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Abstract. The reactivity of the 1,3-dipolar cycloadditions of C,N-diphenylnitrone with acrylonitrile in 

different microemulsion systems has been investigated. The effect of the nature of surfactant (cationic, 

anionic), a component of water- and oil-borne microemulsions, on the rate of this reaction have been 

studied. The electrostatically attractive character of cetyltrimethylammonium bromide, a cationic 

surfactant, would bring the reactants closer to each other; hence, a rate enhancement would ensue, 

particularly within the water-rich zone. Besides, the fact that acrylonitrile played a dual role,  

as a component of the microemulsion and a dipolarphile in the cycloaddition reaction, made the  

work-up advantageously sound. Additionally, the increase in reagents molar ratio was found to promote  

higher reactivity. 
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Introduction 

Microemulsion is a dispersed state of one-

in-the-other mixture of two immiscible liquids in 

the form of microdroplets [1-3]. As per the nature 

of substrate added to a microemulsion, three 

solubilisation sites for this substrate are plausible: 

the micellar core, the interface created between 

the polar heads, and the dispersing medium [4,5]. 

A myriad of reports, endorsed the fact that 

microemulsions are favourable media for organic 

reactions, which are usually hampered in 

conventional ones. Such macroscopically 

isotropic and microscopically structured media 

allow the reactants to draw near each other, to 

concentrate, and to induce their organization, 

hence, a better reactivity coupled with a better 

regio- and stereoselectvity [6-11].  

Heterocyclic chemistry remains indubitably 

a weighty chapter of organic chemistry. Its role 

and benefits increasingly gain a giant foothold in 

several industries, including pharmaceuticals, 

dyes, plastics, and agrochemicals [12-14]. One of 

our ongoing researches is synthesis of 

isoxazolidines and study of their biological 

activities. Apart from this biological property, 

they are known for the anti-inflammatory activity 

and others [15-19]. The common procedure to 

make them has been through the 1,3-dipolar 

cycloaddition of nitrones with alkenes [20,21]. 

This reaction is also known as the Huisgen 

cycloaddition or Huisgen reaction that proceeds 

by concerted mechanism. Generally, 5-substituted 

isoxazolidines are obtained starting from mono-

substituted and 1, 1-disubstituted alkenes. The 

formation of 4-substituted products is observed 

only for strong electron-withdrawing groups [22]. 

This cycloaddition has been extensively studied 

both computationally [23-26] and experimentally 

[27-28], in a variety of media: aqueous media  

[29-31], solid state [22,32-34], ionic liquids  

[35-38], emulsions and microemulsions [39,40].  

In the present paper, we wish to report the 

results of the effects of the type of the 

microemulsion (water- and oil-borne ones, O/W 

and W/O) and the electrical charge of the polar 

head of the surfactant (cationic, anionic), a basic 

constituent of the microemulsion, on the reaction 

rate of 1,3-dipolar cycloaddition of  
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C,N-diphenylnitrone (DPN) with acrylonitrile 

(ACN) when run in the microemulsion medium.  

Scheme 1 recalls the mechanism illustrating the 

two possible sites of attack, giving rise to two 

pairs of isoxazolidine isomers, (3R, 4R; 3R, 4S) 

and (3R, 5R; 3R, 5S).  
 

 

 
Scheme 1. Mechanism of 1,3-dipolar cycloaddition between DPN and ACN. 

 

 

Experimental 

Chemicals and equipment 

Chemicals and solvents (purity > 95%) 

were purchased from either Fluka or Prolabo. 

C,N-Diphenylnitrone was prepared as previously 

described [41]. Acrylonitrile was purified by 

distillation before use. UV-visible spectra were 

recorded on a Shimadzu 160 double beam 

spectrophotometer. 

