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Peptide Coupling Using Recyclable Bicyclic Benziodazolone
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Recyclable Bicyclic Benziodazolone-Mediated Peptide 
Coupling Reaction

Significance: The coupling reaction between car-
boxylic acids and amines using coupling reagents is 
generally used for the synthesis of peptides. How-
ever, this reaction generates a large amount of 
waste derived from the coupling reagent. The au-
thors have developed a peptide coupling using re-
cyclable bicyclic benziodazolones.

Comment: This coupling reaction using bicyclic 
benziodazolones A or B produced various dipep-
tides in high to good yield. After the reaction, A and 
B could be recovered as I(I) species. Also, electro-
chemical oxidation of this I(I) species reproduced A 
and B, and these regenerated A and B promoted a 
peptide coupling reaction.

Selected examples:

Conditions A:
  I(III) A (1.2 equiv), Ph3P (1.2 equiv)
Conditions B:
  I(III) B (1.2 equiv), Ph3P (1.4 equiv)

Et3N (1.0 equiv)
MeCN, 25 °C, 24 h
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up to 97% yield
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A: R = i-Pr
B: R = CH2CF3
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75% yield, dr > 99:1
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82% yield, dr > 99:1
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a H-AA-OMe was used instead of HCl•H-AA-OMe, without Et3N.
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