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An exploratory study of target molecules related to the efficacy and adverse
effects of clozapine
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To identify the molecules involved in the pharmacological mechanism of
clozapine (CLZ), an effective antipsychotic for treatment-resistant schizophrenia, comprehensive
protein expression analysis was performed using brain tissue of disease model mice. Differentially
expressed proteins involved in long-term potentiation and insulin signaling pathway in the
prefrontal cortex (PFC), viral myocarditis and adrenergic signaling in cardiomyocytes in the nucleus

accumbens (NAc), inositol phosphate metabolism in the striatum (STR), and ErbB and neurotrophin
signaling pathway in the hippocampus (HIP) were identified as clozapine-reactive molecules.
Phencyclidine (PCP), a non-competitive N-methyl-D-aspartate receptor antagonist and can reproduce a
schizophrenia-like psychosis, and CLZ commonly affected molecules involved in the synaptic vesicle
cycle in both PFC and HIP, neurological diseases (e.g. Alzheimer disease, Parkinson disease,
Huntington diseases) in NAc, and the proteasome in STR.
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