Pseudo-ternary phase diagrams 

Establishment of pseudo-ternary phase 

diagrams was deemed to be an inevitable step for 

confining the existent domains of the studied 

microemulsions. For a matter of comparison 

herein dealt with, sodium dodecylsulphate (SDS) 

and cetyltrimethylammonium bromide (CTAB) 

were chosen as anionic and cationic surfactants, 

respectively. n-Butanol was used as co-surfactant 

in this study and the mixture surfactant/ 

co-surfactant was thus taken as a pseudo-

component of the microemulsion. The choice for 

n-butanol as co-surfactant was not arbitrary; but 

was based on its chemical inertness towards ACN 

and its ability to take part in the stability of the 

microemulsion. Based on our previous work [41] 

and others [4], the [surfactant]/[co-surfactant] 

weight ratio was set to ½, allowing a broad 

domain of microemulsion existence. The 

cycloaddition was first examined with toluene as 

an oily constituent of the microemulsion to 

provide an insight into the course and outcome of 

the reaction under these conditions. Then, toluene 

was substituted by ACN, acting as oily constituent 

of the microemulsion and dipolarphile in the 

proposed cycloaddition. Accordingly, the 

following four phase diagrams were drawn to 

represent four pseudo-ternary systems:  

System I: Water/(SDS/n-Butanol=1/2)/Toluene. 

System II: Water/(CTAB/n-Butanol=1/2)/Toluene. 

System III: Water/(SDS/n-Butanol=1/2)/ACN. 

System IV: Water/(CTAB/n-Butanol=1/2)/ACN. 

To realize the pseudo-ternary phase 

diagrams, demixion curves that delimit the 

existence domain of microemulsions ought to be 

established as follows: 

Downward demixion curve  

1. Titration of water/oil binary mixtures of 

different compositions (from water-rich 

compositions to oil-rich ones) at 25°C, with a 

solution made of 75% of water and  

25% of surfactant and n-butanol  

(surfactant/n-butanol= ½) until a transparency 

occurred.  

2. Titration of pseudo-binary mixtures of 

oil/(surfactant/n-butanol= ½) with pure water 

until a cloudy appearance was observed. 

3.  Titration of pseudo-binary mixtures of 

water/(surfactant/n-butanol= ½) with oil until 

a cloudy appearance was observed. 

Upward demixion curve  

1. Titration of pseudo-binary mixtures of 

oil/(surfactant/n-butanol= ½) with pure water 

until a transparency occurred. 

2. Titration of pseudo-binary mixtures of 

water/(surfactant/n-butanol= ½) with oil until 

a cloudy appearance was observed. 

The employed microemulsions were 

selected from the drawn phase diagrams, one 

water-borne micromemulsion W/O (A) and one 
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oil-borne one O/W (B). The microemulsions were 

made according to the data shown in Table 1. 
 

Table 1 

Composition (wt.%) of the microemulsions. 

Microemulsion Water SDS  

or 

CTAB 

n-Butanol Toluene 

or  

ACN 

A 

B 

50 

20 

12.5 

12.5 

25 

25 

12.5 

42.5 

 

1,3-Dipolar cycloaddition in microemulsion 
In a 25 mL flask, 0.294 g (1.5 mmoles) of 

DPN was dissolved in 3 mL of microemulsion, 

followed by addition of the required amount of 

ACN. The mixture was vigorously stirred at 25°C. 

The follow-up of the reaction was through  

UV-visible analysis at a given reaction time.  

To do so, a 5 µL sample of the mixture was 

diluted with 4 mL of ethanol and the unreacted 

DPN was quantified by measuring the UV-visible 

absorbance at λmax= 313 nm of the diluted  

sample [11]. 

Calibration curve 
A mother solution DPN/microemulsion was 

prepared by dissolving 0.294 g of DPN in 3 mL of 

microemulsion. Aliquots of 1, 2, 3, 4, 6, 8, 10 and 

12 μL were then sampled and diluted in 8 mL of 

ethanol. Absorbance of each diluted sample was 

measured at λmax= 313 nm and the curve  

Abs= f(C) was drawn. 

