
E13: Synthesis of (+)-Resiniferatoxin[1]

Sparr Group Seminar
17.03.2016

Vincent Fäseke

[1] P. A. Wender, C. D. Jesudason, H. Nakahira, N. Tamaru,
    A. L. Tebbe, Y. Ueno, JACS 1997, 119, 12976–12977.

OH
O

O

OBn

O
OTBS

O OBn

OAc

1. Ti(Oi  Pr)4, (–)-DIPT, 
    t  BuO2H, –15 °C
 
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
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3. A, BF3.OEt2, THF, –78°C
   then  MeOH
4. TsOH, CH2Cl2 
5. LDA, –78 °C then  MeI

48 % 
over 2 steps
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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. C, CuCN, Et2O, –60 °C
2. D, LiBr, THF, –78 °C, MSTFA
3. TMSCl, imidazole, CH2Cl2

1. Cp2ZrBu2, THF, –78 °C then  HOAc
2. TPAP, NMO, CH2Cl2

66% 
over 3 steps

mechanism?
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over 5 steps
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over 2 steps

67%
over 3 steps
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1. E, THF, 0 °C
2. O3, CH2Cl2, MeOH, –78 °C
    then (NH2)2CS, –78 °C
3. H2, Pd(OH)2/C, EtOAc, MeOH
4. triphosgene, pyridine, CH2Cl2, 0 °C
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1. 49% HF, CH3CN, 0 °C
2. Tf2O, pyridine, CH2Cl2, 0 °C
    then n-Bu4NI, CH3CN

3. Rieke Zn, EtOH, reflux
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SeO2, t-BuO2H,
THF, HMPA, 80 °C

1. SOCl2, propylene oxide-Et2O, 0 °C
2. AgOBz-KOBz,18-crown-6, CH3CN

OH

1. 0.5 M, NaOH in aq. dioxane
2. DMAP, F, toluene
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0.5% HClO4 
in MeOH 1. TMSCH2Li, THF, –78 °C

2. 49% HF, CH3CN

3. BzCl, pyridine, DMAP, CH2Cl2
4. MSTFA, DMAP, DABCO, 
    CH3CN, 110 °C

5. NBS, THF
6. Li2CO3, LiBr, 150 °C

1. TBAF, THF, 0 °C
2. Ba(OH)2, MeOH
3. G, DMAP, toluene
4. pyrrolidine, CH2Cl2
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over 6 steps

64%
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