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W R OBEE (F30) : Aiming for development of efficient synthetic routes toward natural
products, which have been used as drugs, or which are expected as drug candidate, we
initiated our synthetic programs. As a result, total synthesis of ecteinascidin 743, lysergic
acid, huperzine A, salinosporamide and so on have been achieved. Based on the established
synthetic routes, a variety of analogs of natural products and related molecules, which

includes vinblastine, oseltamivir and so on have been synthesized.
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Reagents and conditions: (a) PhI(0OAc).,,
MeOH, 0° C; (b) NaCN, DMF-H,0, 0° C to rt,
37% (2 steps); (c) BnBr, K,CO,, DMF, rt; (d)
aq H,0,, K,CO,, DMSO, rt; (e) PhI(0OAc),, KOH,
MeOH, 0 ° C; (f) LiOH, EtOH-H,0, reflux,
83% (4 steps).
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Reagents and conditions: (a) Ac,0, 130° C,
80%; (b) 14, t-BuOK, THF, -78 to 0 ° C; DBU,
0° C; (c) Boc,O, DMAP, THF, rt, quant (2
steps); (d) H, (750 psi), Pd/C, EtOAc, rt;
(e) H,NNH, H,0, THF, rt; evaporation; NaBH,,
MeOH, 0 ° C, 57% (2 steps); (f) TFA,
CF,CH,OH, rt; evaporation; PhNTf,, DMAP,
Cs,C0,, MeCN, rt, 88%: (g)
trimethylboroxine, Pd (PPh,) ,, K,PO,,
1, 4-dioxane, 100 ° C, 92%; (h) HC1, EtOAc,
rt; ClCOMe, NaHCO,, H,0, 0 ° C, 91%; (i)
L-Selectride®, THF, -42 ° C; (j) CSA,
toluene, reflux, 55% (2 steps); (k) aq KOH,
1, 4-dioxane, rt; MOMCI, 0 ° C, 95%.
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condition: (a)
t—BuONO, THF, -15 to 0 ° C; 22, Pd, (dba) 3
NaOAc, MeCN-THF, 0 ° C to rt; (b) 0s0,,

Reagents and BF, OEt,,

K;[Fe (CN) (], K,CO,, quinuclidine- HCI,
MeSO,NH,, #-BuOH, H,0, rt, 93% (2 steps);
(c) H.10, THF, 0 ° C, 87%; (d) H, Pd/C,
MeOH, rt; (e) mxylene, 120 ° C; Red-Al®,
-42 to 60 ° C, 76% (2 steps).
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33 ecteinascidin 743 (1)

Reagents and condition: (f) KCN, AcOH, rt,

98%; (g) 30, EDCI-HC1, DMAP, CHCl,, rt,

92%; (h) H,NNH,, MeCN, rt, 85%; (i) TFA,

CF,CH,0H, 25 ° C; toluene, evaporation;

Ac,0, pyridine, rt, 55%; (j) TFA, CH,Cl,, rt,
64%; (k)  (Ph,P),PdCl,, AcOH, mBu,SnH,

CH,CL,, rt, 95%.
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