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Carboxamides were obtained efficiently in high yields from azides on reaction with the corresponding
pre-formed activated carboxylic acids in a single-step reductive transformation using hydrogen atmo-
sphere (balloon) under Pd/BaSO,4 or Pd/CaCOs; catalysis. The method is highly chemoselective and com-
patible with extremely labile functional groups such as benzyl carbamates, benzyl ethers, benzyl
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The conversion of azides to amines is an important transforma-
tion in organic synthesis.! Amines are further utilized for the syn-
thesis of the corresponding carboxamides which is one of the most
common functionalities in many biologically interesting mole-
cules. Several methods have been developed for amide bond for-
mation using carboxylic acids and amines.? To overcome the
situation where free amines cannot be used because of structural
wavering, azides have been used to directly form an amide bond
(Fig. 1). The classical method of conversion of azide to amide in-
cludes Staudinger-type ligation involving the acylation of an imi-
nophosphorane.®> A one-pot self-regulated approach for the
synthesis of amides based on two redox reactions has been
described earlier by Ghosh et al.# By treatment with Woollins’ re-
agent in toluene, carboxylic acids were converted to selenocarb-
oxylic acids and further reacted with azides to form amides by
Knapp and Darout.”> A one-pot procedure for the similar seleno-
carboxylate/azide amidation was documented by Hu and Wu.®
In their protocol, selenocarboxylates are prepared by the reaction
of carboxylic acids with LiAlHSeH and exposed in situ to azides
to form amides. Other attractive methods include the Williams thio
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acid/azide amidation,” which was also documented as an improved
method for the synthesis of N-acyl sulfonamides.® A chemical liga-
tion method was also reported by Raines and co-workers, in which
phosphinobenzenethiol was used to link a thioester and an azide to
form an amide bond.®

As part of our ongoing program on the synthesis of biologically
interesting bile acid-amino acid conjugates,'® we required an effi-
cient method for the chemoselective transformation of azides to
carboxamides. There are several reports on the reduction of azides
by hydrogenation followed by acylation with activated carboxylic
acids.!' However, this two-step classical protocol suffers from
the potential problem of inadequate chemoselectivity and instabil-
ity of the intermediate amine formed. The major drawback of the
Staudinger-type ligation involves the difficult purification of prod-
ucts whereas the Williams thioacid/azide amidation and seleno-
carboxylate/azide amidation require the conversion of acids to
thio acids and selenocarboxylates, respectively. This scenario de-
mands an exceptionally chemoselective and operationally simple
protocol for the synthesis of carboxamides directly from azides.

For our purposes, we were particularly attracted to the reduc-
tive transformation of azides to N-(tert-butoxycarbonyl)amines
via catalytic hydrogenation described by Saito et al.!? and Baskaran
and co-workers.!® Various methods have been developed for such a
type of transformation using triethylsilane!* or polymethyl-hydro-
siloxane'>!® as hydrogen source. Based on these observations
we describe herein a new and efficient ‘one-pot’ chemoselective
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Figure 1. Literature reports on the conversion of azides to carboxamides.

protocol for the preparation of carboxamides directly from azides.
With this procedure, carboxamides were obtained efficiently in
high yields from azides on reaction with the corresponding
pre-formed activated carboxylic acids in a single-step reductive
transformation using hydrogen atmosphere (balloon) under Pd/BaSO,
or Pd/CaCOs5 catalysis (Scheme 1).

The first successful result for the amidation of benzyl azide 1a
with Boc-Gly-OSu 2a was obtained using Pd/BaSO4 in THF to fur-
nish Boc-protected 2-amino-benzylacetamide 3 in 86% yield. Con-
tinuous 18 h of H, (balloon) atmosphere was required for the
complete consumption of the starting materials at 25 °C (Table 1,
entry 1), whereas at 0°C no reaction was observed even after
20 h. Under these reaction conditions, compound 4 was obtained
in good yield when benzyl azide 1a was treated with Boc-Glu(Ot-
Bu)-OSu 2b (entry 2). Similarly, compound 5 was obtained in

