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In the development of the guideline, we performed the retrospective and prospective
studies to compare the effectiveness among several treatment options for treatment-resistant
schizophrenia. In the retrospective study, we investigated the effectiveness of long—acting
risperidone or paliperidone and clozapine on the 30 patients with TRS who were treated in
Chiba University Hospital from April, 2012 to September, 2014. Eleven patients received
clozapine and their significantly improved their GAF scores (Global Assessment of Functioning
Scale) before the clozapine introduction. Six patients with TRS and dopamine supersensitivity
psychosis (DSP) who received LAIs also showed a significant improvement in GAF, comparable
to those treated by clozapine, whereas the patients with TRS and deficit syndrome showed no
response to the LAIs. Taking these results, we have started a multicenter prospective
observational study. We will recruit 500 patients with TRS from 10 hospitals until March,
2018.

Dopaminergic cells have been derived from iPS cells of patients with TRS by Yoshikawa
and his colleagues and sent to Chiba University and Kurume University. Nishi and Iyo have
prepared to the cell culture and analysis system in order to investigate dopaminergic and

glutamatergic functions in the cells at Kurume University and Chiba University, respectively.
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