
2/25/2023 Tsukasa Shimakawa 1

- Phase 2b clinical development for treatment of schizophrenia

- Potent and highly selective pyrimidine PDE (phosphodiesterases) 10A inhibitors

- PDE10A inhibition increases the striatal cAMP and cGMP signaling

Background

MK-8189 (Merck)

Early Optimization Studies

Component-Based Synthesis of MK-8189
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MK-8189 (Merck)

SAR Study of Core Heterocycle

X-ray Crystal Structure
- Western Fragment 

hydrogen bond with Tyr683

- Central Core

hydrogen bonds with Gln716 and Ser 667

π-π interaction with Phe719

- Eastern Fragment

hydrogen bond with Tyr514

π-π interaction with Tyr514

SAR Study of Eastern and Western Fragments

MK-8189 is a potent and selective

PDE10A inhibitor!
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