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larger daily dose of medication before scan 1 with a
greater caudate volume change score is that patients
who required more medication in order to be stabilized
might have had a more severe form of illness. However,
if severity of illness caused the increase in caudate vol­
ume over time, we would have expected to see an asso­
ciation between caudate volume change scores and
other measures of severity of illness, including psycho­
pathology, level of remission, and time to remission.

The association of increased caudate nuclei volumes
with younger age at onset of illness is similar to the
association between younger age at onset of illness and
larger lenticular nuclei in young, chronically treated pa­
tients that has been reported by other investigators (6).
These findings suggest that an effect of neuroleptic
medication on caudate nuclei volumes may be miti­
gated in older patients. One possible explanation for
this age effect is the greater neuronal plasticity in the

'; striatal systems of young patients, as a consequence of
, which they are more likely to respond with activation
: and hypertrophy of striatal tissue to the disinhibition

induced by dopamine-blocking neuroleptic medications.
There are several limitations of the findings of this

study. Since the comparison group was small and not
perfectly matched for age and gender, we cannot rule
out the possibility that the increases in caudate volume
among the patients were secondary to differences in age
or gender between the patients and comparison sub­
jects, rather than a treatment effect. A further limitation
of this study is that, in a study of human subjects, it is
not possible to disentangle the confounding effect of se­
verity of illness with dose of medication, since compari­
son subjects cannot be exposed to chronic neuroleptic
treatment. An animal study with neuroleptic- and pla­
cebo-treated groups might help to disentangle these
variables.

CONCLUSIONS

In summary, there was no change in ventricular and
cortical volumes of first-episode schizophrenic patients
18 months after entry into the study. Striatal enlarge­
ment did occur early in the course of illness of these
patients, especially those with early onset of illness.
This enlargement may be the result of an interaction
between exposure to neuroleptic trearment and the
neuronal plasticity of the dopaminergic neuronal sys­
tems of young patients. Alternatively, the enlargement
may be secondary to illness-related factors that provoke
regenerative changes in striatal structures.
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