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Summary: In this study, we report the one-pot synthesis of 2-amino-3,5-dicarbonitrile-6-thio-
pyridines with benzaldehyde, malononitrile, and thiophenol by using phosphotungstic acid as an 
efficient catalyst in aqueous media. This method has the advantages of easy separation, high storage 
stability, and environmental friendliness.
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Introduction 

Pyridine derivatives have diverse biological 
activities [1]. Among these derivatives,
2-amino-3,5-dicyano-6-pyridine derivatives have 
drawn considerable attention since its special 
biological activity [2-5]. These compounds can 
inhibit the accumulation of PrPsc in the regulation of 
androgenic receptor [6], scrapie-infected mouse 
neuroblastoma cells [7], and PK-2 activated by 
MAPK [8]. Furthermore, these compounds act as a 
regulator of the identity of potassium channels in the 
treatment of incontinence [9].
3,5-Dicyano-2-amino-6-thio-pyridine skeletons are 
available in anti-prion [8], anti-SARS-CoV [10], and 
anti substrates [8]. These compounds are recognized 
as potential targets for new drug development in the 
treatment of Parkinson’s disease, senile dementia,
neurovascular, asthma, hypoxia, epilepsy, cancer and 
renal disease [7, 11].

Heteropoly acid is the general term for 
oxygen acid composed of heteroatomic and 
multiatomic molecules through an oxygen atom 
bridging ligand [12-14]. Heteropoly acid dissolves in 
small molecule polar solvents such as water, ethanol,
and acetone [15], and does not dissolve in 
macromolecular polar solvents or nonpolar solvents.
Heteropoly acid has a unique acidity, and the acid can 
be adjusted by changing the composition of elements
[13]. It has strongly acidity and redox properties and 
the advantages of stable structure, easy loading, 
high-speed regeneration, high activity, noncorrosive, 
low pollution, easy modification, and “pseudo-liquid 
phase” behavior, among others [16-19]. Hence, 
heteropoly acid shows high catalytic activity in 
numerous reactions in gas-solid and liquid-solid 
systems. Heteropoly acid is a type of environmentally 

friendly green catalyst [20].

The most widely used and studied types of
heteropoly acid are phosphotungstic acid and silicon 
tungstate [21]. Phosphotungstic acid has both 
complex and metal oxide structures [22]. 
Phosphotungstic has high activity because of its 
unique “pseudo-liquid phase” behavior, which 
enables reactions to be conducted both on the surface 
of the catalyst and inside the catalyst. 
Phosphotungstic acid has strong acidity and 
maintains a stable Keggin structure [23] in solids and 
in solutions. As an acid catalyst, phosphotungstic acid
has high catalytic activity, good selectivity, and can 
be used in mild conditions [24-26]. Phosphotungstic 
acid has been widely used in homogeneous and 
non-homogeneous reactions because of its high acid 
strength and thermal stability.

The most important methods is the three
component condensation of aldehyde, malononitrile,
and mercaptan [27] in the synthesis of 3,5-2
cyano-2-amino-6-pyridine derivatives. The
condensation in an alkaline environment, commonly
uses alkali including Et3N, triethylene-diamine [28],
dinitrogen complex [29], tetrabutyl-ammonium
hydroxide, piperidine [30], pyrroline, N,N -
diisopropyl ethyl amine, pyridine,
dimethyl-amino-pyridine, aniline, N-methyl aniline,
N,N-dimethyl aniline, K2CO3 [31], zinc (II), and Cd
(II) metal-organic frameworks [32]. Furthermore,
basic ionic liquids such as [bmim]OH [33], [bmim]Br
[34] and 2-hydroxyethylammonium acetate (2-
HEAA) [35] can also be used as effective catalysts
for the synthesis of multi-substituted pyridine.
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However, some synthetic methods have
many shortcomings, such as by-product generation,
long reaction time, low yield, and harsh reaction
condition, and complex reaction process, expensive
or noxious catalysts. In a recent study, the three
component condensation reaction in acidic catalysts
(e.g., ZnCl2 [36], H3BO3 [37]) under catalysis, has a
better catalytic effect than alkali catalysis. Given that
Lewis acid is sensitive to moisture, a small amount of
water will remove its catalytic activity. Thus, we try
to learn the influence of hydrosoluble acid catalyst to
replace pyridine synthesis.

