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Synthesis of Fragment 16a and 16b
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Synthesis of Fragment 20 
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Synthesis of (-)-Calidoustene
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thermodynamically disfavored trans
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Pummerer/ Sakurai cascade annulation
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MHAT-initiated Baran-Giese
radical cyclization
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Nozaki-Hiyama-Kishi
(NHK) coupling 
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metallaphotoredox-mediated enone
cross-coupling
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 stereoselective tandem Michael/
aldol annulation 
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Kumada coupling
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Z-9
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E-9  + Z-9 (3:1)
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HCl
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E-9 separated
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Based on the seminal studies of Stork,  Fallis  and Ding
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competing dimerization of excess l6a
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PMHS  reduced Fe-H accumulation through controlled hydride release while extending radical lifetimes to favor cyclization over reduction pathways. The operational stability of PMHS concurrently improved process reproducibility and scalability. 
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 precise stereo-chemical control at C-11/C-12 dictated by kinetic transition state preferences
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poly(methylhydrosiloxane) (PMHS) as a critical hydride donor 
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a-hydroxylation-dehydration gave 
alkene isomes 
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alkene protection
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deprottection


