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A three-component domino Knoevenagel-hetero-Diels—Alder
(DKHDA) reaction between 1,3-dicarbonyl, aldehydes/ketones,
and alkenes/alkynes leading to the divergent synthesis of
chromenones, dihydrochromenones, and spirocyclic chromenones
is reported. The reaction was carried out under solvent-free con-
ditions using a magnetically separable silica (Fe0,@SiO;) catalyst.
While two component DKHDA reactions are known, this is the first
example of a three component DKHDA reaction involving 1,3-
dicarbonyl, ketones, and alkynes producing spirocyclic pyranone
derivatives. Twenty-six different highly substituted chromenones
were synthesized using this methodology. A wide substrate scope
due to the multicomponent nature of the reaction, high atom
economy, the use of inexpensive and non-toxic recyclable silica as
the catalyst, and solvent free reaction conditions make it an advan-
tageous process. The catalyst was characterized using different
analytical techniques such as XRD, IR, HRTEM, VSM, and TGA.
Based on the earlier reports a mechanism has also been proposed.

Introduction

The chromene core is exemplified as a privileged moiety in a
variety of natural products such as flavonoids, alkaloids and
anthrocyanins and is known to possess fascinating therapeutic
properties.” For example, calanolide A and B show prominent
HIV-1 inhibitory activity (Fig. 1).” Ethuliacoumarion A and its
derivatives show anticancer, molluscicidal and anthelmintic
activities.> Ferprenin is a specific inhibitor of the enzyme
VKORC1 which is responsible for the recycling of vitamin K, a
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vitamin essential for blood clotting,® and trigolutes show
AChE inhibitory activity.” Synthetic chromene derivatives also
show antioxidant,® anticancer,” antimicrobial,® and molluscici-
dal activities.’

In recent years, the domino Knoevenagel-hetero-Diels-
Alder (DKHDA) reaction has gained immense interest due to
its application in the construction of synthetic drugs,’
natural products'® and poly-heterocyclic compounds'* incor-
porating pyran-based frameworks with high atom economy.
Following the pioneering works by Tietze,"*** several
methods have been reported in the literature employing the
DKHDA strategy leading to the construction of a vast array of
highly diverse pyran-fused carbocycles."® Although intra-
molecular or two component DKHDA reactions between
various aromatic and aliphatic aldehydes and 1,3-dicarbonyl
compounds have been widely reported,’®"® examples of
intermolecular three component reactions involving 1,3-
dicarbonyl, aldehydes/ketones, and alkenes/alkynes are com-
paratively less.'* Moreover, reactions with non-activated term-
inal alkynes are limited compared to alkenes. To our knowl-
edge there are no reports on DKHDA reactions involving 1,3-
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Fig. 1 Biologically active natural products containing chromenones.
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Traditional intramolecular or two component DKHDA reaction
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Our work: Intermolecular three component DKHDA reaction

o Dby o
© | o
R

Scheme 1 The domino Knoevenagel-hetero-Diels—Alder (DKHDA)
reaction.
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dicarbonyl, ketones, and alkynes producing spirocyclic pyra-
none derivatives (Scheme 1).

The use of silica as a catalyst for organic reactions is a rela-
tively less explored area.'> Because of its non-toxicity, porous
structure, large specific area, low cost, high stability and wide
availability, there is a wide scope for the utilization of silica as a
recyclable heterogeneous catalyst. In continuation of our work
on the development of recyclable heterogeneous catalyst for
different organic transformations,'® herein, we report a silica
catalyzed three component domino-Knoevenagel-hetero-Diels—
Alder reaction for the efficient synthesis of highly substituted
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chromenones/dihydrochromenones/spirochromenones. For
operational simplicity in recycling, the silica catalyst has been
prepared as a magnetically active catalyst using in situ generated
Fe;0,. Moreover, the reaction has been performed under
solvent free conditions, which meets the recent green chemistry
trends to develop green and sustainable chemical processes.