In the last few years, more and more 
researchers have attached importance to green 
chemistry for organic synthesis because of
environmental friendly [38, 39]. In the current study, 
we report the preparation of 
2-amino-3,5-dicarbonitrile-6-thio-pyridines in 
aqueous media through one-pot synthesis by using
phosphotungstic acid as a valid catalyst. The reaction 
will take a long time to finish without surfactants
because reactants are insoluble in water. Hence, we 
used cetyltrimethylammonium bromide (CTAB) as 
the surfactant owing to its ability to reduce the 
surface tension of aqueous phase and organic phase. 
This method will increase the relative concentration 
of reactants (Scheme-1).

Results and Discussion

Different Structures of Reactants 

We used benzaldehyde, malononitrile, and 
thiophenol in the experiment under the condition of 
condensation reaction, to synthesize 3,5-2 
cyano-2-amino-6-pyridine derivatives. The effect of 
the different structures of the reactants was studied at 
80 C by varying the substituted aromatic aldehydes 
with thiophenol for condensation reaction. The result 
is shown in Table-1

Reaction Conditions

Concentration of the Catalyst 

To determine the appropriate dosage of 
phosphotungstic acid catalyst, benzaldehyde (1mmol), 
malononitrile (2mmol), thiophenol (1mmol), CTAB, 
and different concentrations of catalysts were mixed 
at 80C. The yield increased with increasing catalyst 
concentration. If the catalyst concentration ranges 
from 0.5 to 1.5 mol%, the reaction will be complete, 
with yields of 63%, 76% and 85%. If the 
concentration reaches 2 and 2.5mol%, both yields 
will be 89%.

Effect of Solvents 

To evaluate the effects of solvents on the 
reaction, we used benzaldehyde (1mmol), 
malononitrile(2mmol), thiophenol(1mmol), CTAB, 
and phosphotungstic acid as reactants. The reaction 
was conducted under 80C in different solvents. We 
used isopropanol, ethanol, water-ethanol (70%), and 
water for the refrtence reaction. We found that 
isopropyl alcohol makes the reaction stay at the 
Knoevenagel condensation level, and we obtained 
yields of 44% and 56% in the ethanol and 
water-ethanol (70%) systems. By contrast, we 
obtained perfect yield of 89% in aqueous media.

Amount of Solvent

To determine the effect of the amount of 
solvents on the yield, we conducted a reaction in 
different water volumes. The result is shown in 
Table-2. We conclude that the yield increased with 
the increasing amount of water. However, the yield 
decreased when the volume of water was more than 
5mL. Hence, the best amount of water is 5mL.

Scheme-1: Synthesis of 2-amino-3,5-dicarbonitrile-6-thio-pyridines.
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Table-1: Synthesis of 2-amino-3,5-dicarbonitrile-6-thio-pyridines.
Traditional heating

Number Product Ar Ar1

Time（min） Yield （%）
Melting 

point(℃)
Melting point(℃)

Reported [ref]
1 4a Ph Ph 35 86 204-205 215-216 [27]
2 4b 4-Cl-Ph Ph 30 82 219-220 222-224 [33]
3 4c 4-OH-Ph Ph 40 80 311-313 314-317 [27]
4 4d 4-NO2-Ph Ph 35 84 288-289 284-286 [27]
5 4e 4-Me-Ph Ph 45 93 207-209 208-211 [33]
6 4f 4-OMe-Ph Ph 45 89 253-254 250-252 [33]
7 4g 4-CHO-Ph Ph 40 70 178-179 179-180 [27]
8 4h 4-OH-3-OMe-Ph Ph 35 87 214-216 216-217 [33]
9 4i Ph 4-NH2-Ph 40 83 226-228 224-226 [3]

