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ABSTRACT 
 

Morpholinium glycolate was found to be highly potent and reusable ionic liquid as a catalyst for the 
synthesis of dihydropyrano[2,3-c]pyrazol-5-carbonitriles via a one-pot multicomponent 
condensation reaction of aryl aldehydes with ethyl acetoacetate, hydrazine hydrate, and 
malononitrile in an aqueous medium at room temperature. The key advantage of this present 
protocol is an economical, excellent yield, shorter reaction time, easy work-up, no chromatographic 
purification and the catalyst can be effortlessly recovered and reused in several runs. 
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1. INTRODUCTION 
 

In a context to build the libraries of biologically 
relevant scaffolds, multicomponent reactions 
(MCRs) has been emerged as an exceptionally 
valuable synthetic tool in a green and sustainable 
chemistry as well as in drug discovery programs 
[1-4]. Furthermore, using of eco-compatible 
solvents such as water or ethanol gaining 
considerable interest among the scientific 
community owing to their benefits over the 
conventional organic solvents are the principal 
source of waste that wind up in groundwater or 
the atmosphere [5,6]. When such MCRs execute 
in an aqueous medium with reusable ionic liquids 
(ILs) as catalysts at ambient temperature, then 
the reaction can be achieved without penetrating 
any dangerous and toxic things to the 
environment [7].  
 
Many natural and synthetic heterocyclic 
compounds contain pyrans and its derivatives as 
a basic structural unit that showed a variety of 
therapeutic activities [8,9]. Among them, 
dihydropyrano[2,3-c]pyrazole explored an ample 
spectrum of biological activities such as 
anticancer [10], anti-inflammatory [11], 
antimicrobial [12], human Chk1 kinase inhibitory 
activity [13], insecticidal and molluscicidal 
activities [14,15]. Most of the previously reported  
synthetic designs for the constructions of 
dihydropyrano[2,3-c]pyrazole involves, a one pot 
four component coupling reaction of aromatic 
aldehydes, ethyl acetoacetate, hydrazine hydrate 
and malononitrile; Via various catalysts such as 
glycine [16], per-6-amino-b-cyclodextrin [17], β-
cyclodextrin-SO3H [18], L-proline [19], gamma 
alumina [20], heteropolyacids [21],  
[(CH2)4SO3HMIM][HSO4] [22], amberlyst A21 
[23], lipase [24], nano-ZnO [25], meglumine [26], 
Molecular sieves [27], and [MNP-PIm-SO3H]Cl 
as a heterogeneous catalyst [28] and various  

base catalysts [29-31]. The reported methods 
have their own merits with certain drawbacks 
such as use of toxic and expensive catalysts, 
higher temperature, time-consuming reactions, 
low yield of products, tedious workup procedure 
and lack of recyclability. Thus, development of 
environmentally benign catalysts and simple, 
greener approaches are highly desirable. 
 
Nowadays, Ionic liquids (ILs) described as a 
green or sustainable chemicals and extensively 
used as solvent and catalyst in organic 
transformations, due their unique physical and 
chemical properties including a very low vapour 
pressure, non-flammability, thermally stable and 
recyclability [32-34]. These properties can be 
tailor-made by only their particular combinations, 
with a universe of anions/cations. The vast 
majority of studies on cationic head available to 
date have focused on tetraalkylammonium, 
pyridinium, phosphonium, piperidinium and 
imidazolium-based ILs [35]. Besides, from their 
properties, few of these ILs have shown to some 
extent toxicity to the environment and less 
biodegradability [36]. Recently, a wide range of 
investigations on biodegradation of ILs have 
been reviewed [37-39], and as per of these 
studies, the biological degradation of ILs broadly 
depend on (i) cationic head, (ii) side chain of 
head cations, (iii) types of anions. Out of several 
anions, mainly acetate and ethyl or octyl 
sulphate, and so forth are readily biodegradable 
[40]. As of late, interest for morpholinium-based 
ILs has expanded as a result of their practical 
importance. These ILs have been utilized as a 
part of different applications, for example, as a 
relatively large ionic conductivity, corrosion 
inhibitors, reaction media and catalyst [41-43]. 
Aside from offered such properties, morpholinium 
based ILs have less toxicity than the regularly 
used pyridinium, imidazolium,  or 
tetraalkylammonium-based ILs [44]. 

