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1,1-(6-(Propyl amino)-1,3,5-triazine-2,4-diyl)bis(pyridinium) hydrogen sulfate immobillized on halloysite

nanotubes [(PATDBP)(HSO4),@HNT] as a solid acid nanocatalyst was successfully synthesized and

characterized by various analysis techniques such as FT-IR, TGA, SEM/EDX, elemental mapping, TEM and
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naphthopyranopyrimidine derivatives through a one-pot three-component reaction of B-naphthol,
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Introduction

Ionic liquids (ILs) have become quite famous in recent years
owing to the unique properties of extremely low vapor pressure,
tunable polarity, nonflammability, large liquid range, high
stability, and wide solubility." However, the widespread appli-
cation of ILs as homogeneous catalysts and solvents has been
limited by drawbacks such as difficulties in separating from the
reaction mixture and recycling as well as high cost. To overcome
these issues, supported ionic liquids have been introduced and
used as heterogeneous and recoverable catalysts.”> Among
different supports, halloysite nanotubes (HNTs) with a molec-
ular formula of Al,Si,05(OH),-2H,0 (1 : 1 ratio of Al/Si) have
gained special attention due to the advantages such as envi-
ronmental friendliness, high mechanical and thermal stability,
biocompatibility, low price, large surface area, ease of reus-
ability, and resistibility against organic solvents.®* As a result,
using HNTs as supports is greatly attractive in the fields of
catalysis in organic transformations,® industry® as well as
pharmaceutical studies.®

Multicomponent reactions” (MCRs) are convergent proce-
dures in which three or more precursor components are jointed
in a single operation to afford the final product. These reactions
offer many advantages over stepwise reaction, such as less waste
generation and high atom economy. Moreover, molecular
diversity with minimal synthetic effort is created using different
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aldehydes and N,N-dimethylbarbituric acid
Furthermore, the catalyst could be recovered and reused five times without any notable loss of its activity.

in excellent vyields under solvent-free conditions.

reactants. One of the most important applications of MCRs is
found in heterocycle chemistry.®* Combination of both N- and O-
heterocyclic scaffolds are a group of promising molecular
frameworks with many notable biological and pharmacological
properties. Accordingly, research on the synthesis of naph-
thopyranopyrimidines® with potent antimicrobial,’® anticon-
vulsant,"* antibacterial* and antifungal™ activities, has been
developed. Consequently, the growth of new sustainable cata-
Iytic system for the synthesis of fine chemicals is still of great
significance. In this sense and also, in continuation of our
previous works,"* we herein report the synthesis and application
of 1,1-(6-(propyl amino)-1,3,5-triazine-2,4-diyl)bis(pyridinium)
hydrogen sulfate immobillized on functionalized halloysite
nanotubes [(PATDBP)(HSO,),@HNT| as a recoverable and
reusable catalyst for the synthesis of naphthopyranopyrimidine
derivatives via a three-component reaction under solvent-free
conditions (Scheme 1).

Results and discussion

Preparation and characterization of heterogeneous 1,1'-(6-
(propyl amino)-1,3,5-triazine-2,4-diyl)bis(pyridinium)
hydrogen sulfate ionic liquid [(PATDBP)(HSO,),@HNT]

The synthesis of the nanocatalyst [(PATDBP)(HSO,),@HNT]
follows the stages depicted in Scheme 2. First, HNT was reacted
with 3-aminopropyltriethoxysilane (APTS) under microwave
irradiation to furnish suitable surface because of major func-
tionalization affording PA@HNT. Covalently, 1,3,5-tri-
chlorotriazine (TCT) was immobilized onto the surface of the
nano-clay through formation of C-N bond by controlling the
temperature” to provide PAT@HNT and followed by addition of

© 2021 The Author(s). Published by the Royal Society of Chemistry
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Scheme 1 Synthesis of naphthopyranopyrimidines catalyzed by
[(PATDBP)(HSO4),@HNTI.

pyridine and N,N-diisopropylethylamine (DIPEA) to give nano-
clay modified with 1,1’-(6-(propyl amino)-1,3,5-triazine-2,4-
diyl)bis(pyridinium) chloride IL. Finally, [([PATDBP)(HSO,),®@-
HNT] was prepared by the reaction of [[PATDBP)Cl,@HNT] with
NaHSO, in Mili-Q water (Scheme 2).

These steps were probed by FT-IR, thermogravimetric anal-
ysis (TGA), SEM/EDX, elemental mapping, TEM and elemental
analysis (EA).

