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Multifunctionalized Isoxazoles
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Abstract: A direct functionalization of unsubstituted isoxazole
(1) was achieved by generation of 4-isoxazolyl anion species
(3). An efficient 4-iodination of isoxazole and halogen–metal
exchange reaction using a turbo Grignard reagent (iPrMgCl·
LiCl) were essential for the generation of 3, which reacted with
various electrophiles to give 4-functionalized isoxazoles in
good to high yields. Isoxazolyl boronate, boronic acid, and
stannane were also synthesized as useful building blocks from
1. The current methods enabled us to synthesize multi-
functionalized isoxazoles by introducing each substituent into
the desired positions. Furthermore, total synthesis of trium-
ferol, which was isolated from Triumfetta rhomboidea, was
achieved from 1 in only three steps.

Isoxazole is a five-membered heteroaromatic ring that was
discovered by Claisen in 1888.[1] It is an important framework
not only as a building block for natural product synthesis[2] but
also as pharmaceuticals[3] and agrochemicals.[4] The fact that
the isoxazole ring ranks 33rd among the 351 ring systems
found in marketed drugs[5] has sparked a great deal of interest
in the synthesis of functionalized isoxazoles. Various
approaches have been reported for the synthesis of the
functionalized isoxazoles A, including ring construction with
the pre-functionalized linear components B with C and D
with E by 1,3-dipolar cycloadditions and condensations,
respectively (Scheme 1).[6] However, the direct functionaliza-
tion of the unsubstituted isoxazole F has not been established
because the isoxazolyl anions G–I, generated from F or its
derivatives under basic conditions, readily afford the ring-
opening products J[7] and K.[8] Nakanishi et al. reported that
the attempt for preparation of H by metalation of 4-
bromoisoxazole led to a complex mixture.[9] There is only
one report of successful direct functionalization of the
unsubstituted F. Boogaert and Nolan demonstrated a direct
C�H carboxylation of F at the 5-position using an N-
heterocyclic carbene gold complex without generating the
labile isoxazolyl anion species.[10] Therefore, development of
facile access to the substituted isoxazoles is required,
particularly for isoxazole-based pharmaceuticals and agro-
chemicals. Although 3- and/or 5-substituted isoxazoles can be
prepared by conventional ring construction approaches from

pre-functionalized linear components, the preparation of 4-
substituted isoxazoles using these approaches is not a simple
task, and the structural variation of the substituents is
markedly dependent on the pre-functionalized linear compo-
nents. Herein, we succeeded in the preparation of the 4-
isoxazolyl anion species 3 from 4-iodoisoxazole (2 ;
Scheme 1). The isoxazolyl anion species did not afford ring-
opening products but enabled us to synthesize structurally
diverse 4-substituted isoxazoles (4). Furthermore, we suc-
ceeded in the synthesis of multifunctionalized isoxazoles,
step-by-step, by using the current 4-isoxazolyl anion method.

We first examined the generation of the desired 4-
isoxazolyl anion by an iodine–metal exchange with 2. How-
ever, the preparation of 2 was fraught with difficulty because
the unsubstituted isoxazole 1 was not a good electron donor in
the SEAr reaction, because of the electronegativity of the
oxygen atom. Indeed, the reported yield of the electrophilic
aromatic iodination is only 11%.[11] Therefore, the electro-
philic aromatic iodination of 1 at the 4-position was inves-
tigated, and the results are shown in Table 1. We first
examined the iodination under the reported reaction con-
ditions.[11] However, 2 was obtained in only 9% yield
(entry 1). To enhance the electrophilicity of N-iodosuccin-
imide (NIS),[12] trifluoromethanesulfonic acid (TfOH) was
used as the solvent (entry 2). The combination of NIS in
TfOH afforded 2, although the yield was not satisfactory.
Similarly, a combination of 1,3-diiodo-5,5-dimethylhydantoin
(DIH)[13] and N-iodosaccharin (NISac)[14] in either TfOH or
TFA resulted in low yields (entries 3–6). Significant improve-
ment was observed when the reaction was carried out under

Scheme 1. Synthetic approaches for functionalized isoxazoles.
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microwave irradiation conditions, and 2 was obtained in 70%
yield (entry 7). To our delight, the yield of 2 was reproducible,
even on a gram scale (entry 8). It should be noted that this is
the first report of the electrophilic halogenation of 1 in such
good yields.

