Enantioselective Total Synthesis of (+)-KB343
C. Bi, Y. Wang, C. He, P. S. Baran, J. Am. Chem. Soc, 2023. 145, 7753.

(+)-KB343, complex guanidium toxin, was isolated in 2018 from a zoantharian
“epizoanthus illoricatus”, off the coast of the republic of Palau.

R. Sakai, Org. Lett. 2018, 20, 3039.
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Baran group shows long-standing fascination towards the synthesis of guanidine-
containing alkaloids, which drew their attention to KB343.
KB-343 contains 3 cyclic guanidines (A, C, E) annealed onto a decalin core (B, D). (+)-KB343
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Retrosynthetic Analysis
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12 mol% Pd(OAc), O
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V. Lee, Org. Biomol. Chem., 2019, 17, 9095.
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1.5 equiv. NaOH
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Attack of N-based Nu for aromatization: Unsuccessful
Only attack from unwanted top face was observed

OBn
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NbCl: catalyzed Sy1 substitution
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J. S. Yadav. Tetrahedron Lett. 2007, 48, 8306.

Sn2 reaction of activated alcohol group: Unsuccessful
Probably, Mitsunobu reaction was also tried and did not work? (Not mentioned in the paper)
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5 equiv. NMO
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For TPAP/NMO oxidation of amine: A. Goti, Tetrahedron Lett. 1994, 35, 6567.
For amine redox-epimerization: M. S. Sherburn, J. Am. Chem. Soc. 2022, 144, 19695.

First guanidine dance
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For review of [BMIM]BF,: B. Banerjee, ChemistrySelect 2017, 2, 8362.
For the use of ionic liquid for SyAr azidation:
F. D’Anna, R. Noto, J. Org. Chem. 2008, 73, 6224.
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H. Goksu, New J. Chem., 2016, 40, 9550.
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14. 5 equiv. TfOH
6.5 equiv. BCl; 5 wt.% Pd/C
CHQC|2, 0°C 1 atm H2
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Top: Wanted, unfavored side
Bottom: Unwanted, favored side
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