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symptoms. Specifically, both of these studies?22
repoit that the presence of the G-allele, ie, G/G
or G/C genotype, predicts a limited response to
treatment with AAPDs. Thus, the results of the
present study may provide a rational treatment
strategy for attention impairments characteristic
of schizophrenia.

It is possible that the increase in
somatodendritic 5-HT,, receptor expression
associated with the G-allele®3 may mediate
decreased efficacy of AAPDs. Also, our findings
are in concert with the suggestion that the
C(-1019)G polymorphism in the S-HT,, receptor
predicts structural and functional characteristics
in cortical regions receiving projection of
5-HT neurons, such as parahippocampal gyrus
and prefrontal cortex, as these brain areas are
responsible for some of the key domains of
cognitive function, eg, verbal learning memory,
working memory, attention/information
processing, and social cognition.”** Whether
the C(-1019)G polymorphism is associated with
the ability of antipsychotic drugs to treat other
cognitive domains deserves further studies.

The limitations of the present study include
a small sample number that might have caused a
lack of robust level of significance and variability.
For example, it might explain the absence of a
significant effect of C(-1019)G SNPs on negative
symptoms, in contrast to the results in previous
studies.?>?* Secondly, the measure of attention
used here is “nonspecific” and not a cognitive test
per se; the use of a specific neuropsychological
test should enhance sensitivity and specificity
to detect possible changes of attention.
Furthermore, the two test drugs, perospirone
and olanzapine, have different affinities for
5-HT,, receptors; olanzapine shows minimal
direct affinity for these receptors.* However, the
increase in DA release produced by it is blocked
by 5-HT,, antagonists (eg, WAY 100635),3%3¢
indicating this antipsychotic drug indirectly

stimulates 5-HT,, receptors.?>% Pretreatment
with WAY 100635 also suppresses the increase
in DA concentrations induced by perospirone,
an AAPD having a high affinity for 5-HT,,
receptors.?’

CONCLUSION

In conclusion, these results provide additional
support to the role of 5-HT,, receptors in some
of the cognitive disturbances of schizophrenia,
and facilitate the treatment strategy to effectively
improve attention. Further studies with a larger
number of subjects are warranted.
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