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GRAPHICAL ABSTRACT 

 
 

INTRODUCTION 

One of the most important and convergent reactions with 

remarkable biological and pharmacological activities and 

industrial significance is the synthesis of benzopyrans 

among multicomponent reactions (MCRs).
[1] 

Multicomponent reactions adhere to the principles of 

green chemistry and confer several advantages, including 

experimentally simple execution, reduced reaction times, 

high atom efficiency, and synthetic efficiency akin to an 

ideal organic synthesis. Moreover, they facilitate simpler 

purification techniques, further enhancing their appeal in 

organic synthesis.
[2-3]

 there is significant interest in 

exploring multi component reactions for synthesizing 

biologically sustainable molecules. Benzopyran is a 

highly privileged pharmacophore, exhibits remarkable 

biological potential, including anti-inflammatory,
[4-5]

 

anticancer,
[6-8]

 antioxidant,
[9]

 bactericides
[10-12] 

and 

fungicides.
[13]

 The synthesis of benzopyrans is carried 

out by multicomponent condensation of aromatic 

aldehydes, -naphthol and ethyl acetoacetate, in the 

presence of various catalysts such as heterogeneous 

acidic organocatalyst,
[14]

 Palladium
[15]

 and Rhodium.
[16]

 

However, some of these methods, are not 

environmentally friendly and involve longer reaction 

times, lower yields, multistep reactions, and challenges 

in the recovery and reusability of the catalysts. Hence, 
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ABSTRACT  

This research work aims to explore the synthesis, structural characterization, and biological evaluation of 

benzopyran derivatives utilizing ethyl acetoacetate, β-naphthol, and aromatic aldehydes with ferrite as catalyst-

assisted methodologies. Benzopyrans are of particular interest due to their properties useful in pharmacological and 

biological activities, as well as their synthetic versatility. The study focuses on enhancing sustainability through 

efficient synthetic routes. Various nanocatalysts, including organic and inorganic, were investigated to facilitate the 

formation of benzopyran derivatives. The heterogeneous hexaferrite catalyst is an attractive option for 

multicomponent reactions due to its ease of preparation, cost-effectiveness, and insolubility in most organic 

solvents. The protocol offers several advantages, including control over reaction conditions, high yields, easy 

workup, reproducibility of catalytic activity, compatibility with substrates, and enhanced overall efficiency of the 

reaction. Additionally, it helps minimize waste generation, reduce energy consumption, and utilize environmentally 

benign catalysts efficiently. The synthesized compounds were confirmed using FT-IR, 
1
H NMR spectroscopic data, 

and melting points, which were compared with reported values. During the work-up procedure, the catalyst can be 

easily recovered and recycled, retaining its activity for up to four cycles. 
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there has been ongoing attention towards the 

development of eco-friendly processes and easily 

recyclable green catalysts at the end of reactions. To 

fulfill the demand of simple and ecofriendly procedure 

with heterogeneous catalyst for the preparation of 

benzopyrans derivatives.
[17]

 In recent years, the 

multicomponent synthesis of heterocyclic compounds 

has become not only a vital part of pharmaceutical 

groups but also a significant tool in the discovery of new 

drugs.
[18]

 Developing organic reactions carried out in 

aqueous media shows inimitable reactivity and 

selectivity in biological activities, making it another 

attractive area of green chemistry distinct from reactions 

in organic solvents.
[19-20]

 Magnetoplumbite ferrites, 

composed primarily of iron (III) oxides serve as catalysts 

in several multi-component reactions conducted within 

one-pot synthesis. These ferrites, being mixed metal 

oxides, exhibit improved catalytic activity facilitating 

easy separation and recycling of the catalyst compared to 

conventional methods.
[21] 

 

 

Here, in view of the significance associated with this 

class of reaction, we report the synthesis of benzopyrans 

derivatives. The synthesis involves the condensation of 

aromatic aldehydes, ethyl acetoacetate and β-naphthol in 

the presence of reusable lanthanum ferrite as a catalyst. 

The reaction mixture was stirred at 70°C temperature for 

the desired time in ethanol. 

