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ABSTRACT 
Cross-linked poly-1-(4-vinylbenzyl)imidazole and cross-linked poly-4- 
vinylpyridine have been prepared from respective vinyl monomers 
using different quantities of divinylbenzene as a cross-linker by radical 
polymerization. The polymeric bases were characterized by FT-IR, TGA, 
field emission-scanning electron microscopy (FE-SEM), and Brunauer- 
Emmett-Teller (BET) surface area analysis. Their swelling behavior was 
also studied. They were used as base catalysts for 1,3-dipolar 
cycloaddition reaction of aryl nitrile oxides, generated in situ from 
N-hydroxyimidoyl chloride, with N-phenylmaleimide and ethyl 
acrylate, to obtain 3-arylisoxazolines. Both the bases gave excellent 
results. These polymers were reusable, safe to use, and provided 
good alternative for organic nonreusable bases like pyridine and 
triethylamine which are hazardous.  
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Introduction 

Isoxazoline unit is a part of many natural products. Many of its derivatives show broad 
spectrum of biological activity.[1,2] This unit is also important in synthetic chemistry 
as a precursor for many useful compounds.[3–5] One of the routes for the synthesis of 
this heterocycle is the 1,3-dipolar cycloaddition reaction of nitrile oxides (1,3-dipole) 
with alkenes (dipolarophiles).[6–8] Alkenes like 3-methylene oxindoles,[9] chalcones,[10] 

α,β-unsaturated carbonyl compounds,[11,12] acrylates,[13] N-Boc-Δ3-pyrroline,[14] 

N-phenylmaleimide,[15] allyl amines,[16,17] allyl alcohols,[18] styrenes,[19] and fullerenes[20,21] 

none defined  
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have been used as dipolarophiles in this reaction. Unsaturated compounds like alkynes, 
imines,[22] in situ generated benzyne,[23] and 1,3-dicarbonyl compounds in enol form[24] 

also react with nitrile oxides. 
Nitrile oxides are unstable and dimerize to form furoxans (1,2,5-oxadiazole-2-oxide) 

and hence are usually prepared in situ. Dehydrohalogenation of N-hydroxyimidoyl chlor-
ide (chloroxime), in the presence of a base, is one of the commonly used methods for the in 
situ generation of nitrile oxides. Nitrile oxides of aromatic nitriles are comparatively more 
stable than those of aliphatic nitriles.[25] The steric shielding of the dipole and the electron 
delocalization provide the stability. To avoid the dimerization, the concentration of in situ- 
generated nitrile oxide is maintained minimum. In one such effort, a syringe pump has 
been used for slow addition of N-hydroxyimidoyl chloride.[23] Heterogeneous mixtures 
of inorganic bases with organic solvents have also been used.[14] 

The reaction usually requires stoichiometric amount of a base. The bases used in the 
reaction are not reusable. Further, the reaction requires 2–4 equiv. of hydroxyimidoyl 
chloride, and there is a possibility of dimerization of the nitrile oxide. Taking these points 
into consideration, there is a need to develop a protocol which would require lesser amount 
of hydroxyimidoyl chloride and a recyclable weak base. 

Organic polymeric amines are heterogeneous recyclable weak bases for organic reac-
tions. We have been working on poly-4-vinylpyridine (PVP) and cross-linked PVP and 
demonstrated successful use of these bases in some reactions.[26–28] This prompted us to 
prepare polymeric bases containing pyridine and imidazole and use them for in situ 
generation of nitrile oxides from N-hydroxybenzimidoyl chlorides and subsequent reaction 
of these nitrile oxides with N-phenylmaleimide and ethyl acrylate. Cross-linking is required 
to make the polymer insoluble in organic solvents and thus makes the base reusable. 
Hence, divinylbenzene (DVB) was used as a cross-linker. DVB cross-linked poly-1- 
(4-vinylbenzyl)imidazole (CPVBIm) polymers are not reported. There are few reports on 
imidazole-based polymers used as base catalysts[29,30] and in electrochemical studies.[31,32] 

Cross-linked poly-4-vinylpyridine (CPVP) has been used as base catalyst in some 
reactions.[33–36] These cross-linked polymers swell rapidly on interaction with certain 
solvents, which increase the accessibility of the basic sites. Polymers swell differently in 
different solvents. Hence we studied the gelling behavior of the polymers. 