 
Results and discussion 

Figure 1 present the phase diagrams 

delineating the areas of the existence of 

microemulsions. It can be noticed the vast 

domains of the existence of microemulsion for the 

four systems I-IV in the vicinity of water- and  

oil-rich sides. However, the choice was focused 

on surfactant-rich ones as per the superposition of 

the four diagrams. 

 

 

 

 

 

 

(a) (b) 

Figure 1. Pseudo-ternary phase diagrams for:  

(a)     water/(SDS/n-butanol)= ½)/toluene; ■ water/(CTAB/n-butanol)= ½)/toluene,  

(b)     water/(SDS/n-butanol)= ½)/ACN; ■ water/(CTAB/n-butanol)= ½)/ACN. 
 

 

 

The kinetics of the cycloaddition reaction 

was monitored by UV-visible analysis of the 

residual DPN. It is worth mentioning that 

whatever the location of the dissolved substrate 

within the microemulsion, either in its interior or 

at the interface of microaggregates, would not 

distort the overall interpretation of the spectra. 

The evolution of the intensity of the absorbance 

band of DPN with reaction time for 

microemulsion B of system I is illustrated in 

Figure 2. The increasingly fading of the 

absorbance band at 313 nm and the rising one at 

238 nm, a characteristic band of the isoxazolidine, 

was an evidence of the success of the 

cycloaddtion in microemulsion medium.  

The appearance of an isosbestic point at  

253 nm proves the existence of equilibrium 

between the two species without intermediates. 

From this analysis, the rate constants k of the 

cycloaddition in different microemulsions were 

computed and are gathered in Table 2. 

Needless is to recall that the 

microenvironment of the reactants affects their 

reactivity. Hence, reaction outcome in oil-borne 

microemulsion will differ from that in water-

borne one, as confirmed by many reports [42-46]. 

In the present work, isoxazolidines were 

synthesized in both O/W and W/O 

microemulsions, A and B. The latter one consists 

of water microdroplets dispersed in toluene, 
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separated by a film made of surfactant and  

co-surfactant; DPN and ACN ended up in an 

environment similar to conventional medium, 

with slight nitrone content at the water-toluene 

interface as illustrated in Figure 3(b). On the 

contrary, the former microemulsion one consists 

of oil microdroplets dispersed in water, separated 

by a film made of surfactant and co-surfactant. 

Both organic substrates, DPN and ACN, tended  

to move towards the interface where to react. 

While the formed isoxazolidine migrated to the 

hydrophobic core of the microemulsion,  

the reactants tended to concentrate once again at 

the mentioned interface, promoting a reaction rate 

enhancement (Figure 3(a)).   

 

 
Figure 2. UV-visible spectra evolution with reaction time,  

for DPN-microemulsion IB, at 25°C, in ethanol. 
 

 

Table 2 

Rate constants of 1,3-dipolar cycloaddition between DPN and ACN for  

different DPN/ACN molar ratios in microemulsion systems at 25°C. 

Run 1 2 3 4 5 6 7 8 

Microemulsion (IB) (IA) (IIB) (IIA) (IIIB) (IIIA) (IVB) (IVA) 

Surfactant SDS SDS CTAB CTAB SDS SDS CTAB CTAB 

Oil toluene toluene toluene toluene ACN ACN ACN ACN 

DPN/ACN 1/20 1/20 1/20 1/20 1/80 1/24 1/80 1/24 

k×10
3
 (M·s

-1
) 1.2 1.3 1.9 2.3 4.4 2.1 7.4 3.2 

 
 

  

                             (a) (b)                    

Figure 3. Illustration of location sites of DPN and ACN in:  

(a) a direct microemulsion, IA; (b) a reverse microemulsion, IB.  
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The results shown in Table 2 for runs 1  

and 2 suggest that the rate constant of the 

cycloaddition remained nearly unchanged on 

going from oil-rich zone to water-rich  

one. Reversing the shape of the micelles in  

water-borne microemulsion A and  

re-concentrating the reactants in the microdroplets 

did not improve the reaction rate. 

