E164: Total Syntheses of Cochlearol B ['], (+)-Agarozizanol BI?]

1) BnBr, K,COg, acetone,

reflux, 4h, 96% 3) PhsP, |5, DIPEA,
2) 1,3-cyclohexanedione, OBn MeCN, reflux,_6.5h, 89%
OH L-proline, Cul, K5COs, 4) A, CrCl,, NiCl,, DMF,
DMSO, 90°C, 48h, 93% 0 O rt, 24h, 78%
@) A Me
I
=
5) IBX, DMSO, Me
rt, 3h, 90%
6) NaBH,, MeOH, 10) PIDA,

0°C, 1h, 78%
7) MeMgBr, Et,0,
-78°C to rt, 7h, 98%

HFIP/DCM (1:50)
-78°C to -40°C, 1.6h
62% major, 14% minor

8) Li, naphthalene,
THF, -30°C, 1.5h, 85%

9) (COCI),, DMSO, dr=3:1 OH Me
DCM, -78°C, 20min, 12) NaBH,, CeClj, 11) Mercurx lamp,
then Et3N, -78°C to rt, 89% MeOH, -78°C, 1.5h, 84% MeQH, -7§ C,
13) PivCl, DMAP, pyridine, 20min, 74%
H O OH Me,N 80°C, 3h, quant.
15) Tf,0, 2,6-lutidine, 14) Brederecik’s reager;t,
DCM, -78°C, 30min, 90% toluene, 100°C, 2h, 89%
16) Pd(PPhg),, EtsSiH, )O\tB“
EtsN, DMF, rt, 1h, 93% Me,N NMe
y 17) K,CO4, MeOH, 0°C, e
e o Bredereck’s reagent
2h, 94%
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o) OH

0 OH 1) AICl3, NaCl,
180°C, 2h, 27% _
5 T e, 10 giaaT
3) Na,COs, irt, MeOH, 62%,
|

Me rt, DMF, 71% d.r.=2:1

1) NaH, MEMCI,
OH THF, 0°C to rt, Me~ “Me
16h, 77%
| 2) BCl3, pentane,
Me™ Me 0°C to rt, 16h, 42%

5) B, BH3 . SMez, rt, - _

- Me Me
o Silica, 0
THF, 44% 8) Nal, TMSCI, S Eone W1 L~
6) H,, PtO,, EtOAC, rt O DCM, rt, 80% j’
S 1 : \. @)
7) DMP, NaHCO3, DCM, M i
0°C to rt, 84% 2 steps I

9) BuzSnH, AIBN,

q Me Me 12) H3PO,, Et3N, )\O HMe Me 50°C,PhMe, Quant
Ph H AIBN, dioxane, S o~ 10) LiAIH,, THF,
\ Ph Ngy  120°C, 96% ' )0 0°C to rt, 92%
B 8O T NTN0OH 13) TFAA/HOAGC, rt 72707 11) BuLi, CS,, Mel,
/ Me — 14) NaOH, MeOH/H,0, Me THF, 0°C to rt, quant.

(+)-agarozizanol B rt, 92% over 2 steps
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