With the establishment of a practical protocol for the
synthesis of 2, we next examined various chemical modifica-
tions of 2, which should be valuable for functionalization at
the 4-position using transition metal-catalyzed cross-coupling
reactions. Therefore, we conducted typical palladium-cata-
lyzed cross-coupling reactions, Suzuki–Miyaura coupling[15]

and Sonogashira coupling,[16] with 2 (Scheme 2). As has been

described before, 3,5-unsubstituted isoxazole is extremely
labile under basic conditions. To suppress ring opening,
Suzuki–Miyaura coupling was performed under two-phase
conditions using Na2CO3 in THF and H2O. As a result, the
desired coupling product 4 a was obtained in a high yield
(88 %). Similarly, Sonogashira coupling using 1.1 equivalents
of NEt3 afforded the desired product 4b in 64% yield.

We next examined the generation of the carbanion 3 from
2 and subsequent electrophilic trapping with CO2 to obtain 4-
isoxazolyl carboxylic acid (4c) for structurally diverse func-
tionalization (Table 2). The iodine–metal exchange reaction

using nBuLi produced a complex mixture (entry 1). Then,
turbo Grignard reagent (iPrMgCl·LiCl)[19] was used for the
iodine–metal exchange reaction. The use of a 1.0m solution of
2 again afforded a complex mixture (entry 2). However,
surprisingly, the use of a lower concentration (0.1m) of 2 and
iPrMgCl·LiCl resulted in a dramatic improvement of the yield
of 4c (entry 3). The reaction was carried out as follows: to
a stirred 0.1m solution of 2 in THF, a 0.63m solution of
iPrMgCl·LiCl in THF (1.10 equiv) was added dropwise at
�78 8C under an argon atmosphere. After being stirred at the
same temperature for 30 minutes, the vessel was filled with
CO2 gas, which was collected in a balloon by sublimation of
dry ice. After being stirred at room temperature for
15 minutes, a standard workup procedure afforded the
desired product 4c quantitatively. We speculated that heat
generated when a higher concentration solution was used
induced undesired reactions. However, even if the reaction
was carried out at �20 8C, the desired product 4c was
obtained quantitatively (entry 4). Although the exact reason
why the concentration of 2 was critical for this reaction is not
clear, we suppose that the undesired ring opening of 2, by the
generated anion species 3,[20] might be suppressed under the
lower concentration conditions.

Additional functionalizations using 3 were investigated, as
shown in Table 3. Various functional groups were introduced
at the 4-position of isoxazole in good to excellent yields (52%
to quant.). The nucleophilic addition reactions of 3 proceeded
with various electrophiles, such as aldehyde (entry 1), ketone
(entry 2), anhydride (entry 3), formamide (entry 4),[21] and
isocyanate (entry 5) to give corresponding adducts 4d–h in
55–88% yields. Acylation and allylation of 3 also proceeded
in the presence of a catalytic amount of CuCN·2LiCl
(0.2 equiv) to give 4-benzoylisoxazole (4 i ; 52 %) and 4-
allylisoxazole (4j ; 84%), respectively (entries 6 and 7). Not
only the nucleophilic additions but also Negishi cross-
coupling[22] with ethyl 4-iodobenzoate proceeded in the
presence of ZnCl2 (1.1 equiv) to afford ethyl 4-(4’-isoxazolyl)
benzoate (4k) in 61 % yield (entry 8). Furthermore, 3 under-
went carbon–heteroatom bond formation reactions. 4-
Aminoisoxazole (4 l)[23] and 4-phenylthioisoxazole (4 m)
were obtained from propan-2-one O-tosyl oxime (64 %)[24]

and PhSO2SPh (82 %), respectively (entries 9 and 10). The
conversion of 3 into more stable organometallic species was
also possible and the corresponding boronate ester 4n,[25]

Table 1: Electrophilic aromatic iodination of unsubstituted isoxazole 1.

