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Synthesis of (−)-Rubriflordilactone B

Significance: Li and co-workers report the first 
total synthesis of (−)-rubriflordilactone B. They ob-
tained the Schisandraceae triterpenoid in a con-
vergent approach by retrosynthetic cleavage of 
the aromatic ring.

Comment: Fragments F and K were joined by a 
Sonogoshira cross-coupling. Hydrosilylation with 
Karstedt’s catalyst was then followed by 6π-elec-
trocyclization and oxidation to form the aromatic 
ring, fusing the fragments of the natural product.
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1. M (1 mol%)
    (3-AmO)SiMe2H, PhMe
2. PhMe, 135 °C
    then DDQ, CH2Cl2
    then AgF, H2O, THF–MeOH (5:1)
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LiCl, DIPEA, DMF, 70 °C
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1. ZnI2, P(OEt)3, PhMe, 140 °C
2. O3, Me2S, NaHCO3
    CH2Cl2–MeOH (4:1), –78 °C to r.t.
    then K2CO3, THF–H2O (1:1), 55 °C
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1. PdCl2(PPh3)2 (5 mol%)
    CuI (5 mol%), H, Et3N, PhMe
2. I (10 mol%), EtC(OMe)3
    PhMe, MW, 180 °C
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3 steps
+ 2 interconversions

of diastereomers
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dr = 2.2:1

1. Co(acac)2 (10 mol%)
    PhSiH3, O2, THF, 10 °C
2. NaOH
    MeOH–H2O (1:1), 80 °C
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5 steps
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1. LiHMDS, THF
    –78 °C to r.t.
2. Et3SiH, BF3·OEt2, 35 °C
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(–)-perillyl alcohol A
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M
Karstedt's catalyst

TMS OH

NO2H
89%

Sonogashira coupling

hydrosilylation/
oxidative 6π-electrocyclization/

desilylation

Sonogashira coupling/
Johnson–Claisen rearrangement

DF

I

K

Arbuzov-type reaction/ozonolysis/
intramolecular HWE reaction

Mukaiyama hydration/
nitrile hydrolysis
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