 

 
 

Scheme 1. The synthesis of dihydropyrano[2,3-c]pyrazole (5a-k) using morpholinium glycolate 
as a reusable catalyst 



In continuation of our efforts to generate 
biologically relevant molecules simply by eco
friendly synthetic techniques, here, we 
investigate the morpholinium glycolate as a 
homogeneous catalyst for obtaining 
pyranopyrazole derivatives through, 
cyclocondensation of ethyl acetoacetate, 
hydrazine hydrate, aromatic aldehydes and 
malononitrile in water at room temperature. 
Morpholinium glycolate as a catalyst for the 
synthesis of dihydropyrano[2, 3-c]pyrazoles has 
not so far been reported in the literature.
 

2. EXPERIMENTAL DETAILS  
 

2.1 General 
 
All the chemicals were purchased of laboratory 
grade and used without further purification. 
NMR (400 MHz) and 13C NMR (100 MHz) 
spectra were taken on a Bruker Advance II 400 
using DMSO-d6 as solvent and TMS as an 
internal standard, and the chemical shift in 
ppm. Mass spectra were recorded on the 
Thermo Scientific TSQ 8000 GC
points were determined in an open capillary tube 
and are uncorrected. Reactions were monitored 
by TLC using silica-gel, 60F254 aluminium plates.
 

2.2 Synthesis of Morpholinium 
 
To the morpholine (0.87 mL, 10 mmol), a 
stoichiometric amount of glycolic acid (65%, 10 
mmol) was added dropwise at room tem
in a 50 mL of round bottom flask. Then the 
reaction mixture was stirred at 80
hours and dried under reduced pressure to afford 
a clear brownish morpholinium glycolate IL in 
88% yields (1.43 g, 8.7 mmol). 
 
2.3 Synthesis of Dihydropyrano

c]pyrazoles (5a-k) 
 
In a 50 mL round bottom flask, ethyl 
acetoacetate (1) (3 mmol) and hydrazine hydrate 
(2) (80%, 3 mmol) were taken, and it immediately 
precipitated. To this mixture, a malononitrile (
(3 mmol), aromatic aldehydes (4a
morpholinium glycolate as catalyst (20 mol%)  
and water 10 mL were added and stirred at room 
temperature for a time as indicated in Table 1. 
After completion of the reaction by TLC (ethyl 
acetate: n-hexane 2:8), the precipitated products 
were separated by simple filtration and 
recrystallized in an aqueous ethanol (90%) to 
produce the pure products (5a-k
yield. 
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In continuation of our efforts to generate 
biologically relevant molecules simply by eco-
friendly synthetic techniques, here, we 
investigate the morpholinium glycolate as a 

neous catalyst for obtaining 
pyranopyrazole derivatives through, 
cyclocondensation of ethyl acetoacetate, 
hydrazine hydrate, aromatic aldehydes and 
malononitrile in water at room temperature. 
Morpholinium glycolate as a catalyst for the 

c]pyrazoles has 
not so far been reported in the literature. 

 

All the chemicals were purchased of laboratory 
grade and used without further purification. 

1
H 

C NMR (100 MHz) 
taken on a Bruker Advance II 400 

as solvent and TMS as an 
internal standard, and the chemical shift in  
ppm. Mass spectra were recorded on the 
Thermo Scientific TSQ 8000 GC-MS. Melting 
points were determined in an open capillary tube 

e uncorrected. Reactions were monitored 
aluminium plates. 