 

EXPERIMENTAL WORK  

MATERIALS AND METHODS 

Analytical grade chemicals were utilized, and when 

necessary, they were distilled prior to use. Solvents 

procured from commercial sources were dried using 

standard methods as required. All metal salts, obtained 

from SD Fine Chemicals, were used without further 

purification. Melting points were determined using a 

quality digital melting point apparatus. IR spectra were 

recorded using a Bruker FT-IR spectrometer. NMR 

spectra were recorded on a Bruker Avance spectrometer 

(300 and 400 MHz), with CDCl3 and DMSO-d6 as 

solvents. Reaction monitoring was conducted via thin-

layer chromatography using Merck silica gel 60F254 

aluminum sheets. 

 

Preparation of LaFe12O19 ferrite 

Lanthanum ferrite (LaFe12O19) was synthesized 

following a modified literature method.
[22] 

Initially, 

Fe(NO3)3.9H2O and La(NO3)2 were dissolved in 

deionized water to yield an aqueous solution with a 

concentration of 0.1 M. Simultaneously, an aqueous 

solution of citric acid was prepared and mixed with the 

metal nitrates solution. The molar ratio of the solutes in 

the solution was maintained at La
+2

: Fe
+3

: 

C3H4(OH)(COOH)3 = 1:12:19. The pH of the solution 

was adjusted to neutral solution by using NH4OH. 

Subsequently, the solution was refluxed at 90°C for 2 

hours to ensure complete chelation of the metallic ions 

by the carboxyl groups of citric acid. Following this, the 

solution was subjected to microwave heating for 30 

minutes to obtain a solid precursor. Finally, the precursor 

was calcinated in a muffle furnace at 500°C for 4 hours, 

resulting in the formation of hexaferrite powder. 

 

General procedure for the synthesis of benzopyrans 

A 100 mL round bottom flask was charged with a 

mixture of ethyl acetoacetate, β-naphthol, and aromatic 

aldehydes along with 10 wt% of LaFe12O19 catalyst. The 

reaction mixture was stirred in 5 mL of ethanol at 70 °C 

for the desired duration. Progress of the reaction was 

monitored via thin layer chromatography. Upon 

completion, the mixture was filtered to separate the 

catalyst, which was subsequently recovered for reuse 

without any loss in activity. Product characterization was 

conducted based on their spectroscopic properties, 

comparing them with authentic samples. Purity 

assessment included FT-IR, 
1
H NMR spectroscopy, 

melting point determination, and TLC analysis. 

 

Spectral data of synthesized compound: Ethyl 3-

methyl-1-(p-tolyl)-1H-benzo[f]chromene-2-carboxylate 

(4a). 

 

 
 

FT-IR (KBr) νmax (cm
-1

): 780, 812, 1070, 1150, 1238, 

1590; 
1
H-NMR (400 MHz, DMSO-d6,, ppm): 1.3 

(t,3H) , 2.0 (t, 3H) , 2.1 (t, 3H), 2.5 (d, 2H), 3.3 (s, 1H); 

MS: m/z 358 (M); m.p 198-199 
o
C (lit. 197-198). Anal. 

Calcd. C24H22O3 (358.1) C, 80.42; H, 6.19; O, 13.39. 

 

RESULTS AND DISCUSSIONS 

To examine the role of catalyst for synthesis of 

benzopyrans as model reaction using ethyl aceto acetate, 

β-naphthol and aromatic aldehydes employing 

hexaferrite as catalyst and reaction mixture was stirred 

for desired time in ethanol (10 mL) at desired 

temperature (Scheme 1). The reaction was completed in 

80 minutes to give compound 4a was selected as a model 

reaction to optimize the reaction conditions. 
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Scheme 1. Benzopyrans synthesis using ethyl aceto 

acetate, β-naphthol and aromatic aldehydes employing 

hexaferrite as catalyst. 

 

The investigation of Lanthanum ferrite's catalytic 

efficiency in a solvent-free model reaction offers several 

advantages, including eco-friendliness, simplified 

workups, cleaner product profiles, and enhanced 

selectivity, reduced by-products, and accelerated reaction 

rates. This study aimed to identify optimal reaction 

conditions through the systematic investigation of 

various parameters for the synthesis of compound 4a. 