The FT-IR spectrum of halloysite nanotubes displays several
characteristic peaks at 3695 and 3625 cm™ ', 910 cm™ ', 1034 and
468-535 cm ™, attributing to the OH groups, bending vibration
of Al-OH, Si-O stretching and Si-O bending vibrations,
respectively (Fig. 1a)."* New peaks appear after modification by
APTS, at 3352-3446 cm™ ' (NH, stretching vibration), 2874~
2930 ecm~ ' (C-H stretching vibration) and 1585-1640 cm™*
(NH, bending vibration) indicating successful attachment of
linker to the surface of nano-clay (Fig. 2b). As shown in Fig. 1c,
the FT-IR spectrum of PAT@HNT show characteristic peaks at
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Scheme 2 Synthesis of nanocatalyst [(PATDBP)(HSO4),@HNT].
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Fig. 1 Comparison of the FT-IR spectra of (a) HNTs; (b) PA@QHNT; (c)
PAT@HNT; (d) [(PATDBP)CL,@HNT].

around 3436 (NH stretching vibration), broad peak at 1608 (C=
N), 1514 (NH bending vibration) and at 1227-1311 em ™" (C-N
stretching vibration). It should be noted that, the C-Cl band of
TCT at 1035-1100 cm ™' was masked owing to the presence of
strong Si-O stretching band at 1000-1100 cm™'. Also, the
absorption band at 3068 and broad peak at 1611 cm ™" in Fig. 1d
may confirm that the pyridine ring is truly attached.

The TGA curve of the catalyst is shown in Fig. 2. A slower
mass loss was observed in the first-stage with a weight loss of
4.59% (30-180 °C) which corresponds to the water evaporation.
The major weight loss was observed between 180 to 580 °C in
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Fig. 2 TGA curve of the [(PATDBP)(HSO4),@HNT].
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the second-stage, which corresponds to the removal of organic
moieties (23.41%) on the surface. These results illustrate that
the IL has been covalently linked on nano-clay.

The morphology of HNTs and [(PATDBP)(HSO,),@HNT] are
shown in Fig. 3a and b. As can be seen, the tubular structure has
been maintained without aggregation during the modification.
The energy dispersive X-ray (EDX) results clearly display the
presence of C, N, O, Al, Si, and S in the catalyst (Fig. 3c), which
supports the energy-dispersive X-ray analysis (EDX) element
maps results (Fig. 4). Also, these images show that the sulfur is
homogeneously dispersed on the functionalized halloysite
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Fig. 3 (a) SEM images of HNTs (b) [(PATDBP)(HSO,4),@HNT] and (c)
SEM/EDX spectrum of [(PATDBP)(HSO4),@HNT].
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Fig. 4 Energy dispersive X-ray
[(PATDBP)(HSO4),@HNT].
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nanotubes, endowing the isolation of catalytic active sites,
which leads to high catalytic activity of [(PATDBP)(HSO,),@-
HNT] catalyst under mild conditions.

The nanostructure of [(PATDBP)(HSO,),@HNT] was charac-
terized by transmission electron microscopy (TEM). As shown in
Fig. 5a and b, the catalyst possesses well-defined tubular
structure. The histogram of size distribution demonstrated that
the average diameter of the matrix is about 71-75 nm (Fig. 5¢).
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Fig.5 TEM images in different sizes (a) 1.0 pm, and (b) 500 nm, and (c)
particle size distribution for [(PATDBP)(HSO,4),@HNT].
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The sulfur (HSO, ) content of this nanocatalyst, is
0.71 mmol g~ " of catalyst as obtained using elemental analysis.
Also, the nitrogen content of the catalyst, presents a value of
about 4.00% indicating that the amount of IL supported on the
halloysite nanotubes is about 2.85 mmol g~ '. These results
clearly show that the [(PATDBP)(HSO,),@HNT] has been
successfully synthesized.

Synthesis of naphthopyranopyrimidine derivatives catalyzed
by [(PATDBP)(HSO,),@HNT]

A model reaction of B-naphthol 1 (1 mmol), benzaldehyde 2 (1
mmol), and N,N-dimethylbarbituric acid 3 (1 mmol), was
selected for the optimization of significant parameters (Table
1). When this reaction was performed in the absence of catalyst
at 100 °C under solvent-free conditions, no product was
observed even after 5 h (Table 1, entry 1). Next, the screening of
2 mol% of various Lewis and Bregnsted acids, such as ZnCl,,
AlCl3, FeCls, BiCl;, MnCl,, p-TSA, NaHSO,, HNT and [(PATDBP)
Cl,@HNT] gave desired products in poor to moderate yields
(20-60%) after 45 min under the same reaction conditions
(Table 1, entries 2-10). Lastly, when [(PATDBP)(HSO,),@HNT]
catalyst was used in this three-component reaction, the desired
product 4a was obtained in 98% yield (Table 1, entry 11). This
result is attributed to the high surface area of halloysite nano-
tube which increases the catalytic activity of this nanocatalyst.
The effect of the amount of catalyst was investigated in this
three-component reaction using 1-4 mol% of the nanocatalyst
(entries 11-13) and 2 mol% was found to be the most suitable

