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COMMENTARY

Sir—The two primary aims of the Syst-
Eur vascular dementia trial (Oct 24,
p 1347)1 were to assess whether the
antihypertensive treatment reduces the
rate of vascular dementia and how
cognitive function changes with active
treatment or placebo.2 The trial
showed no effect of treatment on
median Mini Mental State
Examination (MMSE) score, and was
unable to address the first issue
because only two vascular dementia
events were identified.1

The unexpected findings for all-
cause dementia ought to be interpreted
with caution. A large number of
participants were lost to follow-up
compared with the number of events
(for dementia 174 patients lost vs 32
events, and for stroke 237 patients lost
vs 124 events).1,3 In addition to those
patients who were lost, several
hundreds had missed one or more
screening examinations for dementia.
These missing data may undermine the
validity of the results. Typically,
participants who are lost to follow-up
in both groups tend to have a higher
rate of events than those who have
completed follow-up. Even if only two
cases of dementia had occurred in each
group among the paticipants who were
lost, the difference between active
treatment and placebo would no longer
be significant (eg, 21–23 vs 11–13
cases, p=0·07). Paradoxically, the large
amount of missing data may have
favoured a significant finding.

Although blood pressure fell
significantly more in treated than in
placebo patients, there was virtually no
change in MMSE in either group. After
adjustment for baseline characteristics
the apparent lack of association of
blood pressure with MMSE was
substantially altered in a peculiar way.
The reduction in systolic and diastolic
pressure in the placebo group was
associated with a significant decrease in
MMSE. In the treated group the
change in systolic pressure was not
associated with change in MMSE and
change in diastolic pressure was
associated with a significant
improvement in MMSE. If the
association of blood pressure with
MMSE was significantly altered after
adjustment for baseline variables that

are (because this is a large randomised
trial) theoretically balanced equally
across treated and placebo groups,
then we would have to believe that
there is selective follow-up and
potentially bias in the adjusted
comparisons made. The clinical
relevance of such miniscule changes of
fractions of a MMSE point is
questionable.

François Forette and colleagues
imply that calcium antagonists rather
than reduction in blood pressure per se
may prevent dementia. Although
nimodipine confers neuroprotection in
acute subarachnoid haemorrhage,4 the
effects of calcium antagonists in
Alzheimer’s disease and other forms of
dementia remain hypothetical. The
findings of this early report should be
judged at best hypothesis generating.
Speculation about the numbers needed
to treat to prevent one case of dementia
on the basis of the Syst-Eur data is
questionable and may generate
expectations of unproven benefits
among both patients and clinicians.
Until comparative trials of adequate
scope with optimum follow-up data
become available, it is prudent to
continue to use low-dose diuretics as
the first line agents for the prevention
of clinical events in hypertension.

*Marco Pahor, Grant W Somes,
Lonneke V Franse, Ronald I Shorr,
William B Applegate
Department of Preventive Medicine, University
of Tennessee, Memphis, TN 38105, USA
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Sir—François Forette and colleagues’1

show a reduction in incident dementia
among treated patients, compared with

controls. They conclude that use of
nitrendipine, rather than simple
lowering of blood pressure, might
protect against dementia. Such a
conclusion would be crucial for
worldwide public health programming,
because the predicted 50% decrease in
incident dementias would halve a huge
burden of social and health care costs.
However, we feel that results from this
study should be regarded cautiously. In
fact, because of early termination of the
trial and selective recruitment of
cognitively intact patients, the final
analysis relied on only 32 incident
cases of dementia. Thus, the possible
impact of active treatment ranged from
no effect to a 76% reduction in the rate
of dementia.