10 4j 4-Cl-Ph 4-NH2-Ph 35 87 232-235 234-236 [3]
11 4k 4-CHO-Ph 4-NH2-Ph 30 72 169-171 168-170 [3]
12 4l 4-NO2-Ph 4-NH2-Ph 40 86 206-208 203-206 [3]
13 4m 4-OH-3-OMe-Ph 4-NH2-Ph 50 90 233-235 232-235 [3]
14 4n 4-Me-Ph 4-NH2-Ph 35 81 230-232 233-235 [3]
15 4o 4-OMe-Ph 4-NH2-Ph 45 85 206-208 205-206 [3]
16 4p 4-OH-Ph 4-NH2-Ph 45 78 168-170 167-170 [3]

Reaction conditions: reactant molar ratio=1:2:1, CTAB (10 mol%), water(5ml) and phosphotungstic acid (2 mol %), the temperature was 80℃

Table-2: Effect of the dosage of solvent on yield.
Number Volume (mL) Yield （%）

1 1 62
2 3 77
3 5 89
4 7 83
5 9 80

Reaction conditions: benzaldehyde (1mmol), malononitrile (2mmol), thiophenol (1mmol), CTAB (10 mol%) and phosphotungstic acid (2 
mol %), the temperature was 80℃.

Table-3: Reactants proportion effect on the reaction.
n(benzaldehyde):n(malononitrile):n(thiophenol) 1∶2∶1 1∶2∶2 2∶2∶1 2：2：2

Yield （%） 89 78 63 85
Reaction conditions: CTAB (10 mol%), water(5ml) and phosphotungstic acid (2 mol %), the temperature was 80℃

Ratio of the Reactants 

After we choosing the appropriate catalyst 
and solvents, we studied the effect of the ratio of 
reactants on the reaction. The different reactant molar 
ratios were as follows: 1:2:1，1:2:2，2:2:1, and 2:2:2 
(benzaldehyde: malononitrile: thiophenol). The result 
is shown in Table-3. We can obtain the highest yield 
when the molar ratio is 1:2:1.

Effect of Temperature 

Through the experiment, we have learned 
that the formation of the product increased with 
temperature and reached the highest yield at 80C. 
From a dynamic point of view, the reason why we 
obtain a low yield at low temperature is because the 
acid center cannot activate the reactants, thus leading 
to a low rate of positive and reverse reaction. 
However, a high temperature (80 C) is adverse to 
exothermic reactions.

Experiment

Chemicals and Apparatus
All reactants and solvents were

commercially available and were used as received 
without purification. Melting points were
measured by using an XRC-1 melting point
apparatus. Melting points were recorded on an 
electrothermal apparatus and uncorrected. A TLC 
thin-layer board with silica gel GF254 (Qingdao 
Marine Chemical Inc.) and 0.6% sodium 
hydroxymethyl cellulose self-control, was directly 
used without activation for thin-layer chromatograph 
and were observed under UV light.

General Procedure

The reaction was a mixture of aromatic 
aldehyde (1mmol), malononitrile (132mg, 2mmol),
substituted thiophenol (1mmol), phosphotungstic acid 
(2mol %), CTAB (10 mol %) and water (5 mL) in a 
50mL round bottom flask. The reaction temperature 
was maintained at 80C by using an oil bath (TLC 
monitors, silica gel, ethyl acetate, and hexyl alcohol = 
1:7 v/v). After completion of the reaction, the round 
bottom flask was removed and the product was 
cooled to room temperature. The product was then 
filtered by using an air pump and washed with a 
small amount of water to obtain the crude product.
With 95% ethanol recrystallization, the products were
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dried in an oven and weighed. All products were fully 
characterized by infrared (IR) and melting points, 
consistent with existing literature.

Conclusion

In conclusion, we developed a 
environmental, expedite, and efficient method for the 
synthesis of 2-amimo-3,5-dicyano-6-thio pyridine
derivatives by using phosphotungstica acid as a green 
catalyst.