Results and discussion 

Polymeric catalysts, CPVP-n and CPVBIm-n (n ¼mol% of DVB) were prepared from 
4-vinylpyridine and 1-(4-vinylbenzyl)imidazole, respectively, by radical polymerization 
using AIBN as a radical initiator and DVB as a cross-linker. Both CPVP-n and 
CPVBIm-n were amorphous white solids. The amount of cross-linker affected the bulk 
density and swelling property of the polymers. 

Characterization of polymers 

The polymers were characterized as follows. 

FT-IR 
FT-IR spectra were recorded in ATR mode. FT-IR of CPVP showed characteristic bands at 
1,598, 1,416, and 821 cm−1, while CPVBIm showed characteristic bands at 1,511, 1,100, 

388 N. N. KORGAVKAR AND S. D. SAMANT 



900, and 817 cm−1. The bands at 1,230, 1,076, and 1,030 cm−1 were common to both 
(Fig. S1). 

Thermal analysis 
Thermogravimetric analysis (TGA) showed that CPVP-3, 5, and 7 and CPVBIm-3, 5, and 7 were 
stable up to 350 °C and at higher temperatures the polymers decomposed. The amount of cross- 
linker had no effect on the thermal stability. But, about 2–3% more mass loss was observed 
around 100 °C with an increase in cross-linker amount. This increase in mass loss suggested 
the presence of some water and solvent in the polymers having more amount of DVB. This 
observation was in consonance with the increase in porosity of the material with an increase 
in the amount of DVB. TGA graphs are given in the supporting information (Figs. S2, S3). 

FE-SEM images 
FE-SEM images of CPVP-5 (Fig. S4) showed clusters of spherical particles with average 
diameter 2.5 µm. For CPVBIm-5, irregular shaped particles were observed (Fig. S5). The 
images showed typical porous polymer morphology for CPVBIm-5. 

Swelling behavior of the basic polymers 

The materials were highly porous and showed good swelling property. The swelling helps 
helps to increase the accessibility of the active sites to the substrate molecules. However, a 
swollen polymer occupies more volume of the reaction vessel and thickens the reaction 
mass. Thus, it requires more amount of solvent for efficient mixing. The swelling of 
polymers was tested in various solvents which are commonly used in the synthesis and 
polymerization. CPVP and CPVBIm polymers showed high swelling in methanol, ethanol, 
chloroform and DMF. In DMSO, CPVP dispersed throughout the volume of the solvent 
and it was difficult to separate it from the solvent. Thus, an increase in mass and volume 
of CPVP-5 in DMSO could not be measured. Swelling of CPVBIm polymers was compara-
tively higher than that of CPVP (Fig. 1). Both the polymers floated on chloroform, 
nitrobenzene, 1,2-dichloroethane, and chlorobenzene. 

The two polymers were studied with respect to BET surface area analysis. Both the 
polymers showed type-IV isotherm (Fig. S6). The hysteresis loop at relative pressure 
0.5 <P/Po < 0.9 indicated the mesoporous nature of CPVBIm.[37] The BET surface areas 
of CPVBIm-5 and CPVP-5 were 274.97 and 36.48 m2 g−1, respectively, and the pore 
volumes of both the polymers were 0.323 and 0.046 cm3 g−1, respectively (Table S3). It is 
reported that the surface area increases with an increase in the amount of DVB.[36] Thus, 
the surface area for CPVP-5 was also in agreement with the previous reports. 

1,3-Dipolar cycloaddition reaction of N-hydroxybenzimidoyl chloride and  
N-phenyl-maleimide in the presence of CPVP and CPVBIm 

We selected the reaction between N-phenylmaleimide chloride (R=H, 1a) and 
N-phenylmaleimide (2) as a model reaction (Scheme 1) and optimized the reaction 
conditions. In this reaction, 1 undergoes in situ base-catalyzed elimination of HCl to form 
aryl nitrile oxide. 

