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• 	  isolated	  2009	  by	  Matsunaga	  et	  al.	  from	  
Ophiocoma	  scolopendrina	  (tropical	  and	  
subtropical	  ophiuroid)	  

• 	  moderate	  cytotoxic	  acNvity	  against	  P388	  murine	  
leukemia	  cells	  

• 	  fused	  γ-‐lactone/δ-‐lactone	  skeleton	  

• 	  5	  or	  4	  conNguous	  stereogenic	  centers	  contaning	  
3	  quaternary	  centers	  

• 	  first	  total	  synthesis	  

R.	  Ueoka,	  T.	  Fujita,	  S.	  Matsunaga,	  J.	  Org.	  Chem.	  2009,	  74,	  4396.	  
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Retrosynthesis	  
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Synthesis:	  
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1) DMP, NaHCO3
DCM

2) NaClO2, NaH2PO4
2-methyl-2-butene
t-BuOH/H2O, 0 ºC
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1) I2, aq NaHCO3
DCM, 0 ºC

2) 20 M NaOH, THF
50 ºC then H2SO4, 0 ºC

94% (15:1 mixture)
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1) (COCl)2, DMSO
DCM, -78 ºC then Et3N

2) PhMgCl, THF
-40 ºC, 81% ( 2 steps)
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Conclusion	  

• 	  first	  total	  synthesis	  of	  (-‐)-‐ophiodilactone	  A	  in	  14%	  (17	  steps)	  and	  (-‐)-‐
ophiodilactone	  B	  in	  10%	  (18	  steps)	  

• 	  biomimeNc	  radical	  cyclizaNon	  with	  Cu(OAc)2	  



10	  

End	  
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CHBr3, 20 M NaOH

0 ºC to rt, 94%

BTEAB: benzyltriethylammonium
bromide
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Synthesis	  of	  8:	  