The reaction can perform efficiently if we 
use 2mol% phosphotungstic acid as catalyst, 5mL
water as solvent, CTAB as surfactant, and a 1:2:1 
reactant molar ratio (aromatic aldehyde: 
malononitrile: substitutedthiophenol) under 80C. We 
made repeated trials in optimal conditions, the 
reactants are benzaldehyde, malononitrile, thiophenol, 
yield respectively are 87%, 90%, 88%, our 
experiment result is 89%, it is little different between 
them, so the experiment has good reproducibility. We 
think the catalytic mechanism is the structure of 
phosphotungstic acid. Benzaldehyde reaction with 
malononitrile predominantly resulted in formation of 
the Knoevenagel [27], at this moment the proton 
provided by phosphotungstic acid can promote the 
reaction. PW12 is by heteroatomic P and 
coordination atoms W in a structure through the 
oxygen atoms of ligand bridging oxygen polybasic 
acid. It has the structure of complexes and metal 
oxide, also have acidity and oxidation. Compared 
with traditional acid catalyst, the phosphotungstic 
acid used as a catalyst has the advantages of high 
activity, high storage stability, easy separation, no 
emulsification, and no pollution. The process is 
environmental protection and economically feasible.

Acknowledgement

Financial support from sponsored by 
Science Foundation of the Department of Education 
of Hebei Province (No. ZD2014041); and Science 
Foundation of the Agricultural University of Hebei 
(No. LG201305).

References

1. P. Patil, S. P. Sethy, T. Sameena and K. Shailaja, 
Pyridine and Its Biological Activity: A Review. 
Asian J. Chem., 10, 888 (2013).

2. M. Sridhar, B. C. Ramanaiah, C. Narsaiah, B. 
Mahesh, M. Kumaraswamy, K.K.R. Mallu, V.M. 
Ankathi and P. Shanthan Rao, Novel 
ZnCl2-catalyzed one-pot multicomponent 

synthesis of 
2-amino-3,5-dicarbonitrile-6-thio-pyridines. 
Tetrahedron Lett., 50, 3897 (2009).

3. P.V. Shinde, S.S. Sonar, B.B. Shingate and M.S. 
Shingare, Boric acid catalyzed convenient 
synthesis of 
2-amino-3,5-dicarbonitrile-6-thio-pyridines in 
aqueous media. Tetrahedron Lett., 51, 1309 
(2010).

4. M. Thimmaiah, P. Li, S. Regati, B. Chen and J.C. 
Zhao, Multi-component synthesis of 
2-amino-6-(alkylthio)pyridine-3,5-dicarbonitriles 
using Zn(II) and Cd(II) metal – organic 
frameworks (MOFs) under solvent-free 
conditions. Tetrahedron Lett., 53, 4870 (2012).

5. S. Sobhani and M. Honarmand, 
2-Hydroxyethylammonium acetate: A reusable 
task-specific ionic liquid promoting one-pot, 
three-component synthesis of 
2-amino-3,5-dicarbonitrile-6-thio-pyridines. Cr
Chim., 16, 279 (2013).

6. C.E.M.A. Jacobson, Recent developments in 
adenosine receptor ligands and their potential as 
novel drugs. Biochim. Biophys. Acta: Biom., 5, 
1290 (2011).

7. K. Guo, R. Mutter, W. Heal, T.R.K. Reddy, H. 
Cope, S. Pratt and M.J. Thompson, Synthesis 
and evaluation of a focused library of pyridine 
dicarbonitriles against prion disease. Eur. J. Med.
Chem., 1, 93 (2008).

8. MT. Cocco, C. Congiu, V. Lilliu and V, Onnis, 
Synthesis and antiproliferative activity of 
2,6-dibenzylamino-3,5-dicyanopyridines on 
human cancer cell lines. Euorpean Eur. J. Med.
Chem., 12, 1365 (2005).

9. MG. Zizzo, A. Bonomo, N. Belluardo, F. Mulè 
and R. Serio, A1 receptors mediate adenosine 
inhibitory effects in mouse ileum via activation 
of potassium channels. Life Sci., 21-22, 772 
(2009).

10. F. Ge, S. Xiong, F. Lin, Z. Zhang and X. Zhang, 
High-throughput assay using a GFP-expressing 
replicon for SARS-CoV drug discovery. 
Antiviral Res., 2, 107 (2008).