The results are summarized in Table 1. 

 

Table 1: Synthesis of benzopyrans derivatives in presence of Lanthanum ferrite as a catalyst. 

Sr. 

No. 
Substrate R Naphtol Product 

Reaction 

Time 

(min.) 

Yield 

(%) 

Melting Point 
o
C 

Found Reported 

1 
C6H5CHO 

(4b) 
β-naphthol 

 

85 91 195-196 196-198 

2 
C6H4OH(CHO) 

(4c) 
β-naphthol 

 

83 90 246-247 247-249 

3 
4-(NO₂)C₆H₄CHO 

(4d) 
β-naphthol 

 

90 85 169-170 167-169 

4 
(HO)2C6H3CHO 

(4e) 
β-naphthol 

 

92 89 246-248 248-249 

5 
CH3C6H4CHO 

(4a) 
β-naphthol 

 

80 93 198-199 197-198 

 

Building upon the promising outcomes of the previously 

optimized reaction conditions, this study aimed to 

demonstrate the versatility and applicability of the 

developed protocol for a series of benzopyrans 

derivatives were synthesized using Lanthanum ferrite as 

a catalyst under optimized conditions. The results, 
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showcasing high product yields and efficient reaction 

kinetics, are summarized in (Table 1). It is therefore 

suggested that such reactions for production of the 

benzopyrans derivatives may be more useful and 

economical. Further this reaction was tested for synthesis 

of ethyl 3-methyl-1-(p-tolyl)-1H-benzo[f]chromene-2-

carboxylate (4a) as a model reaction (Table 1). The 

hexaferrite catalyst was prepared by literature method 

with slight modification
[22]

 and recovered in ethanol and 

reused for four more cycles (Table 2). 

 

Table 2: Reusability of catalyst. 

Entry  Catalyst recovery 
a
 (%) Yield 

b
 (%) 

1  -- 93 

2  88 90 

3  86 88 

4  83 82 
a
catalyst recovered by filtration and washing with 

ethanol, 
b 
isolated yield 

 

 
Fig. 1: FTIR of ethyl 3-methyl-1-(p-tolyl)-1H-benzo[f]chromene-2-carboxylate. 

 

 
Fig. 2: 

1
H-NMR of ethyl 3-methyl-1-(p-tolyl)-1H-benzo[f]chromene-2-carboxylate. 

 

CONCLUSION  

The benzopyrans derivatives ethyl 3-methyl-1-(p-tolyl)-

1H-benzo[f]chromene-2-carboxylate was synthesized by 

a reaction of ethyl aceto acetate, β-naphthol and aromatic 

aldehydes employing hexaferrite as catalyst. This 

catalyst is easily separable and reused without any 

significant loss of catalytic activity after four runs. The 

crude product obtained was filtered and recrystallized 

using chloroform. Purity of the product is checked by 

melting point and TLC. The structure of synthesized 

compound is confirmed by FT-IR, 
1
H- NMR and mass 

spectral data. Small amount of catalyst is sufficient to 

complete the reaction without any side product. 

Multicomponent reactions have garnered significant 

interest due to their environmentally friendly 

characteristics, including high atom economy, green 

conditions, rapid reaction times, excellent product yields, 

and coupled with simplified straightforward 

experimental procedures. 

 

ACKNOWLEDGEMENTS 

The authors are thankful to the Director, Sophisticated 

Analytical Instrument Facility, and Chandigarh for 

providing elemental analysis, FT-IR and 
1
H NMR 

spectra and Shri Shivaji Arts, Commerce and Science 

College, Akot for providing necessary facilities. 

 

 



www.ejpmr.com          │         Vol 11, Issue 4, 2024.          │         ISO 9001:2015 Certified Journal         │ 

Ladole                                                                             European Journal of Pharmaceutical and Medical Research 

167 

REFERENCES  

1. Papi S, Jamehbozorgi S, Yazdanipour A, Ramezani 

M. Fe3O4@SiO2@propyl-AMP/Co: A new catalyst 

for the synthesis of benzopyrans. J. Organomet. 

