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The first example of a highly atroposelective Negishi coupling at manufacturing scale, allowing for the 
isolation of (Ra)-4 as a single isomer without chromatography,1 will be presented. 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 process of divarasib (1),2 a highly potent KRAS G12C 
inhibitor currently undergoing Phase III clinical trials.3 
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More detailed investigations as to the identification and characterization of the best catalyst, the role of 
the additive and the reaction kinetics of the Negishi coupling as well as more details on the metalation 
part in flow chemistry will be presented.   
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