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Preparation of Dehydroamino Acids/Peptides and their 
Application

Significance: Late-stage modification of structur-
al complex peptides bears enormous potential for 
drug discovery. The authors have developed a 
method for the formation and modification of de-
hydroamino acids.

Comment: The dehydroamino acids are prepared 
through N-chlorination of peptide bonds, with ca-
talysis by 1-azabicyclo[2.2.2]octane (ABCO), and 
subsequent DABCO-induced b-elimination of an N-
chloroamide. Various dehydroamino acids were ob-
tained in moderate to excellent yields. The strategy 
permits the construction of a wide variety of dehy-
droamino acid residues in peptides and facilitates 
late-stage installation of such motifs into existing 
oligopeptides.
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KOt-Bu (15 mol%)
THF, 50 °C, 41 h
then MeOH

N
N
H

O
H
N

O

Boc

Me

CO2Me

Et

SiMe2Ph

66% yield; dr = 6.2:1

SYNFACTS Contributors: Hisashi Yamamoto, Tomohiro Hattori
Synfacts 05102022, 18(10), 1155 Published online: 20.09.2022186 1- 195 818 61- 19 4X
DOI: 10.1055/s-0041-1738585; Reg-No.: H08122SF Georg Thieme Verlag KG  Rüdigerstraße 14, 70469 Stuttgart

Category

Peptide Chemistry

Key words

dehydroamino acids

chlorination

azabicyclooctane

organocatalysis

late-stage 
modification

T
hi

s 
do

cu
m

en
t w

as
 d

ow
nl

oa
de

d 
fo

r 
pe

rs
on

al
 u

se
 o

nl
y.

 U
na

ut
ho

riz
ed

 d
is

tr
ib

ut
io

n 
is

 s
tr

ic
tly

 p
ro

hi
bi

te
d.