Synthesis of Morpholinium Glycolate 

mL, 10 mmol), a 
stoichiometric amount of glycolic acid (65%, 10 
mmol) was added dropwise at room temperature 
in a 50 mL of round bottom flask. Then the 
reaction mixture was stirred at 80°C for two 
hours and dried under reduced pressure to afford 
a clear brownish morpholinium glycolate IL in 

Dihydropyrano[2,3-

In a 50 mL round bottom flask, ethyl 
) (3 mmol) and hydrazine hydrate 

) (80%, 3 mmol) were taken, and it immediately 
precipitated. To this mixture, a malononitrile (3) 

4a-k) (3 mmol), 
rpholinium glycolate as catalyst (20 mol%)  

and water 10 mL were added and stirred at room 
temperature for a time as indicated in Table 1. 
After completion of the reaction by TLC (ethyl 

hexane 2:8), the precipitated products 
mple filtration and 

recrystallized in an aqueous ethanol (90%) to 
k) in 85-97% 

2.3.1 6-amino-3-methyl-4-phenyl
dihydropyrano[2,3-c]pyrazole
carbonitrile (5a) 

 

White solid; IR (KBr, cm-1): 3398, 3321 (N
stretching), 2193 (CN stretching), 1654 (C=C 
stretching); 

1
H NMR (400 MHz, DMSO

1.79 (s, 3H, –CH3), 4.64 (s, 1H, –
2H, –NH2), 7.17–7.51 (m, 5H, Ar–
(s, 1H, –NH); 13C NMR (100 MHz, DMSO
= 9.74, 36.27, 57.29, 94.69, 98.62, 12
127.44, 127.57, 127.64, 128.42, 135.64, 144.40, 
159.11 and 160.88; MS (m/z) = 252.1 [M]
 

2.4 Recycling and Reuse of the 
 
So as to recover the catalyst after the filtration of 
the products, the filtrate was concentrated under 
reduce pressure, and the remaining contents 
were washed with (2 X 3 mL) cyclohexane to 
remove non-ionic residue. The recovered 
catalyst was dried and used again for future 
cycles. The obtained results are outlined in 
Fig. 1. 

3. RESULTS AND DISCUSSION
 

In order to optimize the various reaction 
variables, the one pot four component reactions 
with hydrazine hydrate, ethyl acetoacetate, 
benzaldehyde and malononitrile were taken as a 
model reaction. In our initial experiments, we 
were primarily focused on water
reactions, as water is a better solvent from an 
environmental viewpoint,  the model reaction was 
carried out in water at a room temperature and 
stirred for prolong time, but a trace amount of 
yield were obtained. When such reaction 
performs at reflux point, then around 30% yield 
detected (Table 1, entries1-2). The outcomes 
were not inspiring, and the result hints that 
catalyst can perform a crucial role in this 
reaction. As our research group mainly focused 
on Ionic liquids, Initially we applied morpholinium 
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Fig. 1. Recycling and reuse of catalyst
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): 3398, 3321 (N–H 
g), 2193 (CN stretching), 1654 (C=C 

H NMR (400 MHz, DMSO-d6):  = 
–CH–), 6.88 (s, 
–H) and 12.95 

NH); 13C NMR (100 MHz, DMSO-d6):  
= 9.74, 36.27, 57.29, 94.69, 98.62, 120.80, 
127.44, 127.57, 127.64, 128.42, 135.64, 144.40, 
159.11 and 160.88; MS (m/z) = 252.1 [M]
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glycolate (5 mol%) as a homogenous catalyst to 
the model reaction at room temperature and also 
at reflux in an aqueous medium. Surprisingly, the 
result of both reaction condition was almost 
similar with good yield (Table 1, entries 3-4). 
Considering the above results, the model 
reaction was set at an ambient temperature and 
different concentration of catalysts were loaded 
via; 10, 15, 20, 25, 30 mol% (Table 1, entries 5-
9). The best result was obtained with 20 mol% of 
morpholinium glycolate in 15 minutes (Table 1, 
entry 7). Further rising the quantity of catalyst, 
there was no considerable improvement in the 
yield and reaction time (Table 1, entries 8-9). 
Above result indicates, 20 mol% of catalyst was 
enough for catalyzing the reaction completely. 
 

