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Thiopyridone-Derived Reagents for Peptide Coupling
Reactions

Preparation of the coupling reagents: E\j\l\
1. (COClI), (1.2 equiv) N S
DMF (cat.) 6H '
o CH,Cly al (1.0 equiv) | = NMe, -
rt., 1htoreflux, 4 h + EtsN (1.2 equiv) i
i MexN NMe; N S”* “NMe,
2 2 2. 6 or NaBF, (1.2 equiv rt., (o} ,
MezN NMez 2. KPFg or NaBF, (1.2 ) t,5ht045°C,1h |
MeCN PFe~ or BF4~ Q
rt,24h A: Z~ = PFg (75%, HOTT)

B: Z~ = BF,~ (55%, TOTT)

Selected examples for peptide coupling reactions:

A or B (1.0 equiv)

e 0 EtaN (2.0 equi e r
t .
,N\)I\ + HCI-NHZ\)J\ aN (2.0 equiv) ,N\)I\ OMe
R" Y OH OMe R N
R3 R® 0

H . MeCN
R rt,3-9h
(1.0 equiv) (1.0 equiv)
0 0 0
H H : H
0 o] : 0
89% vyield? 96% yield® 81% vyield?
87% yield® 97% yield® 78% yield®
0 0 l\llle 0
NH OMe NH\)J\ OMe N\)I\ OMe
BOC/ %J\N BOC/ . N>§( CbZ/ - N
H : H : H
o A 0 A o
58% vyield? 35% yield® 80% vyield?
44% yield® 67% yield® 82% yield®

aUsing A as the coupling reagent. ®Using B as the coupling reagent.

Significance: Peptide coupling reagents are ex- Comment: By using the thiopyridone-derived re-
tremely important in peptide synthesis. In 1999, agents as coupling reagents, various dipeptides
Néjera and co-workers reported a method for syn- were synthesized in moderate to excellent yields.

thesizing thiopyridone-derived uronium salts as
coupling reagents. The reagents were prepared
from cheap starting materials, making them more
economical than conventional coupling reagents
such as HOBt.
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