(+)-FR901512 (111126-TKGP) M. Nakada® ?

Activity HMG-CoA reductase inhibitor (HMG-CoA ;& stEEEEH)

(A) catalytic asymmetric Nozaki-Hiyama allylation and methallylation,
Key Reactions | (B) ring-closing metathesis, (C) stereoselective hydrogenation,
(D) hydroxyl-directed lithiation, (E) stereoselective epoxidation

Ligand 1
\/©/ 1) PhsP=CH, OHC ?
2) ?, THF; Qi)/ CrCl,, ?, i-Pr,NEt
TMSCI, THF
(A)
OH SBULI OH CHO
1) Grubbs Il 5 1) Ac,0, DMAP, —78 °C
2)Hy ? DMF
DME THF KHMDS THF;
ag oxalic acid
(B) (©)
0] CHO

Ligand 1
?

Crclz, ?, i-PerEt i'PerEt, CHzclz

TMSCI, THF
(A)

1) Grubbs | ? 1) MeOH
—_— —_— —_—-
2)7? AcOH 2)?
? THF-EtOH
(B) (B)
(-)-FR901516 (+)-FR901512
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