Chem., 2023; 995: 122729. 

2. Hasaninejad A, Zare A, Shekouhi M, Rad JA. 

Catalyst-free one-pot four component synthesis of 

polysubstituted imidazoles in neutral ionic liquid 1-

butyl-3-methylimidazolium bromide. J Comb 

Chem., 2010; 12: 844-849. 

3. Khazaei A, Zolfigol MA, Moosavi-Zare AR, Zare 

A, Khojasteh M, Asgari Z, Khakyzadeh V, Khalafi 

NA. Organocatalyst trityl chloride efficiently 

promoted the solvent-free synthesis of 12-aryl-8, 9, 

10, 12-tetrahydrobenzo[a]-xanthen-11-ones by in 

situ formation of carbocationic system in neutral 

media. Catal Commun., 2012; 20: 54-57. 

4. Garcia A, Vila L, Duplan I, Schiel MA, Enriz RD 

, Hennuyer N, Staels B, Cabedo N, Cortes D, 

Benzopyran hydrazones with dual PPARα/γ or 

PPARα/δ agonism and an anti-inflammatory effect 

on human THP-1 macrophages. Eur. J. Med. Chem., 

2024; 265: 116125.  

5. SudiletiM, Gundluru M, Konidala KK, Chintha V, N

agaripati S, Nemallapudi BR, Neeraja 

P, Zyryanov GV, Cirandur SR. Functionalized 2-

Amino-4H-1-Benzopyran-4-yl Phosphonate 

Scaffolds: Synthesis, Anticancer Evaluation and 

Computational Studies. Polycyclic Aromatic 

Compounds, 2024. 

doi.org/10.1080/10406638.2023.2284799.  

6. Emmanuel-Giota AA, Fylaktakidou KC, 

Hadjipavlou Litina DJ, Litinas KE, Nicolaides DN. 

Synthesis and biological evaluation of several 3-

(coumarin-4-yl) tetrahydroisoxazole and 3-

(coumarin-4-yl)dihydropyrazole derivatives. 

J.Heterocyc Chem, 2001; 38: 717-722.  

7. Singh S, Verma SC, Kumar V,  Sharma K,  Singh 

D, Khan S, Gupta N, Singh R, Synthesis of amide 

derivatives of 3-aryl-3H-benzopyrans as osteogenic 

agent concomitant with anticancer activity. Bioorg. 

Chem., 2023; 133: 106380.  

8. Afsaneh Z, Roghieh M, Maliheh S, Sussan KA, 

Saeed E, Alireza F. 2-Amino-4-(nitroalkyl)-4H-

chromene-3-carbonitriles as new cytotoxic agents. 

Iran J Pharm Res, 2013; 12(4): 679-85. 

9. Costantino L, Rastelli G, Gamberini MC, Vinson 

JA, Bose P, Iannone A,  Staffieri M,  Antolini 

L, Corso AD, Mura U, Albasini A, 1-Benzopyran-4-

one antioxidants as aldose reductase inhibitors. J 

Med Chem, 1999; 42(11): 1881-1893. 

10. Behrami A, Vaso K, Krasniqi I. Antibacterial 

activityof coumarine derivatives synthesized from 

hydroxyl-4-2H-[1]-Benzopyran-2- one, The 

comparison with standard drug. J Int Environ Appl 

Sci., 2010; 5: 247.  

11. Aytemir MD, Hider RC, Erol DD, Ozalp M, 

Ekizoglu M. Synthesis of new antimicrobial agents; 

Amide derivatives of pyranones and pyridinones. 

Turk J Chem., 2003; 27(4): 445-452.  

12. Aziz B, Kozata V, Sevdie G, Islam K, Skender D, 

Idreiz V. Synthesis, characterisation and 

antibacterial activity of some [8-Amino-4, 7 

dihydroxy-chromen-2-one], [N-(3-Cyano-4-ethoxy-

2-oxo-2Hchromen-7-yl) - formamide] Derivatives. 

The comparison with standard drug. Res J Pharm 

Biol Chem Sci, 2012; 3(2): 876.  

