Synthesis Challenge 91
AG Wegner
Total Synthesis and Structure Revision of Halioxepine,
@ C. Poock, M. Kalesse, Chem. Eur. J., 2020, ASAP, doi: 10.1002/chem.202004847
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1) (I) Me2Zn, Cu(OT#)2, (R,S,S)-
(Il) MeLi
amyn

toluene, —78°C to 0°C
2) Mel, NaOtBu, MeOH, 0°C to rt

(R,R,S)-

0
N o o

3) MeMgBr, THF, 0°C

4) pTsOH*H,0, toluene, reflux
5) LiAlH,4, Et,0, 0°C to rt
6)
7)

N Il
[ Y% EtO’F\)J\N/O\
N EtO |

IBX, DMSO
nBulLi, I, THF, 0 to 60°C

8) (I) EtPPhsl, nBuLi
(1) 1,
(Ill) NaHMDS

THF, —78°C to rt O orS

9) tBuLi, IV, Et,0, —78°C,

) IBX, DMSO, rt

) (+)-DIPCI, Et,0, —30 to 18°C

) DDQ, CH,Cl,/pH7-buffer, 0°C to rt

10
11
12 TESOTf, 2,6-lutidine, CH,Cl, —78°C
13
14) PPh3 imidazole, I, CH,Cl, 0°C




OH

>
5 2
N
1 =
S 5
5§
2
= S
[}
nh
1
2 o
o o
© o ©
T Q fe)
R um/_C S
_.H_IC (@R oo
o y5 C
e _._Mo6 O.,o
QL% a2 oS
o< S O W o
7B_“ o - < ]
| = c L o = o
[l < > &
o .9 ..m_“m wo o =
AR w R Ton ..ML»
bg= S & = 0 o
J8 < 5 < o <
Jon :E m ~I
——— a5 == e
°eT S NN l___. N = ..
TR 10 -
1T}
N~ o m_
N N S
To) o N
had ~
+ — —_— —_—