Which agent was responsible for this
observed effect? A relevant proportion
of patients was on combined treatment
with enalapril and/or hydro-
chlorothiazide, and the treatment was
even unknown for some participants.
With the small number of events,
shifting a few patients from one
treatment group to another would
result in substantial changes in the
associated risk of dementia.
Hypertension per se has been
associated with incident dementia in
two large cohort studies.2,3 One of
these studies also suggested that
antihypertensive treatment—which was
mainly based on use of beta-blockers,
diuretics or both—might reduce the
risk of dementia3

Use of stringent selection criteria
represents a potential flaw for trials in
geriatric syndromes. Recruitment of
healthy individuals in good
socioeconomic conditions almost
invariably results in small population
samples, which show striking
differences when compared with
general populations.4 In the Syst-Eur
trial, selection—as reflected by the
excellent cognitive performance of
participants at entry—might account
for the lack of association with incident
dementia for some variables, such as
education level and cardiovascular
disorders, which have been
acknowledged as strong predictors of
cognitive impairment in large cohort
studies.3,5 Perhaps, to yield reliable data
for practising physicians, different, less
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stringent entry criteria will have to be
adopted for recruiting patients into
randomised trials on treatments which
aim at reducing disability.4

*Giuseppe Zuccalà, Claudio Pedone,
Alberto Cocchi, Roberto Bernabei,
Pierugo Carbonin
Chair of Gerontology,Catholic University,
00168 Rome, Italy
(e-mail: Cepsag@mclink.it)
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2 Skoog I, Lernfelt B, Landahl S, et al. 
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3 Kilander L, Nyman H, Boberg M,
Hansson L, Lithell H. Hypertension is
related to cognitive impairment. Hypertension
1998; 31: 780–86.
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Cognitive impairment and risk of stroke in
the older population. J Am Geriatr Soc 1996;
44: 237–41.

Sir—Françoise Forette and co-
workers’1 study may have major public-
health implications: lowering blood
pressure with nitrendipine in elderly
non-demented people with systolic
hypertension significantly reduced the
incidence of Alzheimer’s disease (AD)
over a 2-year period. Community-
based studies have shown an increased
risk of AD in elderly individuals who
had the highest blood pressure values
9–15 years earlier,2 suggesting either
that hypertension and AD share similar
predisposing factors, or that
hypertension increases the risk of AD.
Forette’s study lends support to the
second hypothesis.

These investigators suggest a specific
neuroprotection conferred by calcium-
channel blockade in AD. Their main
argument is that chlortalidone did not
protect against cognitive impairment in
another trial.3 This plausible hypothesis
should be explored. An alternative
explanation may be that lowering blood
pressure decreases the rate of vascular
pathology, especially lacunar infarcts,
and subsequently avoids the
anticipation of the clinical onset of AD
in some patients, resulting in an
apparent reduction in rate of new-onset
AD over a 2-year period. We previously
suggested that in patients with small
cerebral infarcts, white matter changes,
and preclinical AD (ie, presence of
Alzheimer lesions without clinical
symptoms), the cumulative effect of
these lesions may reduce the long
periods of preclinical AD,4 even if
separately each type of lesion is not
severe enough to produce dementia.
Therefore, patients with Alzheimer’s

pathology develop cognitive decline
earlier in the presence of cerebral
infarcts (including silent infarcts), as
suggested by:4 (i) the increased risk of
new onset dementia after an ischaemic
stroke, half of cases being presumably
due to AD; (ii) the doubled incidence
of AD 25 years after stroke; and (iii) the
presence of silent cerebrovascular
lesions at necropsy in at least a fifth of
AD patients. Moreover, in 61 nuns
with Alzheimer pathology at necropsy,
those who had brain infarcts had a
higher prevalence of dementia.5

Therefore, the occurrence of cerebral
infarcts, including silent infarcts, may
lead to an anticipation of the clinical
onset of AD. Prevention of these
infarcts results in an apparently reduced
incidence of AD.

Thus, an alternative explanation of
the lowered rate of AD in the active
treatment group may be that the
occurrence of infarcts (including silent
infarcts) was reduced. Not all patients
with dementia underwent computed
tomography, leading to a risk of
underestimation of lacunas, which are
frequent in elderly hypertensive
patients, often silent, and better
evaluated by magnetic resonance
imaging. The lack of reduction in
occurrence of dementia with
chlortalidone in the SHEP study,2 may
have other explanations (diagnostic
criteria, target blood pressure, statistical
power, &c). Forette and co-workers’
finding provides important clues for
prevention of AD in people with arterial
hypertension. This effect may be, at
least in part, the consequence of the
reduced rate of infarcts by lowering of
blood pressure.

