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The development efforts that will result in the commercial manufacturing process of divarasib (1), a highly
potent KRAS G12C inhibitor currently undergoing Ph Il clinical trials, will be highlighted. Most
prominently, our process landmarks the first example of a highly atroposelective Negishi coupling at
manufacturing scale, allowing isolation of the step product (R.)-4 as a single isomer without
chromatography.! The implementation of a continuous process for the metalation steps of the Negishi

coupling allowed for the elimination of the cryogenic reaction conditions from the manufacturing
2
process.
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We will also outline improvements to the other key synthesis steps, overall resulting in a 6-fold yield
increase and a 29-fold process mass intensity reduction.
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