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orally bioavailable inhibitor of proprotein convertase subtilisin/kexin type 9
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MK-0616
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 crystalline isolated in good yield and purity 
 a highly stable intermediate that could be stockpiled
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a-ketoglutarate-dependent oxidation of L-proline (86) with a proline hydroxylase variant 
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simplified the protecting group needs 

大平 進
without the need to protect the carboxyl acid 
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different steric environments and pK
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crystalline salt 
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a crystalline salt
a single hit out of thousands of experiments
acidsbenefits a late-stage crystalline intermediate 
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a chiral resolving agent for carboxylic 
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16 steps total
 11 lls
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14 steps total
9 lls
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Crystalline forms were discovered for the two intermediates
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removing unrelated compounds and several high molecular weight oligomers and epimers generated by the upstream process
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challenging to crystallize under any conditions 
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43 steps
21 lls
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100 kg of L-proline to make 100 kg of enlicitide

大平 進
discovery and development of a crystallization process to isolate and purify enlicitide, now as its decanoate instead of chloride salt,
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