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Efficient large-scale syntheses of DPP-4 inhibitor candidates 1 and 2 will be presented. As a
result of extensive process research on 1 and 2, we have developed effective and convenient
synthetic methods using a palladium-catalyzed cross-coupling reaction of bromoisoquinolone 3 with
tert BuONa and copper-catalyzed cross-coupling reaction of bromoquinoline 5 with

diketopiperazine 6. These methods have been successfully applied to kg scale preparations.
Me Me
BuOH Me I
Pd(OAc)z Me O _
rac-| BINAP

'BuONa
toluene

4

Me  Me ‘; NH Me_ Me
0,
> N N
WNH; —_— HN\/&
CuI,K2C03
NH2

toluene




