

* ADAS-cog = cognitive portion of the Alzheimer's Disease Assessment Scale; CIBIC-
plus = Clinician's Interview-based Assessment of Change scale plus caregiver-supplied
information. Other abbreviations defined in Glossary; RBI, NNT, and CI calculated
from data supplied by authors.

This study by Rogers and colleagues is only
the second published trial of donepezil, and
both studies were funded by the manu-
facturer. The study appears to be method-
ologically sound, although the absence of
caregiver quality-of-life measures and activ-
ities-of-daily-living outcomes is difficult to
reconcile. The previous 12-weekstudy found
no improvement in caregiver quality of life
widi donepezil (1).

As with most phase-3 studies, the transkt-
ability of the results to routine practice is
hampered by the health of the study popu-
lation. The trial population is likely to be
healthier than a population seen in routine
clinical practice. Whether the results would
be any different in a more heterogeneous
population remains to be seen.

There is little doubt that donepezil does
some good for some patients. Given its rela-
tively good toierability and safety profile,

and providing you can live with the cost, a
therapeutic trial may be justified to find
out whether the patient in front of you is
one of the lucky ones.
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Author's response
Maintaining function is a valued outcome
in a piogresyve disease. For 6 patients given
10 mg/d of donepezil, 3 showed robust im-
provement (> 4 ADAS points), whereas 5 of
6 either improved or maintained cognitive
function. Helping a failing car maintain or
improve its current speed is better than
allowing it to slow and ultimately stop.
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