The type of charge of the surface active 

agent may affect the microemulsion 

characteristics, thus, the reaction course. The 

double layer, comprised of the polar heads of 

surfactant and its counterions, created a local 

electrical field, giving rise to another kind of 

interfacial environment which influenced the 

position of the reactants. In fact, the ensued 

repulsive electrostatic interactions would have 

allowed the reactants to stand either close to the 

interface or far from it. Moreover, this created 

field may have either reduced the stability of the 

reactants, provoking an acceleration of the 

reaction, or enhanced their stability, inducing a 

reaction rate drop. 

A rate acceleration can be noted when the 

kinetic results for the microemulsions IA and IIA 

(SDS as surfactant) were compared with those for 

IB and IIB (CTAB as surfactant) (Table 2); the 

rate constant increased from 1.2×10
-3

 M·s
-1

 to  

1.9×10
-3

 M·s
-1

 in the case of oil-borne 

microemulsions (B) and from 1.3×10
-3

 M·s
-1

 to  

2.3×10
-3

 M·s
-1

 in the case of water-borne ones 

(A). These results are in agreement with those 

reported by Chatterjee, A. et al. [47]. Their report 

indicates that excellent yields of the  

1,3-dipolar cycloaddition reactions between  

C-aryl-N-phenyl nitrones and alkenes were 

observed when run in microemulsion with CTAB 

as surfactant, as compared with microemulsion 

consisting of SDS surfactant. 

On the other hand, the effect of 

microemulsion as medium for organic reactions 

was supported by the work of Engberts, J. et al. 

[48]. In their investigation, they observed that the 

reaction rates of 1,3-dipolar cycloaddition 

between benzonitrile oxide and N-ethylmaleimide 

at 25°C were 35 and 150 times greater in 

AOT/isooctane/water microemulsion than in 

water and isooctane, respectively. The rationale of 

this rate improvement was the increase of 

reactants concentrations at the interface and the 

destabilization of benzonitrile oxide by the 

electrical field induced by the anionic polar heads 

of AOT surfactant. This reaction was also studied 

in SDS- and CTAB-based micellar media and the 

result was a reactivity decline as compared to the 

reaction outcome in water [39]. The relatively 

better reactivity in water was reasoned as due to 

the undisturbed ‘solvated state’ of benzonitrile 

oxide, hence becoming more stable and less 

reactive. However, the reactivity depression that 

occurred in microemulsion was explained as due 

to ‘solvation power lowering’, ensuring higher 

reactivity.  

In the light of the above results, an 

explanation for the difference in chemical 

reactivity of DPN towards ACN when CTAB and 

SDS were used (Figure 4), lies on the electrostatic 

force exerted by the dodecylsulphate ion on the 

negative charge of the nitrone molecule; the latter 

species will end up in the aqueous superficial 

layer, full of cationic counterions (Na
+
), to 

become more stable by solvation. A chemical 

reactivity reduction ensues regardless the type of 

microemulsion used (O/W or W/O) (Figure 4(a)). 

 

 

  
 

(a) 
 

(b) 

Figure 4. Positioning of DPN molecule at the W/O interface in  

the presence of surfactant: (a) SDS, (b) CTAB. 
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In the case of the positively charged polar 

heads of CTAB, attractive electrostatic forces 

stimulated the migration of DPN molecules 

towards the interface zone. The high 

concentration of anionic counterions (Br 
-
) within 

the superficial layer that is close to the interface, 

would keep DPN molecules far from the aqueous 

environment, impeding their solvation. In this 

fashion, the interface, acting as a microreactor, 

would allow nitrone molecules to concentrate  

near ACN ones, and therefore the reactivity 

increases (Figure 4(b)). 

It is worthwhile to point out to the positive 

role of the cationic surfactants in the 

microemulsion as far as the cycloaddition course 

was important. So, as observed for systems III and 

IV, the increase in DPN/ACN molar ratio was 

found to promote higher reactivity. For example, 

the rate constant rose from 1.9×10
-3

 M·s
-1

 to  

7.4×10
-3

 M·s
-1

, on going from microemulsion IIB 

to microemulsion IVB. 

