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Halichondria okadai 



 Halicondrins  are polyether macrolides. 

 Isolated from marine sponge 

Halichondria okadai by Uemura, 

Hirata and co-workers in 1985. 

 Subgrouped into halichondrins A-C 

and norhalichondrin, halichondrin, 

homohalichondrin. 

 Extraordinary in vitro and in vivo 

antitumor activity. 
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Introduction 



Retrosynthetic Analysis of Halichondrin A 
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Synthesis of Precursor for Building Block 6 
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Synthesis of Building Block 6 
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Synthesis of Precursors for Aldehyde 7 
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Synthesis of Aldehyde 7 
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Synthesis of Building Block 5 
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Synthesis of Building Block 19 (6+7) 
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Synthesis of building block 19 
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Completion of the Total Synthesis (5+19) 
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Completion of the Total Synthesis 
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[5,5]-Spiroketal Equilibration 



Total synthesis of halichondrin A, included followed key-steps: 

 Catalytic asymmetric Ni/Cr-mediated coupling 

 Shiina macrolactonization 

 Dess-Martin oxidation 

 Newly discovered highly selective TMSOTf-mediated 

equlibration 
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Conclusions 



Thank you for your attention! 
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Ni/Cr coupling 