Then, we examined the recyclability of 
morpholinium glycolate for the model reaction, 
and it was detected that even after four 
consecutive runs, morpholinium glycolate was 
found to appropriately catalyzed the reaction. 
The details of recycling and reuse of catalyst is 
given in the experimental section. After that, we 
investigate the effectiveness of the catalyst within 
different solvents on model reaction at room 
temperature in 15 min to obtained (5a) product 
(Table 1, entries 10-15). The result disclosed that 
protic solvents such as ethanol, methanol led to 
better yields (Table 1, entries 10-11) in contrast 
to the aprotic solvents for example acetonitrile, 
THF, DCM, chloroform (Table 1, entries 12-15). 
The model reaction was also carried out by 
omitting solvents resulted in low yield; It may be 

due to the improper stirring of reaction mixture 
but such reaction when conducted at an elevated 
temperature then slightly improvement in the 
yield were noticed (Table 1, entry 16-17). 
However, the finest results were obtained within 
the aqueous medium (Table 1, entry 7). Along 
with optimized reaction parameters in hand, next 
we were screened various electronically variant 
aromatic aldehydes to expand the scope of 
morpholinium glycolate catalyzed reaction which 
yielded several derivatives of dihydropyrano[2, 3-
c]pyrazoles (Table 2). In a case of aromatic 
aldehydes with the electron withdrawing groups 
on the phenyl ring offered the maximum yield of 
the products (Table 2, entries 1-7) then the yield 
of electron donating aryl aldehydes (Table 2, 
entries 8-10). Heteroaryl aldehydes as well went 
through the reaction easily to manage the 
product in reasonable yield (Table 2, entry 11). 
 
Mechanistically, the 3-methyl-1H-pyrazol-5(4H)-
one (I) occurred from the condensation of ethyl 
acetoacetate (1) and hydrazine hydrate (2) with 
the liberation of ethyl alcohol then it reacted with 
morpholinium glycolate to affords enolate (II). 
Whereas in the presences of catalyst, the 
activated carbonyl group of aldehydes (4a-k) and 
malononitrile (3) undergoes Knoevenagel 
condensation to form arylidenemalononitrile (III). 
Then, Michael addition of intermediate (II) to (III) 
taken place, followed by intramolecular 
cyclization and tautomerization to yield desired 
(5a-k) products (Scheme 2). 

 

Table 1. Optimization of amount of the catalyst morpholinium glycolate and screening of 
solvents for the synthesis of pyranopyrazoles (5a)a 

 

Entry Catalyst (mol%) Solvents Temp (°C) Time (min) Yield (%)b 
1 - H2O RT 300 - 
2 - H2O Reflux 300 30 
3 
4 

5 
5 

H2O 
H2O 

RT 
Reflux 

15 
15 

48 
50 

5 10 H2O RT 15 62 
6 15 H2O RT 15 70 
7 20 H2O RT 15 94 
8 25 H2O RT 15 94 
9 30 H2O RT 15 94 
10 20 EtOH RT 15 92 
11 20 MeOH RT 15 89 
12 20 ACN RT 15 75 
13 20 THF RT 15 68 
14 
15 
16 
17 

20 
20 
20 
20 

DCM 
CHCl3 
Solvent free 
Solvent free 

RT 
RT 
RT 
100 

15 
15 
15 
15 

56 
52 
43 
60 

a
Reaction conditions: ethyl acetoacetate (3 mmol), hydrazine hydrate (3 mmol), benzaldehyde (3 mmol), and 

malononitrile (3 mmol) catalyzed by morpholinium glycolate in 10mL water; 
b
Isolated yields 
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Table 2. The Synthesis of dihydropyrano[2,3-c]pyrazoles (5a-k)
a 