 

Conclusions 
The use of oil-borne microemulsions (O/W) 

in the synthesis of isoxazolidine is in tune with 

green chemistry. The dual employment of ACN, 

as microemulsion component and reactant, makes 

the water-borne microemulsions (W/O) 

environmentally-friendly by excluding the use of 

another organic component. 

SDS-based W/O or O/W microemulsions 

with an ACN/DPN molar ratio of 20 showed no 

difference of chemical reactivity. On the contrary, 

the O/W CTAB-based microemulsions allowed 

higher reactivity. 

Another important issue is the impact of 

solvation (hydration) of reactants on the course of 

the cycloaddition reaction in microemulsion. The 

negative charge of the counterion of a cationic 

surfactant will contribute to hydration lowering of 

nitrone, favouring its increased reactivity. 

 
References 

1. Paul, B.K.; Moulik, S.P. Microemulsions: an 

overview. Journal of Dispersion Science and 

Technology, 1997, 18(4), pp. 301-367.  

DOI: https://doi.org/10.1080/01932699708943740 

2. Hloucha, M. Microemulsion. Ullmann's 

Encyclopedia of Industrial Chemistry, 2014,  

pp. 1-16.  

DOI: https://doi.org/10.1002/14356007.q16_q02  

3. Bellocq, A.M.; Biais, J.; Bothorel, P.; Clin, B.; 

Fourche, G.; Lalanne, P.; Lemaire, B.;  

Lemanceau, B.; Roux, D. Microemulsions. 

Advances in Colloid and Interface Science, 1984, 

20(3-4), pp. 167-272. DOI: https://doi.org/10.1016/ 

0001-8686(84)80005-6  

4. Lattes, A. Structure-chemical reactivity relationship 

and photochemical in microemulsions.  

Journal of Physical Chemistry, 1987, 84,  

pp. 1061-1073. (in French).  

DOI: https://doi.org/10.1051/jcp/1987841061  

5. Hellweg, T. Phase structures of microemulsions. 

Current Opinion in Colloid & Interface  

Science, 2002, 7(1-2), pp. 50-56. DOI: 

https://doi.org/10.1016/S1359-0294(02)00004-3   

6. Ghosh, P.; Kar, B.; Bardhan, S.; Kundu, K.;  

Saha, S.K.; Paul, B.K.; Das, S. Microemulsion 

mediated organic synthesis and the possible 

reaction site. Journal of Surface Science and 

Technology, 2016, 32(1-2), pp. 8-16.  

DOI: https://doi.org/10.18311/jsst/2016/6596  

7. Holmberg, K. Organic reactions in microemulsions. 

European Journal of Organic Chemistry, 2007, 

0(5), pp. 731-742.  

DOI: https://doi.org/10.1002/ejoc.200600741 

8. Malik, M.A.; Wani, M.Y.; Hashim, M.A. 

Microemulsion method: a novel route to synthesize 

organic and inorganic nanomaterials: 1st nano 

update. Arabian Journal of Chemistry, 2012, 5(4), 

pp. 397-417.  

DOI: https://doi.org/10.1016/j.arabjc.2010.09.027  

9. Wituła, T. Organic Reactions in Organized Media. 

Ph.D. Thesis, Chalmers University of Technology, 

Göteborg, Sweden, 2007, 63 p.  

10. Holmberg, K. Organic reactions in microemulsions. 

Current Opinion in Colloid & Interface Science, 

2003, 8(2), pp. 187-196. DOI: 

https://doi.org/10.1016/S1359-0294(03)00017-7 

11. Schomäcker, R.; Holmberg, K. Microemulsions: 

Background, New Concepts, Applications, 

Perspectives. John Wiley and Sons: Oxford, 2009, 

pp. 148-179.  