11. A. Samadi, J. Marco-Contelles, E. Soriano, M. 
Álvarez-Pérez, M. Chioua, A. Romero, L. 
González-Lafuente, L. Gandía, J.M. Roda, M.G. 
López, M. Villarroya, A.G. García and C.D.L. 
Ríos, Multipotent drugs with cholinergic and 
neuroprotective properties for the treatment of 
Alzheimer and neuronal vascular diseases. I. 
Synthesis, biological assessment, and molecular 
modeling of simple and readily available 
2-aminopyridine-, and 2-chloropyridine-3,5
-dicarbonitriles. Bioorg. Med. Chem., 16, 5861 
(2010).

12. S. X. Liu, H. J. Zhai and E, B, Wang, Groping 
after anti-HIV activity and mechanism of 
polyoxometalates. J. Northeast University, 36, 
55 (2004).

13. J.G. Hernández-Cortez, M. Manríquez, L. 
Lartundo-Rojas and E. López-Salinas, Study of 
acid–base properties of supported heteropoly 
acids in the reactions of secondary alcohols 



Miao Shen Su et al., J.Chem.Soc.Pak., Vol. 37, No. 06, 2015 1134

dehydration. Catal. Today, 32, 220 (2014).
14. M.T. Pope and A.M. Uuml, Ller, 

Polyoxometalate Chemistry: An Old Field with 
New Dimensions in Several Disciplines. Angew.
Chem. Int. Ed., 1, 34 (1991).

15. T. Chen, Y. Che, Y. Zhang, J. Zhang, F. Wang 
and Z. Wang, One-pot hydrothermal preparation 
of SBA-15 supported Keggin-type 
12-tungstophosphoric heteropolyacid 
mesoporous material and its bifunctional 
catalytic performance. J. Porous. Mat., In press 
(2014).

16. N. Mizuno and M. Misono, Heterogeneous 
catalysis. Chem. Rev., 1, 199 (1998).

17. I.V. Kozhevnikov, Catalysis by heteropoly acids 
and multicomponent polyoxometalates in 
liquid-phase reactions. Chem. Rev., 1, 
171(1998).

18. A. Muller, F. Peters and E. Al, Polyoxometalates: 
Very large clusters--nanoscale magnets. Chem.
Rev., 1, 239 (1998).

19. E. Coronado and C.J. Gomez-Garcia, 
Polyoxometalate-based molecular materials. 
Chem. Rev., 1, 237 (1998).

20. W.S. Che, H. H. Gai, W. B. Hao and R. H. Ma, 
Synthesis, Characterization, and Properties of a 
New Type of Heteropoly Acids and 
Supramolecular Compounds. Synth. React.  
Inorg., Met-Org., and Nano-Met. Chem., 44, 649 
(2014).

21. W.Y. Shen, M.X. Song, J.Q. Chen and R.X. Guo, 
Phosphotungstic Acid, Silicotungstic Acid and 
Silicon Tungsten-Cobalt Heteropoly Acid with 
Bovine Serum Albumin Interaction. Adv. Mat.
Res., 652-654, 722 (2013).

22. M. He, A. Pan, J. Xie, D. Jiang, X. Yuan and M. 
Chen, One-pot synthesis of 1-acetylpyrene over 
supported phosphotungstic heteropoly acid 
catalysts. Reac. Kinet., Mech. Catal., 108, 531 
(2013).

23. M. M. Heravi and Z. Faghihi, Applications of 
heteropoly acids in multi-component reactions. J.
Ira. Chem., 11, 109 (2014).

24. S. Sadjadi and H. Sepehrian, 
Cu(OAc)2/MCM-41: An efficient and solid acid 
catalyst for synthesis of 2-arylbenzothiazoles 
under ultrasound irradiation. Ultrason.
Sonochem., 18, 480 (2011).

25. Z. Zhongkui, L. Zongshi, W. Guiru and Q. 
Weihong, Heteropoly Acids Catalysts and Their 
Application in the Synthesis of Fine Chemicals. 
Process Chem., 16, 620 (2004).

26. H. Yuhua and S. Shengyan, Application of 
heteropolyacids catalysts in organic synthesis. 
Chem. Ind. Eng. Progress., 25,520 (2006).

