
E13: Synthesis of (+)-Resiniferatoxin[1]
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2. BnBr, NaH, n-Bu4NI, THF

1. B, n-BuLi, THF
2. AcCl, pyridine, CH2Cl2
3. NaBH4, MeOH, 0 °C
4. m-CPBA, THF, 0 °C

95% 
over 4 steps

3. A, BF3.OEt2, THF, –78°C
   then  MeOH
4. TsOH, CH2Cl2 
5. LDA, –78 °C then  MeI

48 % 
over 2 steps

1. Ac2O, DMAP, pyridine
2. DBU, CH3CN, 80 °CO OBn

OAc

O

OTBS

1. H2, Pd/C, EtOAc
2. Ph3PCH2, THF, reflux
3. AcCl, DMAP, pyridine, 0 °C
4. SeO2, t BuO2H, CH2Cl2, 
5. MnO2, CH2Cl2
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1. Cp2ZrBu2, THF, –78 °C then  HOAc
2. TPAP, NMO, CH2Cl2

66% 
over 3 steps

mechanism?

80% 
over 2 steps

81% 
over 5 steps

89%
over 2 steps

67%
over 3 steps

mechanism?
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3. Rieke Zn, EtOH, reflux
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PhOH 1. SOCl2, propylene oxide, Et2O, 0 °C
2. AgOBz, KOBz,18-crown-6, CH3CN

OH

0.5% HClO4 
in MeOH

3. BzCl, pyridine, DMAP, CH2Cl2
4. MSTFA, DMAP, DABCO, 
    CH3CN, 110 °C 1. TBAF, THF, 0 °C

2. Ba(OH)2, MeOH
3. G, DMAP, toluene
4. pyrrolidine, CH2Cl2

47% 
over 4 steps

79 %
oer 3 steps

61%

77%
over 2 steps

54%
over 2 steps

46%

33%
over 6 steps

64%
over 4 steps
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