DOI: https://doi.org/10.1002/9781444305524.ch5 

12. Belen’kii, L.I.; Evdokimenkova, Y.B. Chapter  

Four - The Literature of heterocyclic chemistry, 

Part XVI, 2016. Advances in Heterocyclic 

Chemistry, 2018, 126, pp. 173-254.  

DOI: https://doi.org/10.1016/bs.aihch.2018.02.003 

13. Cordero, F.M.; Giomi, D.; Lascialfari, L. Five – 

Membered Ring Systems with O & N Atoms. 

Progress in Heterocyclic Chemistry, 2014, 26,  

pp. 319-348. DOI: https://doi.org/10.1016/B978-0-

08-100017-5.00011-X 

14. Cordero, F.M.; Giomi, D.; Lascialfari, L.  

Five – Membered Ring Systems with O and N 

Atoms. Progress in Heterocyclic Chemistry, 2016, 

28, pp. 361-390. DOI: https://doi.org/10.1016 

/B978-0-08-100755-6.00011-9  

15.  Loh, B.; Vozzolo, L.; Mok, B.J.; Lee, C.C.; 

Fitzmaurice, R.J.; Caddick, S.; Fassati, A. 

Inhibition of HIV-1 replication by isoxazolidine 

and isoxazole sulfonamides. Chemical Biology & 

Drug Design, 2010, 75(5), pp. 461-474. DOI: 

https://doi.org/10.1111/j.1747-0285.2010.00956.x  

16. Berthet, M.; Cheviet, T.; Dujardin, G.; Parrot, I.; 

Martinez, J. Isoxazolidine: a privileged scaffold for 

organic and medicinal chemistry. Chemical 

Reviews, 2016, 116(24), pp. 15235-15283.  

87 

87 

https://doi.org/10.1080/01932699708943740
https://doi.org/10.1002/14356007.q16_q02
https://doi.org/10.1016/0001-8686(84)80005-6
https://doi.org/10.1016/0001-8686(84)80005-6
https://doi.org/10.1051/jcp/1987841061
https://doi.org/10.1016/S1359-0294(02)00004-3
https://doi.org/10.18311/jsst/2016/6596
https://doi.org/10.1002/ejoc.200600741
https://doi.org/10.1016/j.arabjc.2010.09.027
https://doi.org/10.1016/S1359-0294(03)00017-7
https://doi.org/10.1002/9781444305524.ch5
https://doi.org/10.1016/bs.aihch.2018.02.003
https://doi.org/10.1016/B978-0-08-100017-5.00011-X
https://doi.org/10.1016/B978-0-08-100017-5.00011-X
https://doi.org/10.1016/B978-0-08-100755-6.00011-9
https://doi.org/10.1016/B978-0-08-100755-6.00011-9
https://doi.org/10.1111/j.1747-0285.2010.00956.x


K. Hamza et al. / Chem. J. Mold., 2018, 13(2), 82-88 

 

DOI: 10.1021/acs.chemrev.6b00543 

17. Chiacchio, M.A.; Giofrè, S.V; Romeo, R.;  

Romeo, G.; Chiacchio, U. Isoxazolidines as 

biologically active compounds. Current Organic 

Synthesis, 2016, 13(5), pp. 726-749.  

DOI: 10.2174/1570179412666150914195807 

18. Chakraborty, B.; Samanta, A.; Sharma, C.D.; 

Khatun, N. Synthesis of some novel class of 

isoxazoline and isoxazolidine derivatives in ionic 

liquid via 1,3-dipolar cycloaddition reaction of 

dihydropyran derived nitrones and their 

antimicrobial activities. Indian Journal of 

Chemistry, 2014, 53B(02), pp. 218-226. 

http://nopr.niscair.res.in/handle/123456789/26506  

19.  Ghannay, S.; Bakari, S.; Msaddek, M.; Vidal, S.; 

Kadri, A.; Aouadi, K. Design, synthesis, molecular 

properties and in vitro antioxidant and antibacterial 

potential of novel enantiopure isoxazolidine 

derivatives. Arabian Journal of Chemistry, 2018. 

