Sarlah Group POTW: Omecamtiv Mecarbil

- A first-in-class direct activator of cardiac myosin

- Being evaluated as a potential treatment for chronic
heart failure

- To support the drug development program including
Phase 3 studies, practical access to multihundred-kilogram
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quantities of 1 were required.
Omecamtiv Mecarbil (1)

| Initial Clinical Manufacturing Route to Omecamtiv Mecarblll
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rearrangement: R NHOH R NH; 4. Leaching of iron from Pd(Fe)/C catalyst
______________________________________________ F e F 5. Fe-modified catalyst not effective in reducing hydroxylamine
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| Urea Formation and Crystallization of Omecamtiv Mecarbil |
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(82% yield, >99.9% purity)

Factory Process to Prepare Omecamtiv Mecarbil Dihydrochloride Hydrate
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COZMe (82%, 99.9% purity, 287 kg)
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COMe  (93%, 99.9% purity, 248 kg) (51%, 99% purity)
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