27. K. Guo, M.J. Thompson, T.R.K. Reddy, R. 
Mutter and B. Chen, Mechanistic studies leading 
to a new procedure for rapid, microwave assisted 
generation of pyridine-3,5-dicarbonitrile libraries. 
Tetrahedron., 24, 5300 (2007).

28. N.M. Evdokimov, A.S. Kireev, A.A. Yakovenko, 
M.Y. Antipin, I.V. Magedov and A. Kornienko, 
One-Step Synthesis of Heterocyclic Privileged 

Medicinal Scaffolds by a Multicomponent 
Reaction of Malononitrile with Aldehydes and 
Thiols. J. Org. Chem., 72, 3443 (2007).

29. R. Mamgain, R. Singh and D.S.Rawat. 
DBU-catalyzed three-component one-pot 
synthesis of highly functionalized pyridines in 
aqueous ethanol. J. Heterocyc. Chem., 1, 69 
(2009).

30. K. Guo, M.J. Thompson and B. Chen, Thompson 
and B. Chen, Exploring Catalyst and Solvent 
Effects in the Multicomponent Synthesis of 
Pyridine-3,5-dicarbonitriles. J. Org. Chem., 18, 
6999 (2009).

31. S. Mishra and R. Ghosh, K2CO3-Mediated, 
One-Pot, Multicomponent Synthesis of 
Medicinally Potent Pyridine and Chromeno
[2,3-b]pyridine Scaffolds. Synth. Commun., 15, 
2229 (2012).

32. M. Thimmaiah, P. Li, S. Regati, B. Chen and J.C. 
Zhao, Multi-component synthesis of 
2-amino-6-(alkylthio)pyridine-3,5-dicarbonitriles 
using Zn(II) and Cd(II) metal – organic 
frameworks (MOFs) under solvent-free 
conditions. Tetrahedron Lett., 36, 4870 (2012).

33. B.C. Ranu, R. Jana and S. Sowmiah, An 
Improved Procedure for the Three-Component 
Synthesis of Highly Substituted Pyridines Using 
Ionic Liquid. J. Org. Chem., 8, 3152 (2007).

34. A. Davoodnia, P. Attar, H. Eshghi, A. Morsali, N. 
Tavakoli-Hoseini and A. Tavakoli-Nishaburi, 
Ionic Liquid, [bmim]Br, as An Efficient 
Promoting Medium for Synthesis of 
2-Amino-3,5-dicarbonitrile-6-thiopyridines. 
Asian J. Chem., 3, 1273 (2011).

35. S. Sobhani and M. Honarmand,
2-Hydroxyethylammonium acetate: A reusable 
task-specific ionic liquid promoting one-pot, 
three-component synthesis of 
2-amino-3,5-dicarbonitrile-6-thio-pyridines. Cr.
Chim., 3, 279 (2013).

36. M. Sridhar, B.C. Ramanaiah, C. Narsaiah, B. 
Mahesh, M. Kumaraswamy, K.K.R. Mallu, V.M. 
Ankathi and P. Shanthan Rao, Novel 
ZnCl2-catalyzed one-pot multicomponent 
synthesis of 
2-amino-3,5-dicarbonitrile-6-thio-pyridines. 
Tetrahedron Lett., 27, 3897 (2009).

37. P.V. Shinde, S.S. Sonar, B.B. Shingate and M.S. 
Shingare, Boric acid catalyzed convenient 
synthesis of 
2-amino-3,5-dicarbonitrile-6-thio-pyridines in 
aqueous media. Tetrahedron Lett., 9, 1309 
(2010).

38. N.E. Lee, R. Gurney and L. Soltzberg, Using 
Green Chemistry Principles As a Framework To 
Incorporate Research into the Organic 
Laboratory Curriculum. J Chem. Educ. 7, 1001 
(2014).

39. M.M. Heravi, M.V. Fard and Z. Faghihi, 
Heteropoly acids-catalyzed organic reactions in 
water: doubly green reactions. Green Chem. Lett.
Rev., 4, 282 (2013).