 
Entry Product R Time (min) Yield (%)b M.P (°C) 

Found Reported 
1 5a -Ph 15 94 245-248 245-247 [45]  
2 5b 4-Cl-Ph 10 97 231-234 234-235 [45] 
3 5c 4-F-Ph 10 96 172-174 170-171 [17] 
4 5d 4-NO2-Ph 12 97 253-255 250-252 [46]  
5 5e 3-Cl-Ph 15 95 169-173 176-177 [23] 
6 5f 3-Br-Ph 15 94 221-223 223-225 [45] 
7 5g 2-Cl-Ph 20 90 243-245 245-246 [46]  
8 5h 4-CH3-Ph 20 90 204-207 206-208 [20] 
9 5i 4-HO-Ph 20 87 223-225 225-227 [45] 
10 5j 4-OCH3-Ph 22 89 210-212 210-212 [47] 
11 5k 2-furyl 25 85 170-173 175-177 [17] 

aReaction conditions: ethyl acetoacetate (3 mmol), hydrazine hydrate (3 mmol), aldehydes (3 mmol), and 
malononitrile (3 mmol) catalyzed by morpholinium glycolate in 10mL water at room temperature. 

bIsolated yields 

 

 
Scheme 2. The plausible mechanism for the synthesis dihydropyrano[2,3-c]pyrazole 

derivatives (5a-k) 
 

4. CONCLUSION 
 
To conclude, we have reported the synthesis of a 
broad array of dihydropyrano[2,3-c]pyrazole 
derivatives (5a-k) using Ionic liquid morpholinium 
glycolate as a reusable homogeneous catalyst in 

the aqueous medium. The important highlights of 
the presented approach were high yields, simple 
work-up, no column purification, no hazardous 
solvents, and catalyst could be easily recovered 
and used again with no significant drop in 
catalytic activity. 

 



 
 
 
 

Abed et al.; CSIJ, 17(2): 1-8, 2016; Article no.CSIJ.29519 
 
 

 
6 
 

COMPETING INTERESTS 
 
Authors have declared that no competing 
interests exist. 
 

REFERENCES 
 
1. D'Souza DM, Muller TJJ. Multi-component 

syntheses of heterocycles by transition-
metal catalysis. Chemical Society 
Reviews. 2007;36(7):1095-1108. 

2. Tempest PA. Recent advances in 
heterocycle generation using the efficient 
Ugi multiple-component condensation 
reaction. Current Opinion in Drug 
Discovery & Development. 2005;8(6):776-
788. 

3. Kalinski C, Lemoine H, Schmidt J, Burdack 
C, Kolb J, Umkehrer M, et al. 
Multicomponent reactions as a powerful 
tool for generic drug synthesis. Synthesis-
Stuttgart. 2008;(24):4007-4011. 

4. Sheldon RA. Green and sustainable 
chemistry: Challenges and perspectives. 
Green Chemistry. 2008;10(4):359-360. 

5. DeSimone JM. Practical approaches to 
green solvents. Science. 2002;297(5582): 
799-803. 

6. Ghernaout D, Ghernaout B, Naceur MW. 
Embodying the chemical water treatment 
in the green chemistry-A review. 
Desalination. 2011;271(1-3):1-10. 

7. Horvath IT. Solvents from nature. Green 
Chemistry. 2008;10(10):1024-1028. 

8. Hepworth JD. Pyrans and fused pyrans: 
Synthesis and applications in A. R. 
Katritzky,. In: Rees CW, (editor). 
Comprehensive Heterocyclic Chemistry. 
Oxford: Pergamon. 1984;737-883. 

9. El-Tamany ESH, El-Shahed FA, Mohamed 
BH. Synthesis and biological activity of 
some pyrazole derivatives. Journal of the 
Serbian Chemical Society. 1999;64(1):9-
19. 

