C. W. LAMARTINA, C. A. CHARTIER, J. M. HIRANO, N. H. SHAH*,

UNIVERSITY, NEW YORK, USA)

T. ROVIS* (COLUMBIA

Crafting Unnatural Peptide Macrocycles via Rh(III)-Catalyzed Carboamidation
J. Am. Chem. Soc. 2024, 146, 20868-20877, DOI: 10.1021/jacs.4c05248.

= P
Ny O
HN" S0

[RhCPTMCly]» (10 mol%)

Selected examples:
(0}

N—0
| NH-VaI-AIa-NH/\/<O \/%o

o NH OH

e8!l
HN
\WNH

0 25% yield, dr > 20: 1

0
N—0O

HJ\NH Val-Ala- Phe-Trp NH/\/< \A\
Boc

el

/go

O HN\FNH “_—Ph
0

36% yield, dr > 20: 1

S
I NaHCO; (1 equiv)
+  AB(OH),  ethylene glycol (0.01 M)
. 25°C,24h
(2 equiv)
e

ﬁj\NH lle- Gly -Ala- NM \A\

:ﬁ% \/< 32% yield, dr > 20: 1

N—0Q
KJ\NH Val-Ala-Lys-Thr- NM \A\o

O
0]

>\/\NH 0

HN L
\<-‘ Ot-Bu
NH

HN

\>\ o NHBoc
ﬁ o BN NG N

= 0
43% yield, dr > 20: 1

Significance: Macrocyclic peptides gained tre-
mendous attention in peptide drug discovery. In
this study, the authors developed the Rh(lll)-cata-
lyzed macrocyclization of suitably substituted acry-
loyl-peptide-dioxazolone precursors with arylbo-
ronic acids to form macrocyclic peptides.
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Comment: A series of macrocyclic peptides were
synthesized by Rh-catalyzed carboamidation liga-
tion strategy of suitably substituted acryloyl-pep-
tide-dioxazolone precursors with arylboronic acids.
This protocol is useful for the synthesis of macrocy-
clic peptides having unnatural amino acids.
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