The Fe;0,@8Si0, catalyst was prepared using a modified lit-
erature procedure'’ starting from silicic acid, iron(u) chloride
and iron(m) chloride (see the ESIf)."” Characterization of the
prepared catalyst was carried out using XRD (Fig. S1f), FTIR
(Fig. S2t) and HRTEM (Fig. S3f). The magnetic nature was
studied using a vibrating sample magnetometer (Fig. S47). The
thermal stability was determined using TGA (Fig. S57).

To identify the optimal reaction conditions, 1,3-cyclohexa-
nedione (1a), benzaldehyde (2a), and phenylacetylene (3a)
were used as model substrates. The reaction mixture was
refluxed for 3 h using acetonitrile as the solvent and the chro-
menone product was obtained in 50% yield (Table 1, entry 1).
Although the yield could not be improved significantly by
varying the solvents (Table 1, entries 2-5), the reaction pro-
vided a significantly good yield (82%) of the product under
solvent free conditions (Table 1, entry 11). The optimal temp-
erature was found to be 100 °C and the reaction was completed
in 2 h (Table 1, entries 6-11). The ideal catalyst amount was
10 wt% with respect to 1a. The role of the catalyst was con-
firmed by performing the reaction in the absence of the cata-
lyst wherein no product formation could be observed (Table 1,
entry 12). The reaction did not afford any product when per-
formed in the presence of Fe;O,, FeCl, or FeCl; (Table 1,
entries 14-16). This observation confirmed the role of the

Table 1 Synthesis of chromenones and optimization of the reaction conditions?

(o] CHO ||
d ' @ :
(0]
1a 2a 3a

catalyst

temperature, time

Temperature Catalyst Yield”
Entry Catalyst Solvent (°C) amount (wWt%) (%)
1 Fe,0,@Si0, CH,CN 80 20 50
2 Fe,0,@Si0, DMSO 110 20 52
3 Fe,0,@Si0, H,0 100 20 38
4 Fe;0,@Si0, C,H;OH 80 20 45
5 Fe;0,@Si0, Toluene 110 20 18
6 Fe;0,@Si0, None 80 20 73
7 Fe;0,@8Si0, None 100 20 82
8 Fe;0,@Si0, None 120 20 79
9 Fe,0,@Si0, None 100 15 82
10 Fe;0,@Si0, None 100 5 79
11 Fe,0,@8Si0, None 100 10 82
12 No catalyst (only silicic acid) None 100 10 0
13 Si0, without Fe;0, (prepared using identical conditions) None 100 10 82
14 Fe;0,4 None 100 10 0
15 FeCl; None 100 10 0
16 FeCl,-H,O None 100 10 0

“ All the reactions were carried out using 0.9 mmol each of 1,3-cyclohexanedione (1a), benzaldehyde (2a), and phenylacetylene (3a). ” Isolated yield.
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silica as the active catalyst. For further confirmation, a catalyst
was prepared from silicic acid without the addition of iron
salt. The newly formed silica catalyst showed identical activity
to the original Fe;0,@SiO, (Table 1, entry 11).

With the aforementioned optimised reaction conditions in
hand, we further examined the substrate scope by reacting 1,3-
cyclohexanedione with different aromatic aldehydes and term-
inal alkynes/alkenes (Table 2). It was observed that aldehydes
and alkynes containing electron withdrawing as well as elec-
tron donating groups performed well to give the corresponding
tetrahydro-5H-chromen-5-ones 4a-4s under the given reaction
conditions. Not only aromatic aldehydes, but also phenylace-
taldehyde under the given optimised conditions provided the
desired products 4i and 41. 4-Allyloxybenzaldehyde reacted well
to give the corresponding tetrahydro-5H-chromen-5-one 4j
without any side reaction. Other 1,3-diones such as cyclopen-
tane-1,3-dione, dimedone, and chromane-2,4-dione were
coupled with aldehydes and alkynes to give the corresponding
chromenones 4k-4p in very good yields. Styrene derivatives
also participated in the same reaction producing the corres-

Table 2 Synthesis of chromenones from 1,3-diketones, aldehydes, and
alkynes or alkenes

N Fe;0,@Si0,
100°C, 2h

R
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ponding hexahydro-5H-chromen-5-ones 4q-4s. All the com-
pounds were characterized with the help of "H NMR and '*C
NMR spectra. Their molecular formulae were confirmed with
the HRMS data. The melting point data of the reported com-
pounds matched with those in the literature.