10. Wang JL, Liu DX, Zhang ZJ, Shan SM, 
Han XB, Srinivasula SM, et al. Structure-
based discovery of an organic compound 
that binds Bcl-2 protein and induces 
apoptosis of tumor cells. Proceedings of 
the National Academy of Sciences of the 
United States of America. 2000; 
97(13):7124-7129. 

11. Zaki MEA, Soliman HA, Hiekal OA, 
Rashad AE. Pyrazolopyranopyrimidines as 
a class of anti-inflammatory agents. 
Zeitschrift Fur Naturforschung C-a Journal 
of Biosciences. 2006;61(1-2):1-5. 

12. Smith PW, Sollis SL, Howes PD, Cherry 
PC, Starkey ID, Cobley KN, et al. 
Dihydropyrancarboxamides related to 
zanamivir: A new series of inhibitors of 
influenza virus sialidases. 1. Discovery, 
synthesis, biological activity, and structure-
activity relationships of 4-guanidino- and 4-
amino-4H-pyran-6-carboxamides. Journal 
of Medicinal Chemistry. 1998;41(6):787-
797. 

13. Foloppe N, Fisher LM, Howes R, Potter A, 
Robertson AGS, Surgenor AE. 
Identification of chemically diverse Chk1 
inhibitors by receptor-based virtual 
screening. Bioorganic & Medicinal 
Chemistry. 2006;14(14):4792-4802. 

14. Abdelrazek FM, Metz P, Metwally NH, El-
Mahrouky SF. Synthesis and molluscicidal 
activity of new cinnoline and pyrano 2,3-c 
pyrazole derivatives. Archiv Der 
Pharmazie. 2006;339(8):456-460. 

15. Abdelrazek FM, Metz P, Kataeva O, Jager 
A, El-Mahrouky SF. Synthesis and 
molluscicidal activity of new chromene and 
pyrano 2,3-c pyrazole derivatives. Archiv 
Der Pharmazie. 2007;340(10):543-548. 

16. Reddy MBM, Jayashankara VP, Pasha 
MA. Glycine-catalyzed efficient synthesis 
of pyranopyrazoles via one-pot 
multicomponent reaction. Synthetic 
Communications. 2010;40(19):2930-2934. 

17. Kanagaraj K, Pitchumani K. Solvent-free 
multicomponent synthesis of 
pyranopyrazoles: Per-6-amino-beta-
cyclodextrin as a remarkable catalyst and 
host. Tetrahedron Letters. 2010; 
51(25):3312-3316. 

18. Chaudhari MA, Gujar JB, Kawade DS, 
Shingare MS. One-pot synthesis of 
dihydropyrano[2,3-c]pyrazole derivatives 
using β-cyclodextrin-SO3H as a reusable 
catalyst in aqueous medium. Chemistry & 
Biology Interface. 2015;5(1):44-50. 

19. Mecadon H, Rohman MR, Kharbangar I, 
Laloo BM, Kharkongor I, Rajbangshi M, et 
al. L-Proline as an efficicent catalyst for the 
multi-component synthesis of 6-amino-4-
alkyl/aryl-3-methyl-2,4-dihydropyrano 2,3-c 
pyrazole-5-carboni triles in water. 
Tetrahedron Letters. 2011;52(25):3228-
3231. 

20. Mecadon H, Rohman MR, Rajbangshi M, 
Myrboh B. Gamma-alumina as a 
recyclable catalyst for the four-component 
synthesis of 6-amino-4-alkyl/aryl-3-methyl-
2,4-dihydropyrano 2,3-c pyrazole-5-carboni 



 
 
 
 

Abed et al.; CSIJ, 17(2): 1-8, 2016; Article no.CSIJ.29519 
 
 

 
7 
 

triles in aqueous medium. Tetrahedron 
Letters. 2011;52(19):2523-2525. 

