
Drug Treatment of Alzheimer's Disease and
Responders to Rivastigmine Beyond 12 Weeks

Dear Editor

We think your readers may be interested in our
observation of late responders to rivastigmine
tartrate 1±6 mg twice daily in Alzheimer's disease,
with some patients responding beyond 12 weeks.

The publicity associated with acetylcholine-
sterase inhibitors has unfortunately centred around
apprehension about drug costs rather than on the
patients who are likely to bene®t clinically. OnMay
27, 1998 the Chief Medical O�cer wrote to
Medical Directors of NHS Trusts in Scotland to
commend the document produced by the standing
Medical Advisory Committee in England giving
guidance to clinicians on the use of donepezil for
Alzheimer's disease. The standing Medical
Advisory Committee recommended that `patients
should be reviewed early to assess compliance and
tolerance. The specialist should review the patient
at 12 weeks to assess bene®t and review the dose.
Prescribing should continue only if, in the special-
ist's judgement and informed by appropriate
measures of cognition and function, bene®t is
con®rmed'.

For the past 12 months we have been a Scottish
centre taking part in open label studies of
rivastigmine tartrate 3 mg±12 mg daily, a new
acetylcholinesterase inhibitor, in patients with
Alzheimer's disease. At 9±12 months into the
studies both investigators had the clinical impres-
sion that a number of patients were continuing to
show ongoing improvements. We sought and
obtained the approval of Novartis Pharma-
ceuticals, who are conducting the studies, to
analyse our own Mini-Mental State Examination
(MMSE) scores to see if this measurement would
substantiate our clinical impression. We were
concerned to look speci®cally at whether there
might be any patients who had not shown a
signi®cant bene®t at the 12-week review who on
further exposure to rivastigmine tartrate did show
an improvement by week 26.

We identi®ed the patients who were baselined for
treatment with rivastigmine and tabulated their

Mini-Mental State Examination scores as des-
cribed by Folstein et al. (1975) at baseline, week
12 and week 26. We calculated the change from
baseline to week 12 and the change from week 12 to
week 26. We have looked speci®cally for patients
who had a poor response at week 12 as de®ned as
less than or equal to one single point increase in
MMSE score.

In the statistical analysis of the scores and
changes in the scores with time, we have made
the assumption that we may be dealing with diverg-
ing populations of responders and non-responders.
Accordingly, we have calculated the statistics in
this manner using the Wilcoxon matched pairs
signed-rank test.

We have been able to analyse the baseline week
12 and week 26 MMSE scores for 38 of 44 patients
studied (Table 1). Six patients were withdrawn
before week 26 largely due to tolerance problems.
At baseline the median MMSE score was 14 points
(range 7±25). At week 12 the median MMSE was
16 points (range 9±26). The di�erence is signi®cant:
p5 0.01. At week 26 the median MMSE was
18 (range 6±28). This is a signi®cant increase from
the 12±week scores: p5 0.05. These are tabulated
in Table 1.

Eighteen patients of the 38 showed an improve-
ment of less than or equal to one point between
baseline and week 12. The median baseline MMSE
was 14 points (range 9±25). The median score at
12 weeks was 14 points (range 9±24). This di�er-
ence was not signi®cant. The median at week 26 was
17 points (range 10±28). This di�erence between
week 12 and week 26 is signi®cant at p5 0.05.
These results are tabulated in Table 1. They
demonstrate an improvement in MMSE score
from baseline to week 12 for the whole population,
an improvement from week 12 to week 26 for
the whole population and, importantly, an
improvement from week 12 to week 26 in the initial
poor responders from baseline to week 12.

The results of this study would appear to
support the impression of clinicians working in
the study that patients were continuing to show
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improvement beyond 12 weeks of treatment. This is
consistent with the ®ndings of a large placebo-
controlled double-blind trial of rivastigmine in 699
patients (Corey-Bloom et al., 1998). We were most
interested to look at the patients who had not
shown a marked response by week 12 yet had
shown an improvement by week 26. This particular
®nding would question the wisdom of taking an
early decision at week 12 in normal clinical practice
whether to continue rivastigmine treatment or not
for patients with Alzheimer's disease.

Our main conclusion is that further work is
required to de®ne the length of a trial of treatment
patients with Alzheimer's disease before taking a
decision that there has been no response to treat-
ment. We are grateful to Novartis Pharmaceuticals,
who are sponsoring the multicentre study of which

we are one centre, for allowing us to present these
results from our site.

H. MCMILLAN

Crosshouse Hospital, Kilmarnock

REFERENCES

Corey-Bloom, J., Anand, R., Veach, J. for ENA 713
B352 Study Group (1998) A randomised trial evaluat-
ing the e�cacy and safety of ENA 713 (rivastigmine
tartrate), a new acetylcholinesterase inhibitor, in
patients with mild to moderately severe Alzheimer's
disease. Int. J. Geriatr. Psychopharmacol. 1, 55±65.

Folstein, M. F., Folstein, S. E. andMcHugh, P. R. (1975)
Mini-mental state. A practical method for grading the
cognitive state of patients for the clinician. J.
Psychiatr. Res. 12, 189±198.

Table 1. All patients N � 38. Baseline to week 12, p5 0.01. Week 12 to week 26, p5 0.05

Visit Num. Obs. Mean SD Min. Max. Median Lower 95% CI

(median)

Upper 95% CI

(median)

p-value*

Base 38 14.68 5.04 7 25 14.0 13.00 14.00

Week 12 38 16.63 4.85 9 26 16.0 14.00 18.00

Week 26 38 17.74 5.97 6 28 18.0 15.00 21.00

Poor responders at week 12

Baseline 18 16.50 5.03 9 25 14.0 13.00 21.00 Ð

Week 12 18 16.28 4.88 9 24 14.0 14.00 20.00 Ð

Week 26 18 17.72 6.07 10 28 16.0 14.00 21.00 Ð

W12ÿ base 18 ÿ0.22 1.31 ÿ3 1 0.0 Ð Ð 0.4409

W26ÿ base 18 1.22 2.58 ÿ4 6 1.0 Ð Ð 0.0591

W26ÿW12 18 1.44 2.59 ÿ3 7 1.0 Ð Ð 0.0374

Note: Baseline, week 12 and week 26 are summaries for the MMSE scores at these visits. W12ÿ base and W26ÿ base are
di�erences in MMSE week 12 and week 26 minus baseline respectively. W26ÿW12 is di�erence in MMSE week 26 minus week 12.
*Wilcoxon signed-rank test.
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