DOI: https://doi.org/10.1016/j.arabjc.2018.03.013 

20. Huisgen, R. 1,3-dipolar cycloadditions. Past and 

future. Angewandte Chemie International Edition, 

1963, 2(10), pp. 565-598.  

DOI: https://doi.org/10.1002/anie.196305651  

21. Loska, R. Recent advances in cycloaddition 

reactions of heterocyclic N-oxides. Heterocyclic  

N-Oxides, 2017, 53, pp. 85-110.  

DOI: https://doi.org/10.1007/7081_2017_2 

22. Rück-Braun, K.; Freysoldt, T.H.E.; Wierschem, F. 

1,3-Dipolar cycloaddition on solid supports: nitrone 

approach towards isoxazolidines and isoxazolines 

and subsequent transformations. Chemical Society 

Reviews, 2005, 34(6), pp. 507-516.  

DOI: 10.1039/B311200B 

23. Domingo, L.R.; Ríos-Gutiérrez, M.;  

Adjieufack, A.I.; Ndassa, I.M.; Nouhou, C.N.; 

Mbadcam, J.K. Molecular Electron Density Theory 

Study of Fused Regioselectivity in the 

Intramolecular [3+2] Cycloaddition Reaction of 

Cyclic Nitrones. Chemistry Select, 2018, 3(19),  

pp. 5412-5420.  

DOI: https://doi.org/10.1002/slct.201800224 

24. Ríos-Gutiérrez, M.; Darù, A.; Tejero, T.;  

Domingo, L.R.; Merino, P. A molecular electron 

density theory study of the [3+2] cycloaddition 

reaction of nitrones with ketenes.  

Organic & Biomolecular Chemistry, 2017, 15(7),  

pp. 1618-1627.  

DOI: 10.1039/C6OB02768G 

25. Merino, P.; Tejero, T.; Chiacchio, U.; Romeo, G.; 

Rescifina, A. A DFT study on the 1,3-dipolar 

cycloaddition reactions of C-(hetaryl) nitrones with 

methyl acrylate and vinyl acetate. Tetrahedron, 

2007, 63(6), pp. 1448-1458.  

DOI: https://doi.org/10.1016/j.tet.2006.11.073 

26. Yahia, W.; Khorief Nacereddine, A.; Liacha, M.; 

Djerourou, A. A quantum-chemical DFT study of 

the mechanism and regioselectivity of the  

1,3-dipolar cycloaddition reaction of nitrile oxide 

with electron-rich ethylenes. International Journal 

of Quantum Chemistry, 2018, 118(11), 11 p.  

DOI: https://doi.org/10.1002/qua.25540 

27. Zhang, W. 1,3-Dipolar cycloaddition-based 

synthesis of diverse heterocyclic scaffolds. 

Chemistry Letters, 2013, 42(7), pp. 676-681.  

DOI: https://doi.org/10.1246/cl.130504 

28. Hellel, D.; Chafaa, F.; Khorief Nacereddine, A.; 

Djerourou, A.; Vrancken, E. Regio- and 

stereoselective synthesis of novel isoxazolidine 

heterocycles by 1,3-dipolar cycloaddition between 

C-phenyl-N-methylnitrone and substituted alkenes. 

Experimental and DFT investigation of selectivity 

and mechanism. Royal Society of Chemistry 

Advances, 2017, 7(48), pp. 30128-30141.  

DOI: 10.1039/C7RA00258K 

29. Moulay, S.; Touati, A. Cycloaddition reactions in 

aqueous systems: A two-decade trend endeavor. 

Comptes Rendus Chimie, 2010, 13(12),  

pp. 1474-1511.  

DOI: https://doi.org/10.1016/j.crci.2010.05.025 

30. Coutouli-Argyropoulou, E.; Sarridis, P.; Gkizis, P. 

Water as the medium of choice for the 1,3-dipolar 

cycloaddition reactions of hydrophobic nitrones. 

Green Chemistry, 2009, 11(11), pp. 1906-1914. 