Entry Reagent Solvent T [8C] Yield [%][a]

1 NIS TFA 50 9
2 NIS TfOH 50 13
3 DIH TfOH 50 2
4 DIH TFA 50 29
5 NISac TfOH 50 3
6 NISac TFA 50 trace
7 NIS TFA 120 (M.W.) 70
8 NIS TFA 120 (M.W.) 69[b]

[a] Yield of isolated product. [b] The reaction was carried out at gram
scale (ca. 2 g of product). M.W. =microwave, TFA = trifluoroacetic acid.

Table 2: Preparation of the 4-oxazolyl anion by halogen–metal exchange
of 2.

Entry Reagent Conc. of 2 [m] T [8C] Yield [%][a]

1 nBuLi 0.3 �78 –[b]

2 iPrMgCl·LiCl 1.0 �78 –[b]

3 iPrMgCl·LiCl 0.1 �78 quant.
4 iPrMgCl·LiCl 0.1 �20 quant.

[a] Yield of isolated product. [b] Complex mixture was obtained.

Scheme 2. Introduction of substituents at the 4-position of 4-iodoisox-
azole (2) by palladium-catalyzed cross-coupling reactions. a) 5 mol%
[Pd2(dba)3],

[17] 10 mol% P(tBu)3·HBF4,
[18] Na2CO3, THF/H2O (1:1), RT,

1 h, 88%; b) 2 mol% [PdCl2(PPh3)2] , 4 mol% CuI, 1.1 equiv NEt3, THF,
RT, 1 h, 64%. dba= dibenzylideneacetone, THF = tetrahydrofuran.
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boronic acid 4o, and tributylstananne 4 p were synthesized in
excellent yields (90%-quant.; entries 11–13).

We attempted to synthesize 4-hydroxyisoxazole (4q ;
triumferol), which was isolated from Triumfetta rhomboidea
in 1981 by Nakanishi and co-workers[9] and found to exert
antigermination activity on lettuce seeds. Despite its simple
structure, there is only one report of the synthesis of 4q
(Scheme 3b). The instability of 3,5-unsubstituted isoxazole
under basic conditions makes the synthesis difficult to

accomplish. We anticipated that a boryl group at the 4-
position of 4n could be converted into a hydroxy group under
oxidative conditions.[26] As expected, treatment of 4n with
H2O2 and NaOH in THF/H2O (10:1) afforded the desired 4q
in 71 % yield. The undesired ring opening of the isoxazole ring
was not observed under two-phase conditions. It should be
noted that the synthesis of 4q was accomplished with fewer
steps and in a higher yield than that reported in the previous
report (our route: 3 steps, 45% yield; Nakanishi�s route: 7
steps, 26% yield).

Because various functional groups were introduced into
the 4-position of 1, next we applied the current 4-isoxazolyl
anion methods to the synthesis of multifunctionalized iso-
xazoles, where each substituent was introduced into the
desired positions. Synthesis of the 3,4,5-trisubstituted isoxa-
zoles 7 a and 7b by sequential palladium-catalyzed cross-
coupling reactions is shown in Scheme 4. 3-Phenylisoxazole,

which was readily prepared from benzaldehyde, was con-
verted into the iodide 5a (for synthetic details see the
Supporting Information), and then Suzuki–Miyaura coupling
and Sonogashira coupling were performed with aryl boronic
acid and phenylacetylene to afford 6a (95%) and 6 b (79 %),
respectively. The C�H direct arylation at the 5-position of 6a
was carried out according to the literature procedure reported
by Sasai et al.[27] and gave the triaryl-substituted isoxazole 7a
in 83 % yield. The C�H direct arylation of 6b also proceeded
without affecting an alkynyl moiety in the molecule to afford
trisubstituted isoxazole 7b in 54 % yield.

Next we investigated the generation of 3-substituted 4-
isoxazolyl anion species 8 (Scheme 5). The 4-isoxazolyl anion

Table 3: Reaction of isoxazolyl anion with various electrophiles.

