BRITISH JOURNAL OF PSYCHIATRY (2002), 180, 465-467

Correspondence

EDITED BY MATTHEW HOTOPF

Contents

m Asphyxia at birth and schizophrenia m Atypical antipsychotics, cortical D,

receptors and sensitivity to endogenous dopamine m Diagnosis of vascular dementia

m Prolonged QT interval with rivastigmine m From mental hospitals to community care

m Confusion

Asphyxia at birth and
schizophrenia

In our recent paper we reported that signs
of asphyxia at birth were associated with
the subsequent development of schizo-
phrenia (Dalman et al, 2001). Crow
(2001), in his invited commentary, sug-
gested that the birth records were assessed
by midwives who were not ‘blind’ as to
case—control status. As stated in the paper,
we took care to eliminate this possibility
and think it highly unlikely that the mid-
wives became unblinded. We should add
that, following the Vancouver agreement
(International of Medical
Journal Editors, 1997), the midwives were
not listed as authors as they only contri-
buted to data gathering. We understand that
Professor Crow has also adopted this policy

Committee

in relation to the National Child Develop-
ment Study interviews (Done et al, 1991).

Why were our findings so clear-cut in
relation to asphyxia? There are at least
two possible reasons. First, we took care
to adjust for confounders and also adjusted
for the association between different preg-
nancy and delivery complications in order
to examine for an association independent
of other complications. Second, by using
paediatricians to examine birth records
we may have been measuring birth asphyx-
ia more accurately than with the Apgar
index, which is only poorly related to
asphyxia (Sykes et al, 1982). Most of the
other large studies carried out recently
have relied upon routinely available data
on pregnancy and birth complications.
This might have introduced a random
measurement error and could have ob-
scured important associations.

Finally, the paper by Thomas et al
(2001) does not contradict that of Dalman
et al (2001). Thomas et al (2001) were
concerned only with the possibility that
pregnancy and delivery complications were
more strongly associated with schizo-
phrenia in certain subgroups. The results

indicated that there were no statistically
significant interactions so the association
between asphyxia and schizophrenia was
apparent in the whole sample.
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Atypical antipsychotics, cortical D,
receptors and sensitivity to
endogenous dopamine

Xiberas et al (2001) report that atypical
antipsychotics show a preferential cortical
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v. striatal dopamine D, occupancy. This
finding is not without controversy as
Olsson & Farde (2001) failed to find such
evidence and have suggested that an
apparent cortical-striatal difference may
be a methodological artefact. None the less,
if the finding of Xiberas et al can be
confirmed it prompts the question of why
some drugs show a higher occupancy in
one brain region compared with another.

Receptor occupancy by a drug is a func-
tion of its regional concentration and func-
tional affinity for the receptor in that
region. There are no data to suggest that
the atypical antipsychotics show a higher
regional concentration in the cortex; there-
fore, the difference is likely to arise because
of higher functional affinity in the cortical
regions. Functional affinity is determined
by the receptor protein as well as local
competition from endogenous neurotrans-
mitters — dopamine in this case. The protein
structure of the D, receptors throughout the
brain is similar and so is their in wvitro
affinity in the absence of competition
(Seeman & Ulpian, 1983). This leaves one
plausible  explanation — that  different
concentrations of endogenous dopamine in
cortical v. striatal regions may account for
the difference in occupancies observed.

It has been suggested that a lower
affinity and a faster off-rate (k ) may make
atypical antipsychotics more susceptible to
competition by the high levels of endo-
genous dopamine in the striatum compared
with the low levels of endogenous dopamine
in the cortex (Seeman et al, 1997; Kapur &
Seeman, 2001). It is interesting that of the
antipsychotics reported, the one with the
lowest affinity, fastest dissociation from
the D, receptor and hence highest suscept-
ibility to competition (clozapine) shows the
greatest cortical-striatal difference, whereas
the one with the highest affinity, slowest
dissociation and least susceptibility (halo-
peridol) shows the least cortical-striatal
difference. Furthermore, it seems that 5-
HT, blockade, or a multi-receptor profile, is
not necessary to achieve this cortical-striatal
difference since amisulpride, a relatively
specific D,;; antagonist, also shows this
effect. Thus, a lower affinity and a faster k4
of the atypical antipsychotics at the D, recep-
tor makes them more responsive to endo-
genous dopamine concentrations and may
account for the cortical-striatal difference
noted by Xiberas et al.
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