(+)-Batrachotoxinin A*(TKGP-201203) Yoshito Kishi!)

Activities: Neurotoxin (an irreversilble Na*-channel activator)

Key Reactions: A) Intramolecular Diels-Alder reaction B) Oxy-Michael addition
C) Pd-catalyzed carbonylation

mel) mel) , Me| O ,
[:::I:f:] )2 [:::1:ii:r%“ﬂsgu ' Z“sgu HIClL?
_— _— —_—
TBSO - 2)? TBSO : TBSO
H H

- N H :
OTBS OTBS OTBS
1 2 3
(0] (o] (0]
Me Me ? Me OMe
/ 7 ? / / —CHO / 7 /
_—
TBSO Y TBSO Y TBSO Y
H : H : H :
OTBS OTBS OTBS
4 5 6

S/\> 1) +BuLi, HMPA;
HS(CHy)3SH (o] Br/Y\OTBS

CSA Me |/ S MnO,
_— / —_—
2) TBAF
TBSO (A)
OTBS
7
1) TBSO(CHy),NH,
? 1) PIFA
? CaCOs, MeOH

2) Ac,0, Py 2) PPTS, acetone




TBSO Ac

Ho,
DBU 5 1) p-O2NCgH,CO3H
- Me o
? 2) MOMCI, i-Pr,NEt
TBSO -
OTBS
11 12 13

1) KHMDS;

Davis' oxaziridine 1) (MesN)3S(MesSiFy)

2) TFAA, DMSO; 2) PhNTf,, EtgN

EtsN
(B)
1) Hy, PtO,
2,6-di-t-butylpyridine
2) NaBH, 1) DBU
_—
3) TBAF 2) CSA
4) Dess-Martin oxidn MeOH

1) NaBH, KHMDS
CeCls 1) H,, Raney-Ni PhNTf,
_— _—
2) PySSPy ? 2) Dgss-Martin

n-BugP oxidn

18 19

Pd(PPhg),®
co

—_—
morpholine

©

Mel
NaHCO, 1) Zn(BHy)
—_— —_—
2) TsOH

wet acetone

(x)-Batrachotoxinin A (24)

References: 1) Kurosu, M.; Marcin, L. R.; Grinsteiner, T. J.; Kishi, Y. J. Am. Chem. Soc. 1998, 120, 6627.
2) Garst, M. E.; Spencer, T. A. J. Am. Chem. Soc. 1973, 95, 250.
3) Cacchi, S.; Morera, E.; Ortar, G. Tetrahedron Lett. 1985, 26, 1109.



