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Features of  Psymberin

● four distinct components:

●  a psymberic acid side chain, 

● a dihydroisocoumar in (DHIC) unit, 

● an N,O-hemiaminal moiety, 

● a highly functionalized 2,6-trans-tetrahydropyran (2,6-trans-THP) core.
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Previous Synthesis of  Psymberin
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Retrosynthetic Disconnections
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First Generation Synthesis of Psymberin



Synthesis of Psymberic Acid Chloride
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Synthesis of Cyclization Precursors

J. Org. Chem. 2025, 90, 17332−17356 7



Possible Mechanism for the Stereoselectivity 
of Pd-Catalyzed Allylic Cyclization
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Synthesis of 2,6-trans-THP Derivative
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Synthesis of 2,6-trans-THP Derivative
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Synthesis of Diels−Alder Precursor
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Diels−Alder Reaction to Construct the
Dihydroisocoumarin Unit
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Diels−Alder Reaction to Construct the
Dihydroisocoumarin Unit
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Completion of the Total Synthesis
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Second Generation Synthesis of Psymberin
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Retrosynthetic Disconnections



Synthesis of Aryl Moiety
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Synthesis of Dihydroisocoumarin
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Completion of the Total Synthesis
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