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Thiocarbonyl Ylide Chemistry Enables a Concise Synthesis of (±)-Hippolachnin A
J. Am. Chem. Soc. 2017, 139, 11706–11709.

Total Synthesis of (±)-Hippolachnin A

Significance: Hippolachnin A is a polyketide iso-
lated from a marine sponge showing potent anti-
fungal activity against the opportunistic fungus C. 
neoformans. The Trauner group reports a concise 
route to this synthetic target, which is attractive 
both in terms of bioactivity and a unique molecular 
scaffold.

Comment: Known compound A is accessible 
through a photochemical route. Few synthetic 
manipulations yield D, which undergoes an ylide 
cycloaddition as a way to install the two exo-posi-
tioned ethyl groups. Tin-catalyzed O-alkylation of 
H followed by desulfation delivers (±)-hippolachnin 
A.
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1. EtMgBr, CuI, Et2O, –78 °C
2. Ph3PCH2CH3Br, t-BuOK, THF
3. PTSA, acetone–H2O (1:1)

1. KHMDS, C, THF, –78 to 0 °C
2. Pd(OAc)2, Ph3P, CO (1 atm)
    Et3N, MeOH–DMF (1:1), 50 °C
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1. DIBAL-H, CH2Cl2, –78 °C 
2. DMP, CH2Cl2

1. MeOAc, LDA, THF, –78 °C
2. DMP, CH2Cl2
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