Effect of base 
The reaction was performed in ethanol, DMF, and acetonitrile using TEA as a base. Good 
yield of 3a was obtained in all solvents. The results in ethanol were comparatively better. 
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But, the poor solubility of 3a restricted the use of ethanol under heterogeneous condition. 
Considering the ease in workup and recovery of solvent, we performed the reaction using 
polymeric bases in acetonitrile (Table 1). The reaction took place smoothly at room 
temperature and gave good yield of 3a within 1 h. For comparison, the reaction was also 
performed using classical organic bases, TEA, pyridine, imidazole; when comparable 
results were obtained. 

There was no difference in the yield of 3a using CPVBIm-3, 5, and 7 (Table 1, 
entries 1–3) and similar observation was made using CPVP-3, 5, and 7 (Table 1, entries 
4–7). The elemental analysis showed the nitrogen content in the range of 11–12% for 

Figure 1. Swelling study: (a) swelling of CPVP-5 (b) swelling of CPVBIm-5.  

Scheme 1. 1,3-Dipolar cycloaddition reaction of 1a–h with 2 in the presence of polymeric bases.  
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CPVBIm-3, 5, and 7 and in the range of 10–11% for CPVP-3, 5, and 7. As there was no 
difference, the 5% cross-linked polymers were selected for further studies. 

Effect of solvent and molar ratio of 1a and 2 
The effect of solvent was studied using CPVBIm-5 as a base catalyst in ethanol, methanol, 
acetonitrile, ethyl acetate, THF, DMF, and chloroform. Acetonitrile (80%) and DMF (78%) 
were the best solvents. The 2:1 molar ratio of 1a to 2 (yield ¼ 80%) was selected; increasing 
the amount of 1a did not increase the yield (Table S4). 

Effect of catalyst loading 
The catalyst was increased from 50 to 150 wt% w.r.t N-phenylmaleimide (2). 120 wt% of 
catalyst was found to be satisfactory (Table S5). The results are also comparable to 
homogeneous bases under identical conditions (Table 1, entries 7–10). However, polymeric 
bases are safe to handle, free of odor, and recyclable. 

Reaction of 1a–h with N-phenylmaleimide (2) 
To study the scope of the new protocol, the reaction of substituted N-hydroxyimidoyl 
chlorides (1a–h) with N-phenylmaleimide was performed (Table 2). 

Table 1. Effect of catalyst on the reaction of 1a and 2. 
Sr. No. Catalyst (wt%) Yield of 3aa (%)   

1 CPVBIm-3b 80  
2 CPVBIm-5b 80  
3 CPVBIm-7b 78  
4 CPVP-3b 74  
5 CPVP-5b 75  
6 CPVP-7b 75  
7 TEAc 85  
8 Pyridinec 78  
9 Imidazolec 85  

10 N–Me imidazolec 80 

CPVBIm, cross-linked poly-1-(4-vinylbenzyl)imidazole; CPVP, cross-linked poly-4-vinylpyridine. 
Reaction conditions: 1a (R=H, 3.4 mmol), 2 (1.7 mmol), solvent—acetonitrile (10 mL), rt (27–30 °C), 

reaction time—1 h. 
aIsolated yield calculated w.r.t. 2. 
bPolymeric base 100 wt% w. r. t. 2. 
c1.7 mmol of homogeneous base.   

Table 2. The reaction of 1a–h with 2. 

Sr. No Reactant 1 ‘R’ 

Yield of 3a–ha (%) 

With CPVBIm-5 With CPVP-5  

1 H 85 72 
2 2-Cl 80 72 
3 4-Me 82 77 
4 4-Cl 78 70 
5 4-OMe 74 65 
6 4-NO2 85 78 
7 3-Br 68 58 
8 3-NO2 68 60 

Reaction conditions: 1a–h (3.4 mmol), 2 (1.7 mmol), solvent—acetonitrile (10 mL), CPVBIm-5 and 
CPVP-5 (120 wt% w.r.t 2), rt (27–30 °C), reaction time 1 h. 

aIsolated yield, calculated w.r.t. 2.   
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The structures of 3a–h were confirmed by FT-IR and 1H NMR spectroscopy, and the 
data were compared with the reported characterization data of same compounds for 
verification.[38–42] The 3a–h were obtained as the racemic mixtures. 

Reaction of 1a–h with ethyl acrylate (4) 
The reaction of nitrile oxides with ethyl acrylate (Scheme 2) is known to give 5-substituted 
isoxazolines (5).[13] We performed the reactions of 1a–h with ethyl acrylate (4) using 
CPVBIm-5 in acetonitrile (Table 3). This reaction was slower as compared to the reaction 
of 1a with N-phenylmaleimide. 