After the successful exploration of Fe;0,@8SiO, towards the
synthesis of chromenones, we further extended our study
towards cyclic ketones. It was observed that the reaction
between 1,3-diketones, alkynes or alkenes and cyclic ketones
provided the corresponding spirocyclic chromenones 6a-g in
good to excellent yields (Table 3). Both cyclobutanone and
cyclopentanone provided the corresponding spirochromenes
in good yields. Unfortunately, cyclohexanone and larger cyclic
ketones did not participate in the reaction. This fact may be
explained by the difficulty in the formation of the Knoevenagel

Table 3 Synthesis of spirochromenones from 1,3-diketones, ketones,
and alkynes or alkenes

A
)i P Gy
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1 5

Fe304@Si0,

100°C, 2 h
Rs Rs

6e, 82%

Scheme 2 A plausible mechanism for the Fez0,@SiO, catalyzed
Knoevenagel-hetero-Diels—Alder reaction.
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product with cyclohexanone and larger counterparts. Simple
acyclic ketones also didnot participate under the given reaction
conditions. All the prepared compounds were duly character-
ized with the help of NMR and mass spectral data.

Based on the earlier report of the participation of silica as
the catalyst in Knoevenagel reaction,'® a plausible mechanism
is proposed in Scheme 2. Firstly, a SiO, catalyzed Knoevenagel
condensation between 1,3-dicarbonyl 1a and aldehyde 2a pro-
duces enone intermediate A. In the second step, the 1,3-het-
erodiene undergoes subsequent thermal [4 + 2] cycloaddition
with alkyne 3a to produce chromenone 4a. It is to be noted
that this type of thermal hetero-Diels-Alder reaction is known
in the literature."*

The recyclability of the prepared catalyst was also studied
by filtration and reuse after drying. It was observed that the
catalyst could be reused up to five consecutive catalytic cycles
without any significant loss in the activity (Fig. S67).

Conclusion

In summary, we have developed a simple, one-step three com-
ponent DKHDA reaction between 1,3-cycloalkanediones, alde-
hydes/ketones and terminal alkynes/alkenes to produce chro-
menone derivatives. Simple magnetically active silica, prepared
from silicic acid, iron(u) chloride and iron(m) chloride, acted
as the catalyst for the reaction. The shape, size, structure,
thermal stability, and magnetic properties of the catalyst were
determined by XRD, HRTEM, IR, TGA, and VSM, respectively
(see the ESIt). One of the major advantages of the process is
the ability to carry out the reactions under solvent-free con-
ditions, thereby providing scope for waste reduction and
energy efficiency. Nineteen different chromenone/dihydrochro-
menone and seven different spirochromeone derivatives were
prepared using this methodology. Unfortunately, the reaction
was not suitable for acyclic ketones, cyclohexanones and larger
cyclic ketones. A tentative mechanism has been discussed
where silica acts as the acidic catalyst for initial Knoevenagel
reaction. Recyclability of the catalyst has also been studied.
Studies on the application of the catalytic system for the syn-
thesis of other fascinating N-heterocycles are in progress.

Conflicts of interest

There are no conflicts to declare.

Acknowledgements

This work is financially supported by the SERB, New Delhi,
India (GPP0356) and CSIR, New Delhi, India (OLP2020 and
HCPO021). The authors are thankful to the analytical facility,
CSIR-NEIST, for recording all the analytical data.