*Didier Leys, Florence Pasquier
Department of Neurology (*Stroke and
Memory Centres), University Hospital, 
F-59037 Lille, France
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of Alzheimer disease: the nun study. JAMA
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Authors’ reply

Sir—Marco Pahor and Giuseppe
Zuccalà and their colleagues are
concerned that with the small number
of incident cases of dementia, shifting
a few patients from one treatment
group to the other could reduce the
observed prevention of dementia to a
non-significant chance finding. At
variance with Pahor’s interpretation,
only 26 (1·1%) of the 2418 analysed
patients were lost to follow-up before
the first-year visit. Among the other
evaluated patients without any follow-
up MMSE test, the investigators did
not report dementia in 201 patients in
double-blind or open follow-up or in
21 patients who died. In six evaluated
patients the DSM-III R test excluded
dementia. Of the 744 patients not
analysed, 692 could not be assessed
because of the early termination of the
trial. These patients were equally
distributed over the placebo and the
active-treatment groups (358 vs 386).
If in the treatment group the
prevention of dementia had been
similar to that in those evaluated,
statistical significance, in view of the
larger numbers, would not have been
lower but higher.

Pahor also overlooks the practical
difficulties that the coordinating office
faced, when the ethics committee
decided to stop the trial prematurely.
A delicate balance had to be struck
between timely reporting long-awaited
outcome results on the use of calcium-
channel blockers or postponing
publication until more report forms
had come in. Despite the long
communication lines with 198 centres
in 23 countries,1 the number of
patients initially reported as lost to
follow-up (5%) was substantially
lower than, for instance, in the
Medical Research Council trial of
mild hypertension (19%).2 After
publication of the main Syst-Eur
report, efforts to locate all patients
continued, so that finally only 126
(2·7%) remained lost to follow-up.
The additional endpoints did not
affect the published conclusions.1 For
instance, in the re-analysis by
intention to treat active treatment
reduced total stroke by 42% (95% CI
18–60%; p=0·002).

Pahor and Zuccalà also fail to
distinguish statistical from clinical
significance. Even if the scenario
proposed by Pahor were true and the
p-value were 0·07, the point estimate
of the benefit would barely change
and the clinical significance of the
results would remain unaffected, and
at least justify new trials to obtain
confirmative evidence.
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Level of education did not predict
the rate of dementia, but was a strong
determinant of the baseline MMSE.3

In the placebo group the MMSE score
diminished with decreasing systolic or
diastolic blood pressure, whereas in
the active-treatment group these
scores remained unchanged or
improved slightly. By contrast with
Pahor’s intrepretation, the intergroup
differences in these associations were
significant both before and after
adjustment for confounders. These
interactions suggest that active
treatment altered the natural course of
the MMSE scores. As in other
reports,4 the changes in the MMSE
scores were small because they also
indicate a strong learning effect. By
contrast with Zuccalà’s suggestion, in
figure 2 of Kilander’s observational
study4 the slopes between the changes
in cognitive score and the baseline 24-
h diastolic blood pressure were similar
in untreated men and in men given
mainly diuretics and beta-blockers;
only the numbers of men in the two
groups (594 vs 289) explain why the
relation was significant in untreated
(p=0·01) but not treated (p=0·27)
men. 

In the Syst-Eur trial benefit was
equal in patients remaining on
monotherapy with nitrendipine and in
those proceeding to other treatments
including enalapril or hydro-
chlorothiazide.5 The hypothesis
proposed by Didier Leys and Florence
Pasquiler that blood pressure lowering
may protect against dementia by
preventing silent brain infarcts is
plausible.

*Françoise Forette, Jan A Staessen,
Lutgarde Thijs, Willem H Birkenhäger
Syst-Eur Coordinating Office, Campus
Gasthuisberg, B-3000 Leuven, Belgium

1 Staessen JA, Fagard R, Thijs L, et al.
Randomised double-blind comparison of
placebo and active treatment for older
patients with isolated systolic 
hypertension (correction published in
Lancet 1997; 350: 1636). Lancet 1997; 350:
757–64.

