
contents and then swallowed as a glass of water is
drunk.4 If swallowing is impaired, nasogastric
administration of the capsule's contents is indeed
an alternative, albeit less accurate.

Rather than sublingual nifedipine being pre-
scribed, it would be clearer and more accurate to
prescribe nifedipine for oral administration, with
additional instructions that the patient should bite
the capsule before swallowing it while drinking a
glass ofwater.
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Reye's syndrome
EDrroR,-Maria Casteels-Van Daele and Ephrem
Eggermont propose that Reye's syndrome is asso-
ciated not with aspirin but with antiemetics given
for the profuse vomiting which characterises this
disorder and that antiemetic toxicity is often
misclassified as Reye's syndrome.' As evidence
they cite a paper describing two patients with
classic extrapyramidal symptoms of antiemetic
toxicity. Since these have been known for decades,
it is unlikely that "better recognition" of these side
effects could explain the decline of reported Reye's
syndrome in the United States and the United
Kingdom.
The authors criticise the North American case-

control studies for recording only the drugs given
before the onset of vomiting. They question
whether this reflects the onset of Reye's syndrome
itself. The onset is indeed hard to time precisely,
but there is histological and ultrastructural evi-
dence that Reye's syndrome is well established
shortly after the onset of vomiting, before
consciousness becomes impaired.2

Ironically, the early American case-control
studies were accused of temporal precedence bias
caused by analysing medications given both before
and after the onset of vomiting.3 In later studies,
including one funded by the aspirin industry,
a detailed definition of day of onset was used;
it included both vomiting and neurological
symptoms. Temporal precedence bias was avoided
by analysing only onset exposures before onset.4
No further criticisms of the timing of exposure to
drugs have been published.

Casteels-Van Daele and Eggermont state that
only drugs given before vomiting were registered
in the second year of the Ohio study. Nevertheless
data on phenothiazine ingestion throughout the
illness were published. Although there was a
significant excess among cases, only 19% had
received an antiemetic compared with 100%
exposed to aspirin. In the British study the corre-
sponding figures were 14% and 59%. Thus if
antiemetics do have a role in the pathogenesis of
Reye's syndrome it must be substantially smaller
than that of aspirin.
The authors further argue that the subjects

in the case-control studies had a heterogeneity
of conditions, including inherited metabolic dis-
orders. Children with those inherited metabolic
disorders that cause a Reye-like illness usually
present in the first two years of life with an
encephalopathy precipitated by a variety of viral
infections. By contrast, Reye's syndrome in the
United States in the 1970s and 80s occurred
epidemically in association with influenza and
endemically in association with chickenpox;
patients had a median age of 8-9 years.

The problem of heterogeneity was addressed in
the British study, which used a clinicopathological
scoring system. Patients who scored highly satis-
fied all the criteria of the case definition and
resembled clinically those recruited to the
American studies. A significant correlation was
found between increasing score and aspirin
exposure, suggesting that there was indeed a
"subset" effect.

Therefore, though Casteels-Van Daele and
Eggermont correctly state that Reye's syndrome is
a heterogeneous condition, there is evidence for
the existence of a subset which is clinically and
epidemiologically distinct and nearly always asso-
ciated with exposure to aspirin. Not only have the
numbers of reported cases in the United States
and the British Isles declined since the aspirin
warnings, but also the epidemiological and clinical
pattern has changed. The median age has fallen
dramatically; furthermore, the virologically con-
firmed cases associated with influenza and varicella
have selectively declined in the British series since
1986.5

Better diagnosis of inherited metabolic disorders
has probably also contributed to the fall in the
number of cases of Reye's syndrome reported,
although there is still a need for better recognition
of those disorders that cause Reye-like illnesses.
There is no evidence for an aetiological role for
antiemetics.
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Atherosclerotic disease and
cognitive decline
EDrrOR,-Monique M B Breteler and colleagues
describe an association between the clinical mani-
festations of atherosclerotic disease and cognitive
decline in elderly people. They conclude that
atherosclerotic disease may account for consider-
able cognitive impairment and suggest it is time to
study whether population wide atherosclerotic risk
factor intervention can prevent such cognitive
decline.'
The assumption made is that the potentially

modifiable atherosclerotic process is the major
determinant of the observed cognitive impair-
ment. This may be so for "multi-infarct"
dementia, but in many patients cognitive impair-
ment will be due to Alzheimer's disease. As with
atherosclerosis, this condition probably evolves
from a complex interaction of genetic and environ-
mental factors but is unlikely to respond to
conventional risk factor modification. However,
one common pathogenic mechanism may link
these apparently distinct entities.
The e4 allele of apolipoprotein E has been

independently linked with both atherosclerosis
and Alzheimer's disease. Carriage of the e4 allele is
associated with increased risk of coronary heart
disease2 and peripheral atherosclerosis,3 clinical
features used in the study as surrogate markers
of the extent of cerebrovascular disease. The
influence of apolipoprotein E4 is likely to be
mediated through effects on plasma lipids as this

isoform contributes to higher plasma low density
lipoprotein concentrations than the wild-type E3,
although apolipoprotein E may also regulate
smooth muscle proliferation and differentiation.

Apolipoprotein E is also involved in brain lipid
metabolism, and regeneration after injury to the
peripheral and central nervous system. The e4
allele frequency in patients with Alzheimer's
disease is reported as 0 40-0 50 compared with
around 0 12 in control populations. In addition,
apolipoprotein E accumulates in the amyloid
plaques and neurofibrillary tangles found in
this condition, with apolipoprotein E4 showing
particular avidity.4'
Thus the apolipoprotein E gene and its protein

product may mediate two major mechanisms
contributing to cognitive decline in the elderly.
While the vascular component potentially related
to apolipoprotein E4 may be influenced by target-
ing conventional risk factors for vascular disease as
proposed by the authors, this strategy is unlikely to
yield major preservation in cognitive function
since the non-atherogenic expression of apolipo-
protein E4 in this condition is currently not
modifiable. However, intervention at the genetic
and molecular level is worth further investigation
as this may exclude both mechanisms and confer a
dual benefit in apolipoprotein E related cognitive
attrition.
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Autografts ofperipheral blood
stem cells
EDrroR,-Autografts of peripheral blood stem
cells offer additional advantages to those outlined
by Tessa L Holyoake and Ian M Franklin.' At
the moment, peripheral blood stem cells need
to be harvested in a large oncology centre with
the proper equipment and skill. However, the
mobilisation before the harvesting, the intensive
chemotherapy followed by reinfusion, and the
supportive care may be provided locally in a
district general hospital. Most such hospitals have
consultant haematologists and nurses with con-
siderable skill in looking after patients with severe
pancytopenia for short periods; this experience
comes from their management of patients with
acute leukaemia.
The patient may need to visit the main oncology

centre only as a day case or for an overnight stay.
This type of shared care between a major centre
and the local hospital offers several advantages.
Patients should have most of their treatment
locally, and this should be attractive to both
patients. and their relatives. Most purchasing
authorities prefer treatment to be given locally.
The cost of inpatient care in a district general
hospital should be considerably less than that in a
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