Org. Biomol. Chem.

View Article Online

Organic & Biomolecular Chemistry

References

1 A. Gaspar, M. J. Motos, J. Garrido, E. Uriarte and F. Borges,
Chem. Rev., 2014, 114, 4960.

2 D. L. Galinis, R. W. Fuller, T. C. McKee, J. H. Cardellina,
R. J. Gulakowski, J. B. McMahon and M. R. Boyd, J. Med.
Chem., 1996, 39, 4507.

3 P. Panda, S. Nayak, S. K. Sahoo, S. Mohapatra, D. Nayak,
R. Pradhanb and C. N. Kundu, RSC Adv., 2018, 8,
16802.

4 G. Gault, S. Lefebvre, E. Benoit, V. Lattard and D. Grancher,
Toxicon, 2019, 165, 47.

5 S.-S. Ma, W.-L. Mei, Z-K. Guo, S.-B. Liu, Y.-X. Zhao,
D.-L. Yang, Y.-B. Zeng, B. Jiang and H.-F. Dai, Org. Lett.,
2013, 15, 1492.

6 P. Vats, V. Hadjimitova, K. Yoncheva, A. Kathuria,
A. Sharma, K. Chand, A. ]J. Duraisamy, A. K. Sharma,
A. K. Sharma, L. Saso and S. K. Sharma, Med. Chem. Res.,
2014, 23, 4907.

7 (@) Z. Huang, Oncogene, 2000, 19, 6627; (b) W. Zhu,
C. Chen, C. Sun, S. Xu, C. Wu, F. Lei, H. Xia, Q. Tu and
P. Zheng, Eur. J. Med. Chem., 2015, 93, 64.

8 K. Kushwaha, N. Kaushik, Lata and S. C. Jain, Bioorg. Med.
Chem. Lett., 2014, 24, 1795.

9 F. M. Abdelrazek, P. Metz and E. K. Farrag, Arch. Pharm.,
2004, 337, 482.

10 (a) S. Jiménez-Alonso, A. L. Pérez-Lomas, A. Estévez-Braun,
F. M. Martinez, H. C. Orellana, A. G. Ravelo, F. Gamarro,
S. Castanys and M. Lopez, J. Med. Chem., 2008, 51, 7132;
(b) S. Jiménez-Alonso, H. C. Orellana, A. Estévez-Braun,
A. G. Ravelo, E. Pérez-Sacau and F. Machin, J. Med. Chem.,
2008, 51, 6761.

11 (a) R. Pena, P. Martin, G. E. Feresin, A. Tapia, F. Machin
and A. Estévez-Braun, J. Nat. Prod., 2016, 79, 970;
(b) P. Martin-Acosta, G. Feresin, A. Tapia and A. Estévez-
Braun, J. Org. Chem., 2016, 81, 9738.

12 (@) L. F. Tietze, J. Heterocycl. Chem., 1990, 27, 47;
(b) L. F. Tietze, Chem. Rev., 1996, 96, 115; (c) L. F. Tietze,
Domino Reaction in Organic Reaction, Wiley-VCH,
Weinheim, 2006, pp. 208-330; (d) L. F. Tietze and
N. Rackelman, Pure Appl. Chem., 2004, 76, 1967;
(e) J. S. Yadav, B. V. S. Reddy, D. Narsimhaswamy,
P. N. Lakahmi, K. Narsimulu, G. Srinivasulu and
A. C. Kunwar, Tetrahedron Lett., 2004, 45, 3493;
(f) J. Jayashankaran, R. D. R. S. Manian and
R. Raghunathan, Tetrahedron Lett., 2006, 47, 2265.

