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Maternal viral infection and schizophrenia

Sir: Sham et al (Journal, April 1992, 160, 461-466)
suggest that “‘maternal viral infection is an important
cause of schizophrenia”. They imply that the robust
finding of a winter-birth excess among schizophre-
nics is due, in part at least, to a viral effect. They go on
to state that this viral effect can help to explain the
reported decline in the incidence of schizophrenia in
countries in which there has been ““‘an improvement
in the living conditions in recent decades”.

The explanatory hypothesis rests on the grounds
that the viral infection of the mother adversely affects
the developing brain of the foetus, predisposing it to
later schizophrenia. This would be consistent with
the neurodevelopmental theory of schizophrenia,
but certain important factors remain unexplained.

Firstly, one of the hallmarks of neurodevelopmen-
tal schizophrenia is the early age of onset (Murray
et al, 1992). In an extensive review of the literature,
Bradbury & Miller (1985) found no consistent
schizophrenic subtype to be more prone to the
seasonality effect. However, Takei et al (1992) among
others, have reported winter birth to be associated
with schizophrenia of later onset. Additionally, in an
epidemiologically-based study, Castle ez al (1992)
reported that later-onset ‘paranoid’ patients showed
a winter-birth effect, while early-onset ‘neuro-
developmental’ patients did not.

Secondly, it is clear that it is males rather than
females who show a particular vulnerability to the
severe, early-onset ‘“‘neurodevelopmental” form of
schizophrenia (Castle & Murray, 1991). It is thus
intriguing that, in an analysis of the ‘schizo-
phrenogenic effect” of the 1957 influenza epidemic,
O’Callaghan et al (1991) reported that such an effect
was confined to females. Furthermore, in England
and Wales, Der et al (1991) reported that the rates of
schizophrenia for both sexes have declined, and that
the sex-ratio has remained much the same over the
years. In Ireland, Waddington & Youssef (1992)
found the decline to be greatest for females and later-
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onset cases. Should the decline indeed be due to
improved living conditions and less maternal viral
infection, surely such an effect would be more
emphatic in males?
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AUTHOR'’s REPLY: The concept of ‘neurodevelopmen-
tal’ schizophrenia was proposed on the basis that
early onset and male cases of schizophrenia have a
high frequency of obstetric complications, childhood
personality and cognitive problems, and dystrophic
brain abnormalities. By proposing this concept
(Murray & O’Callaghan, 1991), we hoped to pro-
mote a developmental perspective on schizophrenia,
and yet draw attention to possible clinical and
aetiological heterogeneity.

Drs Castle & Gill surmise that if prenatal ex-
posure to influenza epidemics increases the risk of
subsequent schizophrenia in the unborn child by
impairing neurodevelopment, then the season-of-
birth effect ought to be most obvious in early-onset
and male cases of schizophrenia. They point out,
however, that some reports suggest that the late
winter/spring excess of births is most evident in later-
onset and female (see Boyd ez al, 1986) cases. Itis also
true that we regard ‘neurodevelopmental’ schizo-
phrenia as having a poor prognosis, and yet two
studies claim that the season-of-birth effect is greater
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