
B . I O RG A , J . - M . C AM PAGN E * ( I C S N - C N R S , F R A N C E )
Ethyl Propiolate: A Simple and Convenient Peptide Coupling Reagent
Synlett 20042004 , 10, 1826–1828, DOI: 10.1055/s-2004-829553

Ethyl Propiolate Mediated Peptide SynthesisEthyl Propiolate Mediated Peptide Synthesis

1. NMM (1.5 equiv) 2.

r.t., 1 h  to overnightCHCl3 (5 mL)
r.t., 2 h

Selected examples:

82% yield

OH
PgHN

R

O

CO2Et+

(0.25 mmol) (1.3 equiv)

N
H

PgHN

R

O

R1

N
H

BocHN

O

OEt

O

80% yield

N
H

BocHN

O

OEt

O

90% yield

N
BocHN

O
O

Ot-Bu
N

BocHN

O
O

Ot-Bu

BnO 77% yield

65% yield

N
H

FmocHN

O

OEt

O

67% yield

N
H

CbzHN

O

OMe

O

75% yield

N
H

CbzHN

O

N
H

CbzHN

O

83% yield
Ph

O

OEt

S O

OEt

74% yield

N
BocHN

O

OMe

50% yield

N
H

CbzHN

O

OH

99% yield

N
H

BocHN

O

Ph

NH2-R1. HCl (1.3 equiv)
NaHSO3 ( 11 mol%)

Me

Me

Signif icance:Signif icance: The development of practical,

handy, commercially available, inexpensive, and

sustainable reagents for peptide synthesis has

gained significant attention in organic synthesis. In

this paper, the authors used ethyl propiolate as an

efficient coupling reagent for peptide synthesis.

Comment:Comment: Ethyl propiolate mediated peptide

coupling between N-protected amino acids and

amino acid esters proceeded smoothly to deliver the

desired dipeptides in good yields. This method is

simple to carry out, and inexpensive commercially

available ethyl propiolate was used for the reaction.
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