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SCH-351448

activator of low-density lipoprotein receptor (LDL-R)

Key Reaction: B-Alkoxyacrylate Radical Cyclization
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Total Synthesis Using p-Alkoxyacrylate Radical Cyclization by Eun Lee Group
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B-Alkoxyacrylate Radical Cyclization
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Previous Synthetic Effort toward (+)-SCH 351448
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(+)-SCH 351448 and Its Retrosynthetic Analysis
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Synthesis of the Fragment A

N-tosyl-(S)-valine
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i/\ bl MeO,C
OTBS
OTMS
JOC 1983, 48, 3865- Z “OMe  gq9,

Chiral BoraneMukaiyama-Aldol Rxn
JOC 1991, 56, 2276-
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a) CH,CHCH,B( ' Ipc),, ELO:;
NaOH, H,0,
b) NaHMDS, BnBr, THF-DMF

RO,C O o
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Bsteps: 55%
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- Chiral BoraneMukaiyama-Aldol Rxn
S. kiyooka et al. JOC 1991, 56, 2276-

N-tosyl-{S)-valine, BH; THF
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- Brown's Asymmetric Allylation and Crotylation
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Synthesis of the B Fragment

a) TsCl, TEA, DCM
b) PhSeSePh, NaBH,, EtOH

5 -
c) c-HCI, MeOH
OH 3steps; 81%

Aust. J. Chem. 1990, 43, 1391-
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a) Bu,SnO, PhH;
BnBr, TBAI

Hox\(ct\ -
SePh b) =—co,Me, NMM

CH,CN

2steps; 61%

a) LAH, THF
b) SO4.pyr, TEA, DMSO-DCM

. Bno/\[cj"‘coznne .
¢) CBry, HMPT, THF

d) n-Buti, THF
e) n-BusSnH, AIBN, PhH

a) Hs, Pd/C, MeOH
b} SO5.pyr, TEA, DMSO-DCM

c) PhaPCH5'Br
n-Buli, THF

4steps; 60%
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Preparation of the C Fragment

a) TBSOTY, 2 6-lutidine, CH,Cl,

A X b) 0s0,, NMO, acetone-H,O; NalO ", OH
ROZC>/'" o ‘Y\_/L/ ) 0sOy acetone-ri, ah 4 ROsz" O.. Y\;)\/
OBn OH c) NaBH,, EtOH OBn OTBS

R= CHchzTMS A

S 0 o
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a) ©’> SH a ©
N , DIAD, PhgP, THF \/ 0,

O N S N

. RO,C O : N
b) (NH4)gM0;054.4H,0, H,0,, EtOH OBn OTBS S\@ NaHMDS, Et,0

Hsteps; 84% b) TsNHNH,, NaOAc, DME-H,0
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Completion of the Synthesis

a) NaHMDS, THF;

v by

O, »
OBn OH n
c
R = CH,CH,TMS A
by ¢-HCI, MeOH
NaHMDS, THF
0 o\é
o 0
5 RO,C

3steps; 79%

a) 10 mol% Grubbs' catalyst, CH;Cls

b} Hz, Pd/C, MeOH-EtOAC

c) TBAF, THF;
4N HCt (sat with NaCl}

3steps; 63% SCH-351448
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