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Total Synthesis of (–)-Grayanotoxin III

Significance: Luo and co-workers disclose an en-
antioselective convergent approach towards three 
grayanane diterpenoids: (–)-grayanotoxin III, 
(+)-principinol E, and (–)-rhodomollein XX.

Comment: The convergent approach is made 
possible by assembling fragment B and C in a dia-
stereoselective Mukaiyama aldol addition catalyzed 
by the chiral hydrogen bond donor D.
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1. Pd(Ph3P)4 (25 mol%)
    F, Na2CO3
    PhMe–H2O–EtOH 
    (3:1.5:1), Δ
2. NaOH, MeOH, 50 °C
3. DMP, NaHCO3
    CH2Cl2, 0 °C

Suzuki–Miyaura
coupling

py, Tf2O, CH2Cl2
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    CH2Cl2, 0 °C then mCPBA
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1. 2 M aq H2SO4 
    1,4-dioxane, 30 °C
2. DIBAL-H, THF–hexane 
    (15:1), –78 to –20 °C
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Mn(dpm)3 (20 mol%)
t-BuOOH, Ph(i-PrO)SiH2
CH2Cl2–decane (100:1)
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