13. Kulkarni MV, Kulkarni GM, Lin CH, Sun CM. 

Recent advances in coumarins and 1-azacoumarins 

as versatile biodynamic agents. Curr Med Chem, 

2006; 13(23): 2795-2818.  

14. Kalita G, Sarmah S, Roy AS, Chatterjee PN, 

Synthesis of 2, 2‐disubstituted‐2H‐1‐benzopyrans 

using tetraphenylethylene‐based heterogeneous 

acidic organocatalyst and the evaluation of their 

binding interaction with human serum albumin. 

J. Heterocycl. Chem, 2023; 60(2): 297-317.  

15. Choppakatla S, Dachepally AK, Bollikolla HB, 

Palladium-catalyzed double C–H functionalization 

of 2-aryl-1, 3-dicarbonyl compounds: a facile access 

to alkenylated benzopyrans. Tetrahedron Lett., 2016; 

57(23): 2488-2491.  

16. Bollikolla HB, Choppakatla S, Polam N, Thripuram 

VD, Chidipudi SR, Synthesis of Benzopyrans by 

Enolate‐Directed Rhodium‐Catalyzed Oxidative 

C−H Alkenylation of 1,3‐Dicarbonyl Compounds. 

Asian J. Org. Chem., 2017; 6(11): 1598-1603.  

17. Q Zhang, H Wei, J Li, X Zhao, Luo J, One-pot 

synthesis of benzopyrans catalyzed by silica 

supported dual acidic ionic liquid under solvent-free 

conditions. Heterocycl. Commun., 2017; 23(6): 411-

414. 

18. Kalinski C, Lemoine H, Schmidt J. Multicomponent 

reactions as a powerful tool for generic drug 

synthesis. Synthesis, 2008; 24: 4007-4011. 

19. Ladole CA, Salunkhe NG, Bhaskar RS, Aswar AS. 

A microwave assisted synthesis of 3,4-

dihydropyrimidin 2(1H) one/thione derivatives using 

nanocrystalline. MgFe2O4 as catalyst. Eur J Chem, 

2014; 5(1): 122-126. 

20. Ahmed HAM, Synthesis of some novel 

benzopyranes derivatives and evaluation their 

biological activity. Asian J Pharm Clin Res, 2015; 

8(4): 7-12.  

21. Herrerias CI, Yao X, Li Z, Li C. Reactions of C-H 

bonds in water. Chem Rev, 2007; 107: 2546-2562. 

22. Ladole CA, Nahate NR, Wajid A, Multicomponent 

synthesis of pyranopyrazoles using lanthanum ferrite 

as efficient and reusable heterogeneous catalyst. 

ejpmr, 2023; 10(2): 234-242. 

https://www.sciencedirect.com/org/journal/polycyclic-aromatic-compounds
https://www.sciencedirect.com/org/journal/polycyclic-aromatic-compounds
https://pubmed.ncbi.nlm.nih.gov/?term=Costantino+L&cauthor_id=10354396
https://pubmed.ncbi.nlm.nih.gov/?term=Rastelli+G&cauthor_id=10354396
https://pubmed.ncbi.nlm.nih.gov/?term=Gamberini+MC&cauthor_id=10354396
https://pubmed.ncbi.nlm.nih.gov/?term=Vinson+JA&cauthor_id=10354396
https://pubmed.ncbi.nlm.nih.gov/?term=Bose+P&cauthor_id=10354396
https://pubmed.ncbi.nlm.nih.gov/?term=Iannone+A&cauthor_id=10354396
https://pubmed.ncbi.nlm.nih.gov/?term=Staffieri+M&cauthor_id=10354396
https://pubmed.ncbi.nlm.nih.gov/?term=Antolini+L&cauthor_id=10354396
https://pubmed.ncbi.nlm.nih.gov/?term=Del+Corso+A&cauthor_id=10354396
https://pubmed.ncbi.nlm.nih.gov/?term=Mura+U&cauthor_id=10354396
https://pubmed.ncbi.nlm.nih.gov/?term=Albasini+A&cauthor_id=10354396