The structures for 5a–h were confirmed by FT-IR and 1H NMR spectroscopy, and data 
were also compared with the previous literature.[40,42–45] The 5a–h were obtained as the 
racemic mixtures. Spectral data for all the compounds (3a–h and 5a–h) have been given 
in the Supporting information. 

Recyclability study 
The recyclability of CPVBIm-5 was studied for both the reactions. The spent catalyst was 
washed with aqueous saturated sodium bicarbonate solution and then with acetonitrile 
before being used in the next cycle. The recyclability was studied up to five cycles and there 
was no significant decrease in the yield of the product (Figs. S7, S8). Only decrease of about 
4–5% in the isolated yield after the fifth recycle was observed. Some basic sites on surface 
may be blocked with CO2 or water, or some basic sites reacted with HCl in reaction 
medium (acetonitrile) and are difficult to regenerate. 

Experimental 

Starting materials were purchased from Sigma-Aldrich, Loba Chemie, and Alfa Acer 
and used as such. TGA was performed on PerkinElmer STA 6000 with heating rate 

Scheme 2. Reaction of 1a–h with ethyl acrylate (4).  

Table 3. Reaction of 1a–h with 4. 
Sr. No Reactant 1 “R” Yield of 5a–ha (%)  

1 H 74 
2 2-Cl 80 
3 4-Me 82 
4 4-Cl 78 
5 4-OMe 74 
6 4-NO2 85 
7 3-Br 68 
8 3-NO2 68 

Reaction conditions: 1a–h (3.4 mmol), 4 (1.7 mmol), solvent—acetonitrile (10 mL), CPVBIm-5 
(120 wt% w.r.t. 4), rt (27–30 °C), reaction time 6 h. 

aIsolated yield, calculated w.r.t. 4.   
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20 °C min−1. FE-SEM analysis was performed using Tescan MIRA 3 model. Nitrogen 
adsorption–desorption isotherms were recorded on BET-PMI sorptometer (porous 
material integrated Pvt. Ltd., USA). Samples were degassed at 150 °C for 5 h before 
analysis. FT-IR spectra were recorded on a PerkinElmer Spectrum Two spectrophotometer. 
1H NMR spectra were recorded on Agilent 400 MHz NMR spectrometer. Elemental 
analysis (C, H, N) was performed on vario MICRO select elemental analyzer. Experimental 
procedures for the preparation of CPVP-n and CPVBIm-n have given the Supporting 
information. 

1,3-Dipolar cycloaddition reaction of N-hydroxybenzimidoyl chloride (1a) and  
N-phenylmaleimide (2) 

N-hydroxybenzimidoyl chloride (3.4 mmol) and N-phenylmaleimide (1.7 mmol) were 
added to acetonitrile (10.0 mL) in a round-bottom flask. The polymeric base (0.3 g) was 
added to it. The mixture was stirred at 27–30 °C for 1 h. The base was separated from 
the reaction mixture by filtration. Acetonitrile was removed under reduced pressure at 
50 °C. Ethanol (3.0 mL) was added to the reddish brown oily residue and was allowed to 
stand at ambient temperature (27–30 °C) for 20–30 min. A white solid product was 
precipitated, which was isolated by filtration, and dried at 80 °C. 

The same procedure was followed with ethyl acrylate. The reaction time in this case was 
6 h. The products were purified by column chromatography with silica as a stationary 
phase and ethyl acetate (0–5% v/v): PET ether as a mobile phase. 

Conclusion 

Cross-linked basic polymers were prepared by the polymerization of 4-vinylpyridine 
(4-VP) and 1-(4-vinylbenzyl)imidazole using 3, 5, and 7 mol% of DVB as a cross-linker. 
The resulting polymers CPVP-n and CPVBIm-n were mesoporous and excellent 
heterogeneous catalysts for in situ generation of aryl nitrile oxides from N-hydroxyimidoyl 
chlorides and their 1,3-dipolar cycloaddition reaction with N-phenylmaleimide and with 
ethyl acrylate. CPVBIm-5 showed excellent results compared to CPVP-5. The much high 
activity of CPVBIm-5 can be explained on the basis of high basicity of imidazole than 
pyridine, and much high surface area and porosity of CPVBIm-5. These parameters should 
be kept in mind for further developments of related catalysts. The main advantages of this 
protocol were replacement of homogeneous, pungent smelling, hazardous organic bases 
with recyclable polymeric bases. 