21. Chavan HV, Babar SB, Hoval RU, Bandgar 
BP. Rapid one-pot, four component 
synthesis of pyranopyrazoles using 
heteropolyacid under solvent-free 
condition. Bulletin of the Korean Chemical 
Society. 2011;32(11):3963-3966. 

22. Ebrahimi J, Mohammadi A, Pakjoo V, 
Bahramzade E, Habibi A. Highly efficient 
solvent-free synthesis of pyranopyrazoles 
by a bronsted-acidic ionic liquid as a green 
and reusable catalyst. Journal of Chemical 
Sciences. 2012;124(5):1013-1017. 

23. Bihani M, Bora PP, Bez G, Askari H. 
Amberlyst A21 catalyzed chromatography-
free method for multicomponent synthesis 
of dihydropyrano 2,3-c pyrazoles in 
ethanol. Acs Sustainable Chemistry & 
Engineering. 2013;1(4):440-447. 

24. Bora PP, Bihani M, Bez G. Multicomponent 
synthesis of dihydropyrano 2,3-c pyrazoles 
catalyzed by lipase from Aspergillus niger. 
Journal of Molecular Catalysis B-
Enzymatic. 2013;92:24-33. 

25. Tekale SU, Kauthale SS, Jadhav KM, 
Pawar RP. Nano-ZnO catalyzed green and 
efficient one-pot four-component synthesis 
of pyranopyrazoles. Journal of Chemistry; 
2013. 

26. Guo RY, An ZM, Mo LP, Yang ST, Liu HX, 
Wang SX, et al. Meglumine promoted one-
pot, four-component synthesis of 
pyranopyrazole derivatives. Tetrahedron. 
2013;69(47):9931-9938. 

27. Gujar JB, Chaudhari MA, Kawade DS, 
Shingare MS. Molecular sieves: An 
efficient and reusable catalyst for multi-
component synthesis of dihydropyrano 2,3-
C pyrazole derivatives. Tetrahedron 
Letters. 2014;55(44):6030-6033. 

28. Zolfigol MA, Ayazi-Nasrabadi R, Baghery 
S, Khakyzadeh V, Azizian S. Applications 
of a novel nano magnetic catalyst in the 
synthesis of 1,8-dioxo-octahydroxanthene 
and dihydropyrano 2,3-c pyrazole 
derivatives. Journal of Molecular Catalysis 
a-Chemical. 2016;418:54-67. 

29. Lehmann F, Holm M, Laufer S. Three-
component combinatorial synthesis of 
novel dihydropyrano 2,3-c pyrazoles. 
Journal of Combinatorial Chemistry. 2008; 
10(3):364-367. 

30. Vasuki G, Kumaravel K. Rapid four-
component reactions in water: Synthesis of 
pyranopyrazoles. Tetrahedron Letters. 
2008;49(39):5636-5638. 

31. Khodja IA, Fisli A, Lebhour O, Boulcina R, 
Boumoud B, Debache A. Four-component 
synthesis of pyrano 2,3-c pyrazoles 
catalyzed by triphenylphosphine in 
aqueous medium. Letters in Organic 
Chemistry. 2016;13(2):85-91. 

32. Anastas P, Eghbali N. Green chemistry: 
Principles and practice. Chemical Society 
Reviews. 2010;39(1):301-312. 

33. Hallett JP, Welton T. Room-temperature 
ionic liquids: Solvents for synthesis and 
catalysis. 2. Chemical Reviews. 2011; 
111(5):3508-3576. 

34. Zare A, Moosavi-Zare AR, Merajoddin M, 
Zolfigol MA, Hekmat-Zadeh T, 
Hasaninejad A, et al. Ionic liquid 
triethylamine-bonded sulfonic acid {Et3N-
SO3H Cl) as a novel, highly efficient and 
homogeneous catalyst for the synthesis of 
beta-acetamido ketones, 1,8-dioxo-
octahydroxanthenes and 14-aryl-14H-
dibenzo aj xanthenes. Journal of Molecular 
Liquids. 2012;167:69-77. 

