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Schizophrenia — A Historical Review

Masahiko ISHIMARU

ABSTRACT

Schizophrenia has long been taken as a chronic progressive illness with a poor prognosis, which is observed across
the world with a morbidity rate of nearly 1%. There had not been an effective therapeutic method for ameliorating
schizophrenic symptoms until 1952, when the first antipsychotic agent chlorpromazine was introduced to the field
of psychiatry with a dramatic effect on the patients. Since then the pharmacotherapy of schizophrenia improved
so rapidly and profoundly that the prognosis does not seem to be poor any more. In Japan, however, schizophrenic
patients occupy 60% of the psychiatric inpatients and many of them are kept hospitalized due to the social conditions
such as the lack of habitation and a social support network.

In terms of the pathological mechanisms, the dopamine hypothesis which implies a dopaminergic hyperactivity in
the brain of schizophrenics has been accepted widely. The hypothesis has been supported strongly by the fact that
the anti-dopaminergic agents are effective in ameliorating the positive symptoms and in preventing the relapse as
well as by the observation of the metamphetamine-induced psychosis which mimics schizophrenic positive symptoms
by enhancing the release of dopamine in the brain. It also has a limitation since the anti-dopaminergic agents are
not effective in treating schizophrenic negative symptoms and other chronic symptoms. Among the candidates for a
more comprehensive theory of schizophrenia, the glutamate hypothesis which implies a hypoactivity in glutamatergic
neurotransmission in the cerebral cortex of schizophrenia seems to be a promising one. In this paper the bases for the
glutamate hypothesis are introduced and discussed. Specifically, the measurement of glutamate receptors that was
performed using postmortem brains of the patients are described. The results included a significant increase in the
glutamate receptors in the several cortical fields of the schizophrenic brains, with its distribution strongly implicates
the involvement of the two major association fields, the prefrontal and the parietal. As a conclusion, “the association
cortex hypothesis of schizophrenia” is suggested, which implies a glutamatergic hypoactivity in the associative
cortices is involved in the course of schizophrenia.
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