Acknowledgment  

Author Nilesh N. Korgavkar is thankful to the University Grant Commission (UGC), New Delhi, 
India for UGC/SAP/DRS fellowship. 

References  

[1] Velikorodov, A. V.; Sukhenko, L. T. Pharm. Chem. J. 2003, 37(1), 22–24.  
[2] Sadashiva, M. P.; Mantelingu, K.; Swamy, S. N.; Rangappa, K. S. Bioorg. Med. Chem. 2003, 11, 

4539–4544.  
[3] Kozikowski, A. P. Acc. Chem. Res 1984, 17, 410–416.  
[4] Padwa, A.; Chiacchio, U.; Kline, D. N.; Perumattam, J. J. Org. Chem. 1988, 53, 2238–2245. 

SYNTHETIC COMMUNICATIONS® 393 



[5] Bode, J. W.; Carreira, E. M. Org. Lett. 2001, 3(10), 1587–1590.  
[6] Coutouli-Argyropoulou, E.; Lianis, P.; Mitakou, M.; Giannoulis, A.; Nowak, J. Tetrahedron 

2006, 62(7), 1494–1501.  
[7] Li, X.; Zhuang, J.; Li, Y.; Liu, H.; Wang, S.; Zhu, D. Tetrahedron Lett. 2005, 46(9), 1555–1559.  
[8] Kondacs, L. A.; Pilipecz, M. V.; Mucsi, Z.; Balazs, B.; Gati, T.; Nyerges, M.; Dancso, A.; Nemes, 

P. Eur. J. Org. Chem. 2015, 2015(31), 6872–6890.  
[9] Singh, A.; Roth, G. P. Org. Lett. 2011, 13(8), 2118–2121. 

[10] Yhya, R. K.; Rai, K. M. L.; Musad, E. A. J. Chem. Sci. 2013, 125(4), 799–806. 
[11] Lu, T.; Yang, J.; Sheu, L. J. Org. Chem. 1995, 60, 7701–7705. 
[12] Padwa, A.; Kline, D. N.; Perumattam, J. Tetrahedron Lett. 1987, 28(9), 913–916. 
[13] Jen, T.; Mendelsohn, B. A.; Ciufolini, M. A.; Mall, M. J. Org. Chem. 2011, 76, 728–731. 
[14] Castellano, S.; Tamborini, L.; Viviano, M.; Pinto, A.; Sbardella, G.; Conti, P. J. Org. Chem. 2010, 

75, 7439–7442. 
[15] Minakata, S.; Okumura, S.; Nagamachi, T.; Takeda, Y. Org. Lett. 2011, 13(11), 1539–1542. 
[16] Piccionello, A. P.; Pace, A.; Buscemi, S. Org. Lett. 2011, 13(17), 4749–4751. 
[17] Beccalli, E. M.; Broggini, G.; Martinelli, M.; Masciocchi, N.; Sottocornola, S. Org. Lett. 2006, 

8(20), 4521–4524. 
[18] Kaneasa, S.; Nishiuchi, M.; Wada, E. Tetrahedron Lett. 1992, 33(10), 1357–1360. 
[19] Harding, S. L.; Marcuccio, S. M.; Savage, G. P. Beilstein J. Org. Chem. 2012, 8, 606–612. 
[20] Meier, M. S.; Poplawskat, M. J. Org. Chem. 1993, 58, 4524–4525. 
[21] Langa, F.; De Cruz, P.; Espı, E.; Gonza, A.; De Hoz, A.; Lo, V. J. Org. Chem. 2000, 65, 

8675–8684. 
[22] Toumi, A.; Daami-Remadi, M.; Ben, H. Indian J. Chem. 2013, 52B, 922–928. 
[23] Dubrovskiy, A. V.; Larock, R. C.; Chem, R. W. J. M. Org. Lett. 2010, 12(6), 1180–1183. 
[24] Umesha, K. B.; Ajay Kumar, K.; Rai, K. M. L. Synth. Commun. 2002, 32(12), 1841–1846. 
[25] Kumar, K. A.; Govindaraju, M.; Jayaroopa, P.; Kumar, G. V. Int. J. Pharm. Chem. Biol. Sci. 

