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The first intermolecular 1,3-dipolar cycloaddition of diazo-
carbonyl compounds with alkynes was developed by using an
InCl; catalyzed cycloaddition in water. The reaction was found
to proceed by a domino 1,3-dipolar cycloaddition—hydrogen
(alkyl or aryl) migration.

Pyrazoles are known not only as potent insecticides! and herbi-
cides,2 but also as anti-tumor, anti-inflammatory, anti-microbial
and anti-psychotic agents.3 Animportant method for their synthesis
is the 1,3-dipolar cycloaddition of diazo compounds* and other
1,3-dipoles® to alkynes. Although the 1,3-dipolar cycloaddition of
electron-rich diazo compounds to alkynesis known, to the best of
our knowledge, intermolecular 1,3-dipolar cycloaddition of elec-
tron-deficient diazocarbonyl compounds with alkynes has not been
reported.” This has been elegantly attributed to the increased
HOMO-LUMO energy gap between diazocarbonyl compounds
and alkynes.8 One possible solution to the problem is to lower the
LUMO of theakynedipolarophiles, e.g. by aLewisacid. However,
this could result in the decomposition of the diazocarbonyl
compounds, leading to various well known competing side
reactions,® such as dimerization, X—H insertion or cyclopropana-
tion. Essentially, these difficulties have prevented the development
of diazocarbonyl compounds as nucleophilic dipoles for akynes.
To overcomethis dilemma, adelicate balance between the catalytic
activity of the Lewis acid for pyrazole formation and the
“carbenoid” reactivity of diazocarbonyl compounds must be
achieved. As part of a continued interest in developing organic
synthesis in agueous media, herein we wish to report the
intermolecular 1,3-dipolar cycloaddition reaction of «-diazocarbo-
nyl compounds with alkynes catalyzed by InCl; in water to
synthesize pyrazoles.

The initia investigation started with the reaction of ethyl
diazoacetate and ethyl propiolate (Scheme 1). In the presence of
20% InCl3 in water under an air atmosphere at room temperature
for 24 h, pyrazole 3 was obtained in 87% vyield after flash
chromatography. It should be noted that the catalyst InCls, which
stayed in the aqueous phase after the work-up, could be reused for
two additional times without loss of catalytic activity (yields, 89%
and 90% for second and third run respectively). The formation of 3
can be explained by aninitia 1,3-dipolar cycloaddition to form 3H-
pyrazole, which undergoes a spontaneous 1,3-hydrogen migration
leading to thermodynamically more stable pyrazole 3. It should be
noted that the formation of five-membered rings by a 6m-electro-
cyclization is well precedented and represents an important
principle in heterocyclic chemistry.10 Although in recent years,
indium reagents have evolved as mild and water-tolerant Lewis
acidsimparting high regio-, chemo- and stereosel ectivity in various
chemical transformations,1 indium has seldom been used as a
catalyst for diazo chemistry12 when compared to other transition
metals, such as copper, rhodium, palladium, and silver. It wasfound
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that water asthe solvent played acrucial rolein thisreaction. When
the reaction solvent was CH,Cl, or benzene (the common solvents
for diazo chemistry) only atrace amount of the target product was
detected.

In order to understand the nature of thisreaction, the catalyst was
then applied to various methyl «-diazoarylacetates 4 and methyl
propiolate (Scheme 2) as summarized in Table 1.13 All diazocarbo-
nyl compounds gave two pyrazole products in excellent combined
yields. No cyclopropane or O-H insertion product could be
detected in the crude reaction mixture. The possible mechanism for
the formation of the products 5 and 6 is tentatively illustrated by
Scheme 3: the formation of the minor product 6 proceeds by an
initial  1,3-dipolar cycloaddition followed by a subsequent
1,3(5)-carboxylate shift of the initially formed 3,5-dicarboxylate-
3-aryl-3H-pyrazole; the formation of the major product 5 could
proceed by three steps. an initial 1,3-dipolar cycloaddition, a
subsequent 1,5-aryl shift of initially formed 3,5-dicarboxylate-
3-aryl-3H-pyrazole to give the intermediate 4H-pyrazole, and a
1,3-hydrogen shift of the 4H-pyrazole intermediate. The aryl
migration product 5 predominates in all cases, and a small
electronic effect of the substituent on the aryl group was observed.
An aryl group with electro-donating substituents has a higher
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Table 1 1,3-Dipolar cycloaddition reaction of methyl «-diazoarylacetates
and methyl propiolate catalyzed by InCls in water

Yield of Yield of

Entry Diazo 5:62 5 (%) 6 (%)bec
1 aX=H 91:9 82 7
2 b, X = mMeO 92:8 81 8
3 ¢, X = p-MeO 94:6 90 4
4 d, X = p-F 89:11 80 10
5 e, X = mBr 88:12 77 12
6 f, X = mCF; 86: 14 83 9

a Determined by H NMR of the crude product mixture. P Isolated yield by
flash chromatography. ¢ Position of NCO,Me in the minor product 6 is
arbitrarily assigned since we can not differentiate reliably between the two
tautomers.
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migratory aptitude, and this trend suggests that the aryl group is
migrating to an electron-deficient carbon.

The catalyst was then applied to various «-diazocarbonyl
compounds and alkynes as summarized in Table 2. All the alkynes
with a carbonyl group at the neighboring position reacted smoothly
with ethyl diazoacetate to give the target pyrazole productsin good
yields (entries 1, 2, 3, 5); however, phenylacetylene failed to give
the desired product even in a trace amount, which suggests that
InCl3 actually activatesthe alkynes by coordinating its neighboring
carbony! group and thus lowers the LUMOB of the alkyne moiety
(instead of «-diazocarbonyl compounds that traditionally occurred
in diazo chemistry).

On the other hand, all the «-diazocarbonyl compounds can react
with alkynes bearing a carbonyl group at the neighboring position
to afford the pyrazoles in mild to excellent yields (entries 5-12).
Interestingly, both the B-hydroxy and f-amino «-diazocarbonyl
compounds reacting with methyl propiolate generated 1H-pyr-
azole-3,5-dicarboxylic acid 3-ethyl ester and 5-methyl ester (the
same product from ethyl diazoacetate reacting with methyl
propiolate) and benzaldehyde as by-product. This could be
explained by an initially formed 3,3-disubstituted-3H-pyrazole
from 1,3-dipolar cycloaddition undergoing a spontaneous retro-
aldol reaction to give thermodynamically more stable pyrazole and
benzaldehyde. However, a 1,3-dicarbonyl diazo compound failed
to give the target product even at 100 °C, possibly due to the even
larger HOMO-LUMO energy gap in this case (entry 13).

Table 2 InClz-promoted 1,3-dipolar cycloaddition of «-diazo compoundsto
alkynes in water
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a|solated yield after flash chromatography. P Yield based on the recovered
starting material.

In conclusion, an efficient InCl;-catalyzed 1,3-dipolar cycload-
dition of diazocarbonyl compounds and akynes to synthesize
pyrazoles has been achieved in water.24 The process is smple and
can be used to generate a wide range of pyrazoles. The reaction is
applicableto various «-diazocarbonyl compounds and alkyneswith
acarbonyl group at the neighboring position and the success of the
reaction has been rationalized by decreasing the HOMO-LUMO
gap with InCl3. The scope, mechanism, and synthetic applications
via this reaction are under investigation.
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