13 (@) M. Wu, J. Yang, F. Luo, C. Cheng and G. Zhu, Org.
Biomol. Chem., 2019, 17, 5684; (b) P. Biswas, J. Ghosh,
S. Maiti and C. Bandyopadhyay, Tetrahedron Lett., 2014, 55,
6882; (¢) N. J. Parmar, B. R. Pansuriya, B. M. Labana,
T. R. Sutariya, R. Kant and V. K. Gupta, Eur. J. Org. Chem.,
2012, 5953; (d) K. C. Majumdar, A. Taher and R. K. Nandi,
Tetrahedron, 2012, 68, 5693; (e) P. Martin-Acosta,
G. Feresin, A. Tapia and A. Estévez-Braun, J. Org. Chem.,
2016, 81, 9738; (f) Y. Ren, W. Zhang, J. Lu, K. Gao, X. Liao
and X. Chen, RSC Adv., 2015, 5, 79405; (g) Q. Yang,

This journal is © The Royal Society of Chemistry 2020


https://doi.org/10.1039/d0ob00284d

Published on 03 March 2020. Downloaded by Columbia University Libraries on 3/11/2020 9:10:38 AM.

Organic & Biomolecular Chemistry

14

L.-H. Zhou, W.-X. Wu, W. Zhang, N. Wang and X.-Q. Yu,
RSC Adv., 2015, 5, 78927; (h) M. Baghernejad,
S. Khodabakhshi and S. Tajik, New J. Chem., 2016, 40,
2704; (i) A. Khazaei, M. A. Zolfigol, F. Karimitabar,
1. Nikokar and A. R. Moosavi-Zare, RSC Adv., 2015, 5,
71402; (j) F. Tufail, M. Saquib, S. Singh, J. Tiwari, P. Dixit,
J. Singh and ]. Singh, New J. Chem., 2018, 42, 17279;
(k) R. Jamatia, A. Gupta and A. K. Pal, RSC Adv.,
2016, 6, 20994; (/) S. Bagchi, A. S. Hussen, Deeksha and
A. Sharma, ChemistrySelect, 2019, 4, 6593; (m) M.-M. Li,
C.-S. Duan, Y.-Q. Yu and D.-Z. Xu, Dyes Pigm., 2018,
150, 202; (n) A. Hasaninejad, F. Mandegani, M. Beyrati,
A. Maryamabadi and G. Mohebbi, ChemistrySelect, 2017, 2,
6784.

(@) F. C. da Silva, S. B. Ferreira, C. R. Kaiser, A. C. Pinto and
V. F. Ferreira, J. Braz. Chem. Soc., 2009, 20, 1478; (b) M. Li,

This journal is © The Royal Society of Chemistry 2020

15

16

17

View Article Online

Communication

A. Taheri, M. Liu, S. Sun and Y. Gu, Adv. Synth. Catal.,
2014, 356, 537.

(@) Y. Jin, J. Li, L. Peng and C. Gao, Chem. Commun., 2015,
51, 15390; (b) C.-Y. Lai, J. Thermodyn. Catal., 2013, 5, 1;
(¢) H. V. Farahani, M. Bayat and S. Nasri, Silicon, 2020, 12,
41; (d) M. G. Shioorkar and M. B. Ubale, Asian J. Chem.,
2017, 29, 1249; (e) P. Pathak, P. K. Shukla, V. Naumovich,
M. Grishina, V. Potemkin and A. Verma, Synth. Commun.,
2019, 49, 2725.

(a) F. L. Hussain, M. Suri, A. Namdeo, G. Borah, D. Dutta,
T. Goswami and P. Pahari, Catal. Commun., 2019, 124, 76;
(b) D. Baruah, U. P. Saikia, P. Pahari, D. K. Dutta and
D. Konwar, RSC Adv., 2014, 4, 59338.

(@) A. Kundu, S. Mukherjee and A. Pramanik, RSC Adv.,
2015, 5, 107847; (b) ]J. Safari and Z. Zarnegar, RSC Adv.,
2015, 5, 17738.

Org. Biomol. Chem.


https://doi.org/10.1039/d0ob00284d

	Button 1: 