2 Medical Research Council Working Party.
MRC trial of treatment of mild
hypertension: principal results. BMJ 1985;
291: 97–104.

3 Seux ML, Thijs L, Forette F, et al.
Correlates of cognitive status of old
patients with isolated systolic hypertension:
the Syst-Eur Vascular Dementia Project.
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4 Kilander L, Nyman H, Boberg M,
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Calcium channel blockade and
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Treatment of trichuris
infection with albendazole
Sir—Together with levamisole,
mebendazole, and pyrantel,
albendazole is one of the drugs
recommended by the World Health
Organization for use at the community
level to reduce morbidity due to
intestinal nematodes. Albendazole
alone has been used in more than 800
million people.

Trichuris trichiura is the soil-
transmitted nematode that is the most
obdurate and difficult to treat. General
experience shows that the
benzimidazoles albendazole and
mebendazole are the most effective
drugs under most conditions. We were
pleased to read in J E Forrester and
colleagues’ (Oct 3, p 1103)1 report of a
beneficial impact of antihelminthic
chemotherapy. The main results of this
small study confirm, as expected, the
importance of regular antihelminthic
chemotherapy against T trichiura. As
anticipated, the benefit of intervention
was more evident in children who had
had larger worm burdens.

However, one aspect of Forrester and
co-workers’ data, which they emphasise
in their report, needs more detailed
comment: this is the finding of a
marginally statistically significant
inhibitory effect of albendazole on the
growth of children with low-grade
infection and uninfected children given
1200 mg over 3 days. First, we believe
that the conclusion (that albendazole
1200 mg may affect growth per se) is
based on a small study size, which lacks
a control group. Second, we would
point out that large studies of
thousands of treated schoolchildren
have been undertaken in many endemic
areas in the past 20 years.2 In 1991 and
1994, WHO commissioned reviews on
the toxicity of four antihelminthics in
view of the growing interest in large-
scale community-based antihelminthic
chemotherapy. These reviews
established the safety of these drugs for
community administration (Dayan AD,
unpublished WHO documents). We
emphasise that in none of these studies
has anything but health benefits been
observed. In most of these treatment
campaigns single doses of 400 mg
albendazole have been used, and this is
the current WHO recommended dose
for mass treatment programmes. With
this recommended dose, Forrester et al
found that albendazole produced
improvement in growth.

Large-scale chemotherapy has a
central role in the control of many
communicable diseases such as
schistosomiasis, onchocerciasis,
filariasis, and soil-transmitted

nematode infections. Regular
chemotherapy against intestinal
nematodes reduces mortality and
morbidity in preschool children,
improves nutritional status and school
performance of schoolchildren, and
improves the health and wellbeing of
pregnant women.3,4

Therefore we agree with the
comment of P Winstanley5 that
Forrester and colleagues’ report will not
deter us from continuing to advise the
use of albendazole and the other three
single-dose antihelminthics at the
recommended doses in mass-treatment
programmes. UNICEF, WHO, the
World Bank, the World Food
Programme, and other international
and national organisations are working
in partnership to implement activities in
endemic countries for the
chemotherapy-based control of
helminthic infections in high-risk
groups. These programmes will be
regularly monitored and evaluated to
observe and assure improvement in the
health and wellbeing of the millions
infected worldwide.

L Savioli
Department of Communicable Diseases
Prevention and Control, World Health
Organization, CH 1211, Geneva, Switzerland

For full authorship see Lancet website
www.thelancet.com
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5 Winstanley P. Albendazole for mass
treatment of asymptomatic trichuris
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Sir—Intestinal helminth infections
cause deficits in growth, nutrition, and
cognitive function,1,2 which recently led
the World Bank to rank these infections
as the main cause of morbidity in
school-aged children throughout the
developing world.3 Consistent with
these findings, J E Forrester and
colleagues4 report improved growth
after deworming of children with high-
intensity Trichuris trichiura infections.
However, they also report that among
children with the lowest levels of
infection (10–510 eggs per g of stool),
those who received either standard (400
mg) or high-dose (1200 mg)
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