o 4) TCCA, EtOAc, 0 °C, 77%
3) Cul, THF, —78 to -50 °C 5) HCI (aq), THF 70 °C, 52%
CuCN*2LiCl, TMS-CI 4.8:1dr, 711% 4.4:1dr
> A > B - C
Me THF, 45 °C, then 1 Me
2) Pd(OAc), (10 mol%)
DMSO, 021 rt MgBr
91% 02s
OTrt 8) KH,PO, Nal 6) CeCl3*2LiCl
= DMSO, 95 °C MeMgCl, 0 °C
(HO),B Me 69% : 7) PCC, CH,Cly
F . G - E I — D 78% 02s
9) (R)-3,3"-Br,-BINOL (20 mol%)
tBUOH, 3 A MS, PhMe, 0 °C,
desired 11,12-bis-epi 80 %, 1.2:1

10) MOMCI, iPr,NEt
11) HCO,H, Et,0
70% 02s
12) [Cu(MeCN),4]OTf , 14) LIHMDS, TIPSOTf
4-OMebpy, ABNO, 13) SmIOZ (3 equJIV.), H2O’ THF, _78t0 0 OCY 76%
NMI, MeCN, 92% H THF, 0°C, 5 min I ; K
then TMSCI (5 equiv), 93%
17) EDCI, DMAP, CH,Cl, t, 1 h ;i)sm“(dﬁg‘gé(}grga"’/‘;t)v
then MeOH, NEtj; then HCI/THF 55% s3m e di:‘astereor’ner L
50 °C, 80% M » Sing
-
16) Li/NH3 EtOH,
TFAOvcozH Et,0, -78 °C, 61%

step 15: draw the detailed mechanism

pleuromutilin