2012, 3(1), 91–101. 
[26] Raje, V. P.; Bhat, R. P.; Samant, S. D. Synth. Lett. 2006, 16, 2676–2678. 
[27] Kshirsagar, S. W.; Patil, N. R.; Samant, S. D. Synth. Commun. 2010, 40, 407–413. 
[28] Jagtap, S. R.; Raje, V. P.; Samant, S. D.; Bhanage, B. M. J. Mol. Catal. A Chem. 2007, 266(1–2), 

69–74. 
[29] Price, K. E.; Mason, B. P.; Bogdan, A. R.; Broadwater, S. J.; Steinbacher, J. L.; Mcquade, D. T. 

J. Am. Chem. Soc. 2006, 128, 10376–10377. 
[30] Soule, J.-F.; Miyamura, H.; Kobayashi, S.; J. Am. Chem. Soc. 2013, 135, 10602–10605. 
[31] Vasantha, V. A.; Jana, S.; Parthiban, A.; Vancso, J. G. Chem. Comm. 2014, 50, 46–48. 
[32] Green, M. D.; Wang, D.; Hemp, S. T.; Choi, J.; Winey, K. I.; He, J. R.; Long, T. E. Polymer 2012, 

53, 3677–3686. 
[33] Frechet, J. M. J.; De Meftahi, M. V. Br. Polym. J. 1984, 16, 193–198. 
[34] Khalig, N. G. RSC Adv. 2012, 2, 3321–3327. 
[35] Li, Q.; Tao, W.; Li, A.; Zhou, Q.; Shuang, C. Appl. Catal. A Gen. 2014, 484, 148–153. 
[36] Zhang, Y.; Liu, S.; Liu, S.; Liu, F.; Zhang, H.; He, Y.; Xiao, F. Catal. Commun. 2011, 12(13), 

1212–1217. 
[37] Liu, F.; Kong, W.; Qi, C.; Zhu, L.; Xiao, F. S. ACS Catal. 2012, 2, 565–572. 
[38] Rajput, J.; Singh, B.; Singal, K. K. Chem. Heterocycl. Compd. 2009, 45(3), 361–364. 
[39] Kumar, V.; Kaushik, M. P. Tetrahedron Lett. 2006, 47(9), 1457–1460. 
[40] Minakata, S.; Okumura, S.; Nagamachi, T.; Takeda, Y. Org. Lett. 2011, 13(11), 2966–2969. 
[41] Singh, M.; Singh, B.; Singal, K. K. Asian J. Chem. 2008, 20(1), 745–750. 
[42] Boruah, M.; Konwar, D. Synth. Commun. 2012, 42, 3261–3268. 
[43] Pramanik, N.; Sarkar, S.; Roy, D.; Debnath, S.; Ghosh, S.; Khamarui, S.; Maiti, D. K. RSC Adv. 

2015, 5, 101959–101964. 
[44] Pal, G.; Paul, S.; Ghosh, P. P.; Das, A. R. RSC Adv. 2014, 4(16), 8300–8307. 
[45] Li, C.; Deng, H.; Li, C.; Jia, X.; Li, J. Org. Lett. 2015, 17(22), 5718–5721.  

394 N. N. KORGAVKAR AND S. D. SAMANT 


	Introduction
	Results and discussion
	Characterization of polymers
	FT-IR
	Thermal analysis
	FE-SEM images

	Swelling behavior of the basic polymers
	1,3-Dipolar cycloaddition reaction of N-hydroxybenzimidoyl chloride and N-phenyl-maleimide in the presence of CPVP and CPVBIm
	Effect of base
	Effect of solvent and molar ratio of 1a and 2
	Effect of catalyst loading
	Reaction of 1a–h with N-phenylmaleimide (2)
	Reaction of 1a–h with ethyl acrylate (4)
	Recyclability study


	Experimental
	1,3-Dipolar cycloaddition reaction of N-hydroxybenzimidoyl chloride (1a) and N-phenylmaleimide (2)

	Conclusion
	Acknowledgment
	References