35. Plechkova NV, Seddon KR. Applications of 
ionic liquids in the chemical industry. 
Chemical Society Reviews. 2008; 
37(1):123-150. 

36. Thi PTP, Cho CW, Yun YS. Environmental 
fate and toxicity of ionic liquids: A review. 
Water Research. 2010;44(2):352-372. 

37. Ranke J, Stolte S, Stormann R, Arning J, 
Jastorff B. Design of sustainable chemical 
products - The example of ionic liquids. 
Chemical Reviews. 2007;107(6):2183-
2206. 

38. Stolte S, Steudte S, Igartua A, Stepnowski 
P. The Biodegradation of ionic liquids - the 
view from a chemical structure 
perspective. Current Organic Chemistry. 
2011;15(12):1946-1973. 

39. Neumann J, Steudte S, Cho CW, Thoming 
J, Stolte S. Biodegradability of 27 
pyrrolidinium, morpholinium, piperidinium, 
imidazolium and pyridinium ionic liquid 
cations under aerobic conditions. Green 
Chemistry. 2014;16(4):2174-2184. 

40. Garcia MT, Gathergood N, Scammells PJ. 
Biodegradable ionic liquids - Part II. Effect 
of the anion and toxicology. Green 
Chemistry. 2005;7(1):9-14. 

41. Galinski M, Stepniak I. Morpholinium-
based ionic liquid mixtures as electrolytes 
in electrochemical double layer capacitors. 
Journal of Applied Electrochemistry. 2009; 
39(10):1949-1953. 

42. Zhang D, Gao L, Zhou G. Molecular design 
and synergistic effect of morpholinium type 



 
 
 
 

Abed et al.; CSIJ, 17(2): 1-8, 2016; Article no.CSIJ.29519 
 
 

 
8 
 

volatile corrosion inhibitor. Journal of 
Chinese Society for Corrosion and 
Protection. 2006;26(2):120-124. 

43. Balaskar RS, Gavade SN, Mane MS, 
Shingare MS, Mane DV. Morpholinium 
bisulfate morH HSO4 -promoted O, S and 
N acylation at room temperature. Green 
Chemistry Letters and Reviews. 2011; 
4(1):91-95. 

44. Pernak J, Borucka N, Walkiewicz F, 
Markiewicz B, Fochtman P, Stolte S, et al. 
Synthesis, toxicity, biodegradability and 
physicochemical properties of 4-benzyl-4-
methylmorpholinium-based ionic liquids. 
Green Chemistry. 2011;13(10):2901-2910. 

45. Shaterian HR, Kangani M. Synthesis of 6-
amino-4-aryl-3-methyl-1,4-dihydropyrano 

2,3-c pyrazole-5-carbonitriles by 
heterogeneous reusable catalysts. 
Research on Chemical Intermediates. 
2014;40(5):1997-2005. 

46. Bhosle MR, Khillare LD, Dhumal ST, Mane 
RA. A facile synthesis of 6-amino-2H, 4H-
pyrano 2,3-c pyrazole-5-carbonitriles in 
deep eutectic solvent. Chinese Chemical 
Letters. 2016;27(3):370-374. 

47. Moeinpour F, Khojastehnezhad A. Cesium 
carbonate supported on hydroxyapatite 
coated Ni0.5Zn0.5Fe2O4 magnetic 
nanoparticles as an efficient and green 
catalyst for the synthesis of pyrano 2,3-c 
pyrazoles. Chinese Chemical Letters. 
2015;26(5):575-579. 

_________________________________________________________________________________ 
© 2016 Abed et al.; This is an Open Access article distributed under the terms of the Creative Commons Attribution License 
(http://creativecommons.org/licenses/by/4.0), which permits unrestricted use, distribution, and reproduction in any medium, 
provided the original work is properly cited. 
 
 

Peer-review history: 
The peer review history for this paper can be accessed here: 

http://sciencedomain.org/review-history/16491 