Entry Electrophiles Products Yield [%][a]

1 p-tolualdehyde 4d 80
2 acetone 4e 55
3 Boc2O 4 f 88
4 DMF 4g 83
5 PhNCO 4h 64
6[b] PhCOCl 4 i 52
7[b] allyl bromide 4 j 84
8[c] ethyl 4-iodobenzoate 4k 61
9[d] propan-2-one O-tosyl oxime 4 l 64

10 PhSO2SPh 4m 82
11 BPin(OiPr) 4n 90
12 B(OMe)3 4o quant.
13 (nBu)3SnCl 4p quant.

[a] Yield of isolated product. [b] CuCN·2LiCl (0.2 equiv) was added.
[c] ZnCl2 (1.1 equiv) and 3 mol% [Pd2(dba)3], 6 mol% PtBu3·HBF4 was
added. [d] CuCN·2LiCl (1.1 equiv) was added. Boc2O = di-tert-butyldi-
carbonate, DMF= N,N-dimethylformamide, Pin =pinacolato.

Scheme 3. Synthesis of 4-hydroxyisoxazole (4q) by our group (a), and
by Nakanishi group (b). a) NIS, TFA, M.W. 120 8C, 15 min. b) iPrMgCl·
LiCl, THF, �78 8C; BPin(OiPr), 0 8C, 4.5 h. c) H2O2, NaOH, THF/H2O
(10:1), RT, 30 min.

Scheme 4. Synthesis of 3,4,5-trisubstituted isoxazoles from 3-phenyl-
isoxazole (5a) by sequential cross-coupling reactions. a) 3 mol% [Pd2-
(dba)3], 6 mol% P(tBu)3·HBF4, Na2CO3, THF/H2O (1:1), RT, 1.5 h;
b) 2 mol% [PdCl2(PPh3)2] , 4 mol% CuI, 1.5 equiv NEt3, THF, RT, 1 h;
c) 15 mol% Pd(OAc)2, 30 mol% dppBz, AgF, DMA, 100 8C.
dppBz = 1,2-bis(diphenylphosphino)benzene, DMA = N,N-dimethyl-
acetamide.
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species 8, selectively generated in the presence of a chloro-
phenyl group from 5b, were trapped with PhSO2SPh and
Bpin(OiPr), and the corresponding thioether 9 a and boronate
9b were obtained in 92 and 59% yields, respectively. The
isoxazolyl boronate 9b is a useful building block. Indeed, 9b
underwent Suzuki–Miyaura coupling reaction with 3-iodo-
pyridine to afford the 3,4-diaryl-substituted isoxazole 11 in
good yield (60 %). Although both 9 a and 11 have the Lewis-
basic functional groups such as thioether and pyridyl moieties,
the C�H direct arylations proceeded smoothly to provide the
trifunctionalized isoxazoles 10a (89%) and 10b (99%),
respectively.

We also examined the nucleophilic addition of the steri-
cally hindered 4-isoxazolyl anion species 13 to an aldehyde
(Scheme 6). Although similar nucleophilic additions of iso-
xazolyl lithium containing phenyl groups, at the 3- and 5-
positions, to benzaldehyde were reported by Orozco and co-
workers, the yield of the desired adduct was only 15%, mainly
because of the steric bulk of two aryl rings adjacent to the
reaction site.[28] To our delight, 13, prepared from the

corresponding iodide 12, reacted with p-tolualdehyde to
give the desired adduct 14 in 81 % yield.

In summary, we designed a high-yielding and scalable
synthesis of 4-iodoisoxazole and succeeded in the generation
of its corresponding anion species by iodine–magnesium
exchange reaction using a turbo Grignard reagent. The
synthesis allowed us to introduce a wide variety of functional
groups into the 4-position of the isoxazole ring in good to
excellent yields. This protocol is the first practical and
structurally diverse approach for functionalizing the unsub-
stituted isoxazole 1. Furthermore, the current 4-isoxazolyl
anion method enabled us to synthesize 3,4,5-trisubstituted
isoxazoles by introducing each substituent into the desired
positions in a step-by-step manner. It is not an easy task to
synthesize multifunctionalized isoxazoles because of the
difficulty in introducing substituents at the 4-position of
isoxazoles by other conventional methods. In addition,
a short-step synthesis of 4-hydroxyisoxazole (triumferol)
was achieved in a high yield. As the current approach
provides various isoxazolyl metal species, such as magnesium,
boron, and stannane, we can envision a wide variety of
transformations using these isoxazolyl metal species in
organic synthesis. Further functionalization using these iso-
xazolyl metal species is ongoing in our laboratory.

Acknowledgments

This work was partially supported by The Naito Foundation
(266 to H.N.).

