D. CABARET, M. WAKSELMAN (CNRS-CERCOA, THIAIS, FRANCE)
A Low-Epimerizing Peptide Coupling Reagent Based on the Rearrangement of a Carboxylic-Sulfonic Mixed Anhydride
Tetrahedron Lett. 1994, 35, 9561-9564, DOI: 10.1016/0040-4039(94)88511-7.

O-Hydroxybenzenesulfonyl Chloride Mediated Peptide

Synthesis

(¢}
reagent A (1 equiv) \)J\
(or) HCleH,N OR?

, ‘cl SO,Cl F. SO.CI!

H O, reagent B (1 equiv) fe . .

N EtsN (2 equiv) 1 equiv H oR® '
P9< YU>OH e ) Pol Y N 1 :
&1 “12  CHxCl (or) EtsN (1 equiv) i /4 5 :

1
) MeCN r.t., overnight RY 12 © cl F
(1 equiv) 25°C,1h reagent A reagent B
Select examples:
Ph CeH4OH OH
(0] (0] 0 H
H\)k OMe H\)J\ OMe s )J\ OMe Cbz” " /\[(OEt
y4 Y
Cbz” ™ N Cbz” N Cbz” ™ N i H
: H H H e
H le} o) Ph
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reagent A, CHxCl,, 75% yield  reagent A, CHoCly, 93% yield
reagent B, CHxClp, 71% yield  reagent B, CHoCly, 89% yield
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reagent A, CH,Cl,, 94% yield reagent A, MeCN, 93% yield
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reagent A, CH,Cly, 91% yield
reagent B, CH,Cl,, 89% yield

Significance: The development of an easily acces-
sible and inexpensive coupling reagent for peptide
synthesis is a highly demanding area of organic
synthesis. In this study, the authors found that suit-
ably substituted ortho-hydroxybenzenesulfonyl
chloride is efficient for the synthesis of peptides.
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Comment: A series of peptides were prepared
with the help of ortho-hydroxybenzenesulfonyl
chloride. The reaction is practically simple, the re-
action proceeded with low epimerization with ex-
cellent yields.
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