O
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Scheme 1. Typical example for the conversion of azide to carboxamide.
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82% yield when benzyl azide 1a was treated with Boc-Thr(Bzl)-
OSu 2c (entry 3). This was our first evidence for chemoselective
reductive transformation of azides to carboxamides in the pres-
ence of a benzyl ether functionality. Unfortunately, we could not
achieve the required chemoselectivity for the reduction of azides
in the presence of benzyl esters (entry 4), as the benzyl ester func-
tionality in compound Boc-Asp(OBzl)-OSu 2d was hydrogenolyzed
under the present reaction conditions to give 6 in 79% yield and the
desired product 7 was not realized. The longer reaction time may
be one of the reasons for the observed hydrogenolysis of the benzyl
ester functionality. To reduce the reaction time we used polar-
protic solvents such as ethanol instead of THF. The succinimide es-
ters (-COOSu) are known to undergo cross esterification in alcohol
solvents; therefore the stability of N-hydroxy succinimide (NHS)
ester functionality of compound 2a in EtOH at room temperature
was verified. Under the present reaction conditions (EtOH solvent
and Pd catalyst at room temperature) the activated ester was found
to be stable for 12 h. Ethanolysis of compound 2a was observed at
elevated temperatures as well as when the reaction time was more
than 12 h. This suggests that EtOH can be utilized for the reaction
at room temperature provided the reaction is complete within 10-
12 h.

The first trial experiment for the amidation of benzyl azide 1a
with Boc-Gly-OSu 2a in EtOH at 25 °C using H, balloon and Pd/
BaSO, catalysis produced the desired amide 3 within 30 min (entry
1)."7 In a similar fashion, the reaction time for the synthesis of
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Table 1 (continued)

Entry Azide NHS ester Product Catalyst? Yield
O A 73
N NHB B 70
o oc
(0] %
11
2c

4 A—Palladium, 5 wt % on barium sulfate; B—Palladium, 5 wt % on calcium carbonate (purchased from Aldrich and used as received).
b Yields for the reactions carried out in THF (reaction time: 18 h), all other yields are for the reactions carried out in EtOH (reaction time: 30 min).

carboxamides 4 and 5 in ethanol was drastically reduced to 30 min,
compared to the 18 h required for the reaction to be complete in
THF. Even using this modified protocol, we could not realize the
synthesis of the desired carboxamide 7, compound 6 being formed
instead from 2d in 86% yield (entry 4). After surveying several cat-
alytic systems for this transformation the best result was achieved
using Lindlar catalyst!® (Pd/CaCOs3) in EtOH.!”

In a typical experimental procedure, benzyl azide 1a treated
with Boc-Asp(OBzl)-OSu 2d in EtOH at 25 °C using H, balloon
and Pd/CaCOs catalysis produced the desired amide 7 in 81% yield
within 30 min (entry 5). The successful result obtained with sub-
strate 2d encouraged us to investigate the scope of the procedure.
Thus, the simplicity, remarkable chemoselectivity, and mildness of
this catalytic transformation were exhaustively studied with com-
pounds bearing different sensitive functional groups such as ben-
zyl ethers (entries 3 and 11), olefins (entries 6 and 8), and benzyl
carbamates (entries 7 and 8) all of which survived the hydrogeno-
lytic conditions to give the corresponding carboxamides. In partic-
ular, synthesis of compound 10 (entry 8) was realized when the
azide-bearing olefin 1b and the NHS ester 2e bearing an N-Cbz pro-
tecting group were exposed to the present modified protocol. As
expected, the azide was smoothly converted into the correspond-
ing carboxamide 10 in excellent yield (80%) without affecting the
carbon-carbon double bond and N-Cbz protecting group. In the
context of our current research,'® the generality of this protocol
was demonstrated by the high yielding synthesis of peptide 11 (en-
try 9) and steroidal carboxamides 12 as well as 13 (entries 10 and
11, respectively). This also suggested that the method is tolerant to
the presence of free carboxylic acids.

In the present Letter, we have demonstrated a new, robust, and
efficient ‘one-pot’ chemoselective protocol for the preparation of
carboxamides. Using this protocol, carboxamides were obtained
in high yields from azides on reaction with the corresponding
pre-formed activated carboxylic acids in a single-step reductive
transformation using hydrogen atmosphere (balloon pressure) un-
der Pd/BaSQ4 or Pd/CaCOs catalysis. The simplicity and remarkable
chemoselectivity of this catalytic transformation were studied
with compounds bearing different sensitive functional groups such
as benzyl ethers, olefins, benzyl carbamates, and benzyl esters
which remained untouched.
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