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Drugs ~Brain and Psychiatry~

Development of a novel therapeutic drug for schizophrenia
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Project Outline

Worldwide, more than 20 million people suffer from schizophrenia, but effective and definitive new
therapeutic drugs/treatments have not been established. Existing drugs to schizophrenia are efficient for
positive symptoms mainly but have severe neurological and metabolic side effects. They possess
common mechanism of action (MOA), blocking to neurotransmitter receptors such as dopamine,
serotonin, and adrenaline receptors.

The VPAC2 receptor might be an attractive drug target for the treatment of schizophrenia because both
preclinical and clinical studies have demonstrated a strong link between high expression/overactivation
of the VPAC2 receptor and schizophrenia. Despite these backgrounds, the proof-of-concept of VPAC2
inhibitors has not been examined clinically. A reason might be that the VPAC2 receptor belongs to class-B
GPCRs, and the discovery of small-molecule drugs against class-B GPCRs is generally difficult.

We now found a bicyclic peptide KS-133, which shows VPAC2 receptor antagonist activity in vivo and
suppresses cognitive decline in a mouse model of schizophrenia. KS-133 has a different MOA from
current therapeutic drugs and exhibits high selectivity for the VPAC2 receptor and potent inhibitory
activity against a single-target molecule. It will be an innovative new drug that can provide safe and
effective treatment for patients who show resistance to current treatments or have difficulty in
continuing treatment due to side effects or adverse effects.
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(also known as VPAC2 receptor) is a 7-
transmembrane G-protein-coupled receptor (GPCR).
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Targeted disease: Schizophrenia (approx. 20 million people worldwide)
Patent information : Application submitted
Characteristics of the technology : mid-size molecular drug, a bicyclic peptide

We are seeking for: Collaboration, license-out, and/or support for transfer to investigator-initiated clinical trial(s)




