Child abuse and the clinical course
of drug misuse

Charnaud & Griffiths (2000) in response to
the finding of increased psychiatric symp-
toms in female drug users by Marsden et
al (2000) postulate that this finding may
be a sequela of earlier child abuse. It is in-
teresting to note the high incidence of child-
hood sexual abuse found in their study
population based in Cornwall. In a Dublin
sample, the level of sexual abuse for both
males and females was considerably lower
(21%). However, the effects of abuse ap-
peared to have a significant influence in
subsequent clinical progression of substance
misuse. Those patients with a history of
sexual abuse in the past had a significantly
younger mean age of first opiate use (16.7
years v. 19.1 years for those without a his-
tory of sexual abuse) (Browne et al, 1998).
The duration of drug misuse was also con-
siderably longer (mean 10.8 v. 8.4 years).
We would support the suggestion of
Charnaud & Griffiths (2000) that the eva-
luation of previous history of sexual abuse
can predict the best plan of treatment for
these patients. We would suggest that the
long-term clinical progression of sexually
abused drug misusers is that of more rapid
progression to intravenous drug misuse with
all the prognostic features that this implies.
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Apolipoprotein E, Alzheimer’s
disease and Down’s syndrome
We read with interest the article by Deb et
al (2000) apparently demonstrating find-
ings contrary to our own (Prasher et al,
1997). Overall, we agree with the findings
by Deb et al, although clarification on
several important points is required.

The principle reason why we did not
find a statistically significant association (at
the 5% significance level) between apolipo-

protein E (ApoE) €4 and Alzheimer’s disease
in adults with Down’s syndrome was be-
cause at that time there was a much smaller
sample size of adults with Down’s syndrome
and dementia available for meta-analysis
(102 subjects previously included compared
to 158 in Deb et al’s report). The three addi-
tional reports included in Deb et al’s meta-
analysis are of significantly larger samples.
However, even with this greater number of
subjects available for meta-analysis the
power remains at 76%. Given the propor-
tions of €4 in the groups with and without
dementia in the Deb et al paper, for a power
of 90%, a minimum of 224 adults with
Down’s syndrome and dementia are re-
quired to demonstrate statistical significance
at the 5% level. Furthermore, the 4 allele
frequency in the different studies varies from
5.9% to 33.4% in subjects with dementia
(Deb et al, 2000) and therefore future stu-
dies are still required if an association be-
tween ApoE &4 genotype and Alzheimer’s
disease in adults with Down’s syndrome is
to be established.

Deb et al are incorrect to exclude the
study by Wisniewski et al (1995) because
“they diagnosed Alzheimer’s disease on the
basis of neuropathological findings alone”.
Wisniewski et al (1995) made a diagnosis
of dementia (not Alzheimer’s disease) by a
clinical assessment alone “as judged by the
physician following the patient”. However,
the inclusion of this study in the present
meta-analysis makes little difference to the
findings by Deb et al (2000) as only one per-
son with an &4 allele was present.

The increase in risk of developing de-
mentia in adults with Down’s syndrome
(odds ratio 2.02) appears to be less than
that in populations with no learning disabil-
ity where it can be increased by as much as
30 times for people with two copies of the
¢4 allele (Swartz et al, 1999). From the al-
lele frequency given by Deb et al (2000)
the diagnostic accuracy of ApoE &4 for
adults with Down’s syndrome and demen-
tia is of some clinical value. The sensitivity
is 18% (95% CI 13.5-22%) and specificity
90% (95% CI 88-92%). The absence of an
€4 allele strongly suggests the absence of
Alzheimer’s disease. ApoE genotyping in
the Down’s syndrome population may
possibly be used to screen for dementia.

We conclude, as previously (Prasher et
al, 1997), that the presence of an &4 allele
is neither sufficient nor necessary to cause
Alzheimer’s disease but ApoE &4 genotype
does have a role to play in the presentation
of Alzheimer’s disease in adults with
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Down’s syndrome. The effect is, however,
‘overwhelmed’ by the excessive amyloidosis
due to the triplication of the amyloid pre-
cursor gene.
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Authors’ reply: We thank Drs Prasher &
Haque for their interest in our paper and
are pleased that they agree with our conclu-
sions. It is quite obvious that the difference
in findings in the meta-analysis between our
study and Prasher et al’s study was due to
the inclusion of data in our study that were
not available at the time of Prasher et al’s
study. According to our calculation, our
meta-analysis has 92% power (95% CI
88-96%) at the 5% level. However, tra-
ditional power calculation is not applicable
in this case because instead of simply add-
ing allele frequencies among all studies,
we have used the computerised version of
the Woolf (1995) method of meta-analysis
that takes account of each study individu-
ally. Also, because of the varied nature of
studies included in the meta-analysis we
did not feel it appropriate to calculate speci-
ficity and sensitivity in the traditional way.

It was not stated in Prasher et al’s (1997)
paper which 31 patients (15 with and 16
without dementia) out of 40 patients with
Down’s syndrome, presented in Wisniewski
et als (1995) study, were included in their
meta-analysis. The age of death of patients
reported in Wisniewski et al’s study ranged
widely between 15 and 69 years. They men-
tioned at the bottom of their table that “The
presence of dementia is defined as a dete-
rioration of competence, as judged by the
physician following the patient”. No detail
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