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1) DIBAL, DCM, -78°C

2) 1, LHMDS, THF , -78°C

then TMSCl, Et3N

+

3) DBU, DCM

4) allylMgBr, THF, -78°C
then HCl, Et3N

then Pd(PPh3)4,
MeCN, reflux

5) TMSCl, imid.
then SiO2

6) DMP, NaHCO3,
then mCPBA

7) CuCl, B2pin2,
NaOtBu, THF/H2O,
then NaBO3

8) Et2Al(tmp), PhMe, 0°C
9) TBSCl, imid.
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1´) DIBAL (3 eq), DCM,
-78°C to 0°C
2´) PPh3, Br2, DCM

3´) CuBr DMS, MeLi,

THF, -78°C,

then 2, 1h, then I

4´) DIBAL (3 eq), DCM, -78°C
5´) mCPBA, DCM
6´) DMP, DCM
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10) LHMDS,
THF, -78°C

11) SmI2, THF/H2O, 0°C

Total Synthesis of Resiniferatoxin

14) DMP, NaHCO3

15) TBAF, THF
16) 4, DBAD, PPh3, THF

12) LAH, THF, -78°C to rt 13) 3, CSA, PhH, SiO2
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4

hints:

molecular formula compound E: C15H24O2Si

11) 6-exo-trig cyclization, then 1,5 HAT process

13) epoxide opening

16) DBAD: di-tert-butyl azodicarboxylate
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(±)-Resiniferatoxin