DOI: 10.1039/B916765J 

31. Chakraborty, B.; Sharma, P.K. Green synthesis of 

nitrone and isoxazolidines: one pot convenient 

cycloaddition reactions in water. RASAYAN 

Journal of Chemistry, 2010, 3(3), pp. 454-460. 

http://rasayanjournal.co.in/vol-3_issue-3.html 

32. Franzén, R.G. Recent advances in the preparation 

of heterocycles on solid support: a review of the 

literature. Journal of Combinatorial Chemistry, 

2000, 2(3), pp. 195-214.  

DOI: 10.1021/cc000002f 

33. Feliu, L.; Vera-Luque, P.; Albericio, F.;  

Alvarez, M. Advances in solid-phase 

cycloadditions for heterocyclic synthesis. Journal of 

Combinatorial Chemistry, 2007, 9(4), pp. 521-565.  

DOI: 10.1021/cc070019z 

34. Harju, K.; Yli-Kauhaluoma, J. Recent advances in 

1,3-dipolar cycloaddition reactions on solid 

supports. Molecular Diversity, 2005, 9(1-3),  

pp. 187-207.  

DOI: https://doi.org/10.1007/s11030-005-1339-1 

35. Johari, N.L.S.; Poad, S.N.M.; Hassan, N.H.; 

Hassan, N.I. Synthesis of isoxazolidine via  

1,3-dipolar cycloaddition of N-4-tert-benzylidene 

nitrone and maleimide in imidazolium-based ionic 

liquids. Malaysian Journal of Analytical Sciences, 

2016, 20(6), pp. 1241-1246. DOI: 

http://dx.doi.org/10.17576/mjas-2016-2006-02 

36. Hazra, A.; Bharitkar, Y.P.; Maity, A.; Mondal, S.; 

Mondal, N.B. Synthesis of tetracyclic pyrrolidine/ 

isoxazolidine fused pyrano[3,2-h]quinolines via 

intramolecular 1,3-dipolar cycloaddition in ionic 

liquid. Tetrahedron Letters, 2013, 54(32),  

pp. 4339-4342.  

DOI: https://doi.org/10.1016/j.tetlet.2013.06.029 

37. Kaur, N. Green synthesis of three-to five-membered 

O-heterocycles using ionic liquids.  

Synthetic Communications, 2018, 48(13),  

pp. 1588-1613. DOI: https://doi.org/10.1080/00 

397911.2018.1458243 
 

88 

https://pubs.acs.org/doi/10.1021/acs.chemrev.6b00543
http://www.eurekaselect.com/134895/article
http://nopr.niscair.res.in/handle/123456789/26506
https://doi.org/10.1016/j.arabjc.2018.03.013
https://doi.org/10.1002/anie.196305651
https://doi.org/10.1007/7081_2017_2
https://pubs.rsc.org/en/Content/ArticleLanding/2005/CS/b311200b#!divAbstract
https://doi.org/10.1002/slct.201800224
https://pubs.rsc.org/en/content/articlelanding/2017/ob/c6ob02768g#!divAbstract
https://doi.org/10.1016/j.tet.2006.11.073
https://doi.org/10.1002/qua.25540
https://doi.org/10.1246/cl.130504
https://pubs.rsc.org/en/content/articlelanding/2017/ra/c7ra00258k#!divAbstract
https://doi.org/10.1016/j.crci.2010.05.025
https://pubs.rsc.org/en/content/articlelanding/2009/gc/b916765j/unauth#!divAbstract
http://rasayanjournal.co.in/vol-3_issue-3.html
https://pubs.acs.org/doi/10.1021/cc000002f
https://pubs.acs.org/doi/10.1021/cc070019z
https://doi.org/10.1007/s11030-005-1339-1
http://dx.doi.org/10.17576/mjas-2016-2006-02
https://doi.org/10.1016/j.tetlet.2013.06.029
https://doi.org/10.1080/00397911.2018.1458243
https://doi.org/10.1080/00397911.2018.1458243