Keywords: cross-coupling · Grignard reaction · halogenation ·
heterocycles · metalation

[1] L. Claisen, O. Lowman, Ber. Dtsch. Chem. Ges. 1888, 21, 1149 –
1157.

[2] a) G. Stork, A. A. Hagedorn III, J. Am. Chem. Soc. 1978, 100,
3609 – 3611; b) M. G. Charest, C. D. Lerner, J. D. Brubaker,
D. R. Siegel, A. G. Myers, Science 2005, 308, 395 – 398.

[3] a) H. Yoon, Y. Kwak, S. Choi, H. Cho, N. D. Kim, T. Sim, J. Med.
Chem. 2016, 59, 358 – 373; b) J. Wang, Y. Wu, C. Ma, G. Fiorin, J.
Wang, L. H. Pinto, R. A. Lamb, M. L. Klein, W. F. Degrado,
Proc. Natl. Acad. Sci. USA 2013, 110, 1315 – 1320; c) J. K.
Williams, D. Tietze, J. Wang, Y. Wu, W. F. Degrado, M. Hong, J.
Am. Chem. Soc. 2013, 135, 9885 – 9897.

[4] a) G. J. Yu, S. Iwamoto, L. I. Robins, J. C. Fettinger, T. C. Sparks,
B. A. Lorsbach, M. J. Kurth, J. Agric. Food Chem. 2009, 57,
7422 – 7426; b) R. Sun, Y. Li, L. Xiong, Y. Liu, Q. Wang, J. Agric.
Food Chem. 2011, 59, 4851 – 4859.

[5] R. D. Taylor, M. MacCoss, A. D. G. Lawson, J. Med. Chem. 2014,
57, 5845 – 5859.

[6] a) F. Hu, M. Szostak, Adv. Synth. Catal. 2015, 357, 2583 – 2614;
b) C. Kesornpun, T. Aree, C. Mahidol, S. Ruchirawat, P.
Kittakoop, Angew. Chem. Int. Ed. 2016, 55, 3997 – 4001;
Angew. Chem. 2016, 128, 4065 – 4069. A one-pot synthesis of
trisubstituted isoxazoles was also reported. See: c) E. Gayon, O.
Quinonero, S. Lemouzy, E. Vrancken, J. M. Campagne, Org.
Lett. 2011, 13, 6418 – 6421.

Scheme 5. Synthesis of trisubstituted isoxazoles 10 using isoxazolyl
anion species 8. a) 10 mol% [Pd2(dba)3], 24 mol% PCy3·HBF4, K3PO4,
1,4-dioxane/H2O (2:1), 100 8C, 18 h; b) 10 mol% Pd(OAc)2, 20 mol%
dppBz, AgF, DMA, 100 8C, 20 h.

Scheme 6. Generation of sterically hindered isoxazolyl anion species
13 and its addition reaction.

Angewandte
ChemieCommunications

4 www.angewandte.org � 2016 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim Angew. Chem. Int. Ed. 2016, 55, 1 – 6
� �

These are not the final page numbers!

http://dx.doi.org/10.1002/cber.188802101217
http://dx.doi.org/10.1002/cber.188802101217
http://dx.doi.org/10.1021/ja00479a060
http://dx.doi.org/10.1021/ja00479a060
http://dx.doi.org/10.1126/science.1109755
http://dx.doi.org/10.1021/acs.jmedchem.5b01522
http://dx.doi.org/10.1021/acs.jmedchem.5b01522
http://dx.doi.org/10.1073/pnas.1216526110
http://dx.doi.org/10.1021/ja4041412
http://dx.doi.org/10.1021/ja4041412
http://dx.doi.org/10.1021/jf901512t
http://dx.doi.org/10.1021/jf901512t
http://dx.doi.org/10.1021/jf200395g
http://dx.doi.org/10.1021/jf200395g
http://dx.doi.org/10.1021/jm4017625
http://dx.doi.org/10.1021/jm4017625
http://dx.doi.org/10.1002/adsc.201500319
http://dx.doi.org/10.1002/anie.201511730
http://dx.doi.org/10.1002/ange.201511730
http://dx.doi.org/10.1021/ol202719n
http://dx.doi.org/10.1021/ol202719n
http://www.angewandte.org


[7] K. S. Levchenko, I. S. Semenova, V. N. Yarovenko, P. S. Shmelin,
M. M. Krayushkin, Tetrahedron Lett. 2012, 53, 3630 – 3632.

