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Samarium-mediated facile method for the formation of amide bonds by the reaction of acyl chlorides and
amines is described. The reaction afforded high yields of the desired amides under mild and neutral
conditions.
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The amide bond is an important functional group in organic
chemistry.1 It plays a major role in the elaboration and composition
of biological and chemical systems. Amides are traditionally synthe-
sized by the reaction of amines with activated carboxylic acid deriv-
atives.2 Alternative approaches on the synthesis of amides are the
Staudinger reaction,3 the Schmidt reaction,4 Beckmann rearrange-
ment,5 aminocarbonylation of haloarenes,6 alkenes7 and alkynes,8

oxidative amidation of aldehydes,9 hydrative amide synthesis with
alkynes10, and the amidation of thio acids with azides.11 However,
most of methods require the presence of a base or an acid and gen-
erate larger amounts of by-products. Thus, the synthesis of amides
under neutral conditions and without the generation of by-products
is a challenging goal.12

The synthesis of amides with acyl chlorides is generally con-
ducted in the presence of tertiary amines, but the use of tertiary
amines produces serious problem in the synthesis of peptide, such
as epimerization or premature deblocking of protecting groups.13

However, these problems can be solved easily by using a metal
instead of tertiary amines.14 The chemistry of samarium metal in
organic synthesis has recently received increasing attention owing
to its stability in water and air.15 Our interests in utilizing samarium
metal in organic synthesis have led us to investigate samarium-pro-
moted reactions for the synthesis of amides.16 As a continuation of
our interest in samarium metal chemistry, herein we wish to report
a mild and convenient methodology for the formation of amide
bonds from amines and acid chlorides by using metallic samarium
as a promoter under neutral conditions (Scheme 1).

Treatment of aniline with benzoyl chloride in the presence of
samarium metal at room temperature resulted in the formation of
the corresponding amide in 93% yield (Table 1, entry 1). The reactiv-
ity of acyl chlorides under the present conditions was examined and
the results are summarized in Table 1. As can be seen from Table 1,
The acyl chloride reacted smoothly with aliphatic primary and sec-
ondary amines or aromatic amines to afford the amides in excellent
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.

yields. Aromatic acyl chlorides with electron-withdrawing and elec-
tron-donating groups gave high yields of the amides (Table 1, entry
1–4, 8–11, 16–18). Aliphatic acyl chlorides also provided higher
yields of the amides than aromatic acyl chlorides. The reaction pro-
ceeded efficiently even with highly sterically hindered pivaloyl chlo-
ride in high yields of the amides at room temperature (Table 1, entry
6). Especially, the reaction of pivaloyl chloride with sterically hin-
dered t-BuNH2 can also be performed smoothly to give the amide
in 96% yield (Table 1, entry 15). However, the same reaction was car-
ried out under the same reaction conditions using zinc or indium
metal to give the amide in low yields.14b More importantly, the reac-
tion proceeded smoothly in air at room temperature and carbon–
carbon double bond, chloro, alkoxyl, ester, and nitro groups of the
substrates were not affected under the reaction conditions. There
was no need to activate samarium metal with pretreatment. The
commercially available samarium was active enough to accomplish
the reactions, and epimerization does not occur under the reaction
conditions (Table 1, entry 21). We have also investigated the possi-
bility that samarium could function catalytically. However, high
yields of amides can only be achieved at least using 2/3 equiv of
samarium. The control experiments were conducted by the reaction
of aniline with benzoyl chloride using 1/3 equiv of samarium, or
without samarium to give the corresponding product in 69% and
trace yields, respectively.

In conclusion, we have developed a simple and facile method
for the formation of amide bonds by using samarium metal as a
promoter under mild and neutral reaction conditions.17 The advan-
tages of the present method include high yields of products, simple
experimental procedure, avoiding poisonous solvent, no need for
dry solvent and no activation or pretreatment of samarium metal,
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Scheme 1. The synthesis of various amides.
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Table 1
Synthesis of amides from acyl chlorides and amines by using samarium metal at room
temperaturea

Entry Amine Acyl chloride Time
(h)

Yieldb

(%)

1 PhNH2 PhCOCl 2 93 (1a)
2 PhNH2 p-ClC6H4COCl 2 95 (1b)
3 PhNH2 p-

MeOC6H4COCl
3 90 (1c)

4 PhNH2 p-MeC6H4COCl 2 92 (1d)
5 PhNH2 PhCH2COCl 3 99 (1e)
6 PhNH2 t-BuCOCl 2 97 (1f)
7 PhNH2 CH3(CH2)6COCl 2 97 (1g)
8 p-MeOC6H4NH2 p-ClC6H4COCl 4 95 (1h)
9 p-MeOC6H4NH2 p-

MeOC6H4COCl
4 92 (1i)

10 p-ClC6H4NH2 p-
MeOC6H4COCl

4 91 (1j)

11 p-MeC6H4NH2 p-
MeOC6H4COCl

3 89 (1k)

12 t-BuNH2 PhCOCl 3 85 (1l)
13 t-BuNH2 p-ClC6H4COCl 3 87

(1m)
14 t-BuNH2 p-O2N

C6H4COCl
2 92 (1n)

15 t-BuNH2 t-BuCOCl 2 96 (1o)
16 c-Hexylamine PhCOCl 3 94 (1p)
17 c-Hexylamine p-MeC6H4COCl 2 92 (1q)
18 c-Hexylamine PhCH@CHCOCl 2 96 (1r)
19 Morpholine PhCOCl 4 82 (1s)
20 Morpholine t-BuCOCl 3 85 (1t)
21 (S)-Ethyl 2-amino-3-

phenylpropanoate
PhCOCl 2 83 (1u)

a Reaction conditions: samarium (4 mmol), acid chloride (6 mmol), amine
(6 mmol).

b Isolated yields.
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the applicability of a wider range of substrates and the neutral con-
ditions. The procedure will also provide alternative opportunities
for the preparation of the amides.
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