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l ABSTRACT

Modeling schizophrenia with iPSC-derived neurons and genetically engineered mice

Takanobu Nakazawa

Department of Bioscience, Graduate School of Life Sciences, Tokyo University of Agriculture

Schizophrenia is a multifactorial disease in which genetic and environmental factors are intricately intertwined. Currently,
the molecular pathogenesis of the disease remains unclear. Considering many patients are not adequately treated with the
major antipsychotic drugs, it is important to stratify the disease based on molecular pathogenesis and to clarify the
molecular pathogenesis of each patient group individually in order to understand the disease and to develop patient-
selective treatment strategies. Analysis of iPSC-derived neurons from patients will directly lead to the clarification of the
molecular pathology of the disease. It is also important to conduct not only molecular and cellular level analyses using iPSC
-derived neurons from patients, but also neural circuit level and behavioral level analyses using mouse models of the
disease, which are generated by introducing the genetic mutations occurring in the patients. In these studies, the use of
patient-derived iPSCs enables cross—species verification. CNS drug discovery has an extremely low success rate. In the
future, research using iPSC technology will not only clarify the molecular pathogenesis of the disease, but will also lead to
molecular pathogenesis-based stratification of the disease, construction of model systems for the development of
therapeutic drugs, and ultimately to the success of CNS drug discovery.

(Japanese Journal of Biological Psychiatry 33 (4) : 183-188, 2022)