[8] I. Schçllkopf, I. Hoppe, Angew. Chem. Int. Ed. Engl. 1975, 14,
765; Angew. Chem. 1975, 87, 814.

[9] T. Kusumi, C. Chang, M. Wheeler, I. Kubo, K. Nakanishi,
Tetrahedron Lett. 1981, 22, 3451 – 3454.

[10] I. I. F. Boogaerts, S. P. Nolan, J. Am. Chem. Soc. 2010, 132, 8858 –
8859.

[11] J. J. Cui, L. A. Funk, L. Jia, P. P. Kung, J. J. Meng, M. D. Nambu,
M. A. Pairish, H. Shen, M. B. Tran-Dube (Pfizer Inc.), WO
2006021886, 2005.

[12] W. R. Benson, E. T. McBee, L. Rand, Org. Synth. 1962, 42, 73.
[13] O. O. Orazi, R. A. Corral, H. E. Bertorello, J. Org. Chem. 1965,

30, 1101 – 1104.
[14] D. Dolenc, Synlett 2000, 544 – 546.
[15] a) N. Miyaura, A. Suzuki, J. Chem. Soc. Chem. Commun. 1979,

866 – 867; b) N. Miyaura, K. Yamada, A. Suzuki, Tetrahedron
Lett. 1979, 20, 3437 – 3440.

[16] K. Sonogashira, Y. Tohda, N. Hagihara, Tetrahedron Lett. 1975,
16, 4467 – 4470.

[17] Y. Takahashi, Ts. Ito, S. Sakai, Y, Ishii, J. Chem. Soc. D 1970,
1065 – 1066.

[18] M. R. Netherton, G. C. Fu, Org. Lett. 2001, 3, 4295 – 4298.
[19] A. Krasovskiy, P. Knochel, Angew. Chem. Int. Ed. 2004, 43,

3333 – 3336; Angew. Chem. 2004, 116, 3396 – 3399.
[20] Nucleophilic attack of carbanions on nitrogen atom of isoxazole

induces ring opening. See: J. E. Oliver, R. M. Waters, W. R.
Lusby, J. Org. Chem. 1989, 54, 4970 – 4973.

[21] Ovcharenko and co-workers generated an 4-isoxazolyl lithium
species by iodine – lithium exchange and used it for formylation
(yield was not given). However, an experimental procedure was
not reported in their article. See: S. V. Fokin, S. E. Tolstikov,

E. V. Tretyakov, G. V. Romanenko, A. S. Bogomyakov, S. L.
Veber, R. Z. Sagdeev, V. I. Ovcharenko, Russ. Chem. Bull. Int.
Ed. 2011, 60, 2470 – 2484.

[22] a) A. O. King, N. Okukado, E. Negishi, J. Chem. Soc. Chem.
Commun. 1977, 683 – 684; b) E. Negishi, A. O. King, N. Oku-
kado, J. Org. Chem. 1977, 42, 1821 – 1823.

[23] Synthesis of 4-aminoisoxazole (3 l) by nitration and subsequent
reduction was reported (73%). See: A. R. Katritzky, E. F. V.
Scriven, S. Majumder, R. G. Akhmedova, N. G. Akhmedova,
A. V. Vakulenko, ARKIVOC 2005, 3, 179 – 191. We performed
the same reaction in accordance with the reported procedure,
however, the desired compound was obtained in 11% yield.
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Generation of an 4-Isoxazolyl Anion
Species: Facile Access to
Multifunctionalized Isoxazoles

Taking position : Preparation of a 4-iso-
xazolyl anion species from 4-iodoisoxa-
zole using iPrMgCl·LiCl enabled intro-
duction of a wide variety of functional
groups into the 4-position of the isoxa-
zole ring in good to excellent yields. This

approach provides various isoxazolyl
metal species which can be used for
multifunctionalization of isoxazoles. The
step-by-step synthesis of 3,4,5-trisubsti-
tuted isoxazoles was achieved by using
the this 4-isoxazolyl anion method.
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