Total Synthesis of (-)-Principinol C
Jia et al., . Am. Chem. Soc. 2022, 144, 20196-20200.

0

TESO

Me

//H

P

1)1, Cul-DMS, 2, PhMe/2-Me-THF,

then NCCO,Et

2) K,CO3, 3, acetone, 50°C

14) DIBAL, Et,0, -50°C,

OMOM

then 5, CeClz, DCM

H

OTMS

6) Cos(CO)g
hMe, 60° C

- 15) TMSCI, ImH, DMF

\igﬁ

6) DIBAL, THF, -78°C
7) TEMPO, PIDA, (0]
then NaOMe, MeOH
8) VO(acac),, TBHP,
DCM, 0°C

3) 1M HCI/THF

4) Mn(OAc)3-2H,0,
microwave, DCE, 125°C
5) TFA, DCM

» H o > H OH
Me Me
9) MOMBr, DIPEA,
PhMe/DCM, 50°C
10) TOSMIC, tBuOK,
THF, -50°C
(0}
o 11) O3, DCM/MeOH, -78°C,
TESO 12) 4, DCM, 0°C Me then Me,S, -78°C to rt
13) TESCI, ImH, DMF then NaOMe, MeOH
OMO - OMOM % H OMOM
(o]
H CN CN
Me
o o

17) NaH, DME
Mel (excess), 60°C TESO
18) Pd(OH),/C,

Hy, MeOH R M

TESO
19) DIBAL, THF,
OoMoMm then LAH >

OMOM

45%

20) TBSCI, ImH, DMF
21) DMP, NaHCO3/DCM

Me Ph
Me Me Ph CiIMg——=
0 2O Mme 4
o-P X
\ Me
o o J/
BrMg
PPh, ph Ph
L 5

hints:

4) radical cyclization

7) adjustment of alcohol configuration
via retro-aldol/aldol reaction

16) H: bicyclo[5.2.1]decane ring system;
| & J are epimers

22) TBAF, THF,

literature step 1: then H,SO,, 1,4-dioxane

asymmetric 1,4-addition:
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TADDOL-derived phosphine-phosphite ligand:
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