(=)-Scytophycin C (TKGP-110312)
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Activity Antitumor (#ifEE &)

(A) stereoselective epoxidation, (B) Sy2-type methylation of epoxide,

Key Reactions | (C) methylation of epoxide with double inversion,

(D) N-methyl formenamide formation by coupling

1)?

com 1) TFOH CHO NaH 0
Ho YOO 2 sno ™ 0 2 DBAL . B0 Yo
Me 2) DIBAL Me 3)72,7 Me
3) Swern oxidn 1 TBHP, MS 4A
(A)
7 OH 1) NaH, Mel OMe
[ - '; H z
BnO OTBDPS OHC OTBDPS
2) _TBDPSCI Me Me 2) ?, m-xylene Me Me
imidazole 3) Swern oxidn
DMAP 2
(B)
HH#H
?
1) 7 0 )
NaH S 1) Swern oxidn
1 Bno/\|/WOH
2) DIBAL 2)?
3)? Me NaH
(A)
0 OH 1) TESCI, DMAP
?, CH,Cly; : imidazole
BnOWCOQEt BnO N COH!
Me H,0 Me Me g; QIBAL

(B)

(A)




1)?
2) PivClI
TE
SO (0] pyridine O
BnO - OH BnO
S 3)7?
Me Me CSA Me
(B)
Me Me
O><O
: 7.2
BnO NN THF
Me Me Me Br
1) Hy, ?
2)?, THF
OHC

3) Swern oxidn

Me

Me

=<5 1)?
2) Swern oxidn
: : OPiv 3)7, 2
Me Me pyridine

Hit
1) MsCl, Et;N
" OTBS 5 3 [
? 2)?
AcO. HO.
e v 0 0
2) K,CO3, MeOH 5 3) TBAF )
AcO 3) TBSCI, imidazole NN 4 NN
12 SPh
1)? 2) Ti(Oi-Pr),, (+)-DET
BuLi, HMPA TBHP, MS 4A
2) PPTS, MeOH 3)?,?
pyridine R
(A)
SPh 1) MeLi, ?
1)7? 2) Swern oxidn
OMe MeOH-H,0 3) 2, NMO
2) ?, lutidine; 4)7?
I HgCl,, MeCN-H,O MeOH-H,0
(C)
Pl
1) 2
2, EtsN

2, EtyO-CH,Cl,

2) (MeO),P(0)CH,CO,Me
Buli,
3) TBSOTY, lutidine

2) 3, BF3OEt2
A COzMe



O OMe OTBDPS O OMe OTBDPS
- Me -

Me

1) catecholborane

2) MeOTf, ?

1) NaBH,, MeOH
2) FeC|3-Si02, CHC|3

1) 2, NMO, MS 4A
2) TESOTH, lutidine

3) ?, MeOH
4)7?
EtsN, DMAP, toluene

3)?,?, DMF
4) Dess-Martin oxidn

Me

2) HCONHMe
?

7 NH,
KPO, O’
""NH,

3)7? (—)-Scytophycin C
pyridine-THF

(D)

References:
1) R. Nakamura, K. Tanino, M. Miyashita, Org. Lett., 5, 3579 (2003)
2) R. Nakamura, K. Tanino, M. Miyashita, Org. Lett., 5, 3583 (2003)



