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Activity Proteasome inhibitor (78T 7 Y —LAREH)

(A) Mizoroki-Heck reaction, (B) 6-endo cyclization,
Key Reactions | (C) Suzuki-Miyaura coupling, (D) macrolactamization,
(E) 1,3-elimination reaction

1) Br
1) 80020 @:
M902C MeOQC \/\l/\ NH,

HO,C M 1, ? 1)? ?
i \l/\OH - > Boc\ll\l/\o ) > BocN © a : =
NH, 3) 2, TsOH 7{ 2)? ﬁ 2) Boc,0, EtgN
?

Et;N
By Pdy(dba),
e )
@va\l/\ THF-NMP ;
Boc O

Br BocN 7< (A)

o o}
7< 1) Mg(CIO,), 74 1) +BUOK, H,0
N 2) r N Et,O; TsOH
HO /Eo PPTS OEE - >=o MeOH, H,0
- g -
OO 3) BuLi; o 2) CbzCl, EtsN
N ? N 3) AnCH(OMe),
Boc H TsOH
Br I
HH
O 1) MOMCI, ?
| HO : 2) TBSOTf
HO 0O._OMe é \©\OIOMG lutidine -
EDCI ? 3)?
NH,-HCI DMF PdCl,(dppf)

KOAc



1) TBAF
2) TESCI, imidazole

3) Zn(OTf),, EtSH
NH, 4) ?
EtsN, DMSO

)K)v 5) Kraus oxidn

1) O OH

BnOJ\_/I\
NH,

HOBt, EDCI

2) H,
Pd(OH),

1) HF-Pyr
2) Dess-Martin oxidn

3) (CICH,CO)O
pyridine

4) aqg HC;
aq NaHCO4

(+)-TMC95A

References:

1) M. Inoue, H. Furuyama, H. Sakazaki, M. Hirama, Org. Lett., 3, 2863 (2001)

2) M. Inoue, H. Sakazaki, H. Furuyama, M. Hirama, Angew. Chem., Int. Ed., 42, 2654 (2003)
3) M. Inoue, T. Takahashi, H. Furuyama, M. Hirama, Synlett, 3037 (2006)