Table 1 Optimization of one-pot synthesis of naphthopyranopyr-
imidine 4a

CHO 0 O ‘ 0

O O L0 CLK
+ + R

/&() O \‘I/g

o \‘ (¢}
1 2 3 4a

Entry Catalyst (mol%) T (°C) Time (min) Yield* (%)
1 — 100 300 0
2 ZnCl, (2) 100 45 30
3 AlC, (2) 100 45 60
4 FeCl, (2) 100 45 30
5 BiCl, (2) 100 45 30
6 MnCl, (2) 100 45 20
7 P-TSA (2) 100 45 50
8 NaHSO, (2) 100 45 35
9 HNT (2) 100 45 30
10  [(PATDBP)CL@HNT] (2) 100 45 45
11 [(PATDBP)(HSO,),@HNT] (2) 100 45 98
12 [(PATDBP)(HSO,),@HNT] (1) 100 45 70
13 [(PATDBP)(HSO,),@HNT] (4) 100 45 98
14  [(PATDBP)(HSO,),@HNT] (2) 25 45 10
15 [(PATDBP)(HSO,),@HNT] (2) 70 45 50
16 [(PATDBP)(HSO,),@HNT] (2) 120 45 98

“ Isolated yields.
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amount for this transformation (Table 1, entry 11). In addition,
a survey of various temperatures (entries 14-16) revealed that
the maximum yield of 4a was obtained at 100 °C (entry 11).
Utilization of the above conditions to a selection of B-naphthol,
aromatic aldehydes, and N,N-dimethylbarbituric acid, enabled
a diversity of naphthopyranopyrimidines 4a in a one-pot three-
component procedure in excellent yields (90-98%). The results
are shown in Scheme 3 (4a-n). It was found that aromatic
aldehydes bearing electron donating or electron withdrawing
groups at either ortho-, meta- or para-positions of the aromatic
ring, furnished the corresponding products in excellent yields
and short reaction times. The structure of the products was
identified by their melting points, spectral data, and elemental
analysis.

Additionally, in order to further expand the applicability of
this method, we carried out this three-component reaction on
a gram scale. In this manner, the reaction of 10 mmol each of B-
naphthol, benzaldehyde, and N,N-dimethylbarbituric acid was
investigated in the presence of [(PATDBP)(HSO,),@HNT]
(0.2 mol%) at 100 °C under solvent-free conditions. Under these
conditions, the desired naphthopyranopyrimidine 4a was ob-
tained in 70% yield after 3 h.

We also examined the selectivity of [(PATDBP)(HSO,),@-
HNT] catalyst. In this respect, the competitive reaction of
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Scheme 3 Substrate scope for the synthesis of naphthopyranopyr-
imidines catalyzed by [(PATDBP)(HSO,4),@HNT].
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Scheme 4 Selectivity between aromatic and aliphatic aldehydes.

aromatic aldehyde (4-chlorobenzaldehyde) and aliphatic alde-
hyde (heptanal) with B-naphthol and N,N-dimethylbarbituric
acid was studied under the same conditions. As shown Scheme
4, excellent selectivity was observed, in which 4-chlor-
obenzaldehyde was transformed to the related naphthopyr-
anopyrimidine 4c in the presence of heptanal.

Based on previous literatures,’** we propose a mechanistic
pathway for synthesis of naphthopyranopyrimidine 4
(Scheme 5). Initially, the carbonyl group of aromatic aldehyde is
activated by the catalyst to provide I. Subsequently, nucleophilic
addition of B-naphthol to activated aromatic aldehyde provides
a,B-unsaturated carbonyl compound II. Then, II is transformed
to III in the presence of the catalyst followed by Michael addi-
tion with N,N-dimethylbarbituric acid leads to intermediate IV.
Finally, intramolecular cyclization of IV in the presence of the
catalyst affords intermediate V which upon elimination of H,O
gives the corresponding naphthopyranopyrimidine 4 and
releases the catalyst for the next run.
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Scheme 5 A possible mechanism for synthesis of naphthopyr-
anopyrimidines 4a—n.

© 2021 The Author(s). Published by the Royal Society of Chemistry
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Table 2 Comparison of the results of three-component reaction of B-naphthol, 4-chlorobenzaldehyde and N,N-dimethylbarbituric acid
catalyzed by [(PATDBP)(HSO,4),@HNT] with the reported results in the presence of other catalysts

Cl

CHO o N o
””m " = )LN -~ Catalyst ‘\ N
N ()J\Ti o m/\() ‘H’&o
“ 4c
Catalyst/conditions Catalyst loading Time (min) Yield® (%) TON? TOF® (h™) Ref.
KAI(SO,),+12H,0, PEG-400, 60 °C 15 mol% 50 84 5.6 6.7 9
1,, 120 °C, neat 10 mol% 60 75 7.5 7.5 9b
Nano-ZnAl,O,, MW (500 W, DMF) 0.7 mol% 10 88 125.7 785.6 9c
ZrOCl,/nano TiO,, solvent-free, 100 °C 3 mol% 27 83 27.6 61.3 9d
ZnO NPs, 110 °C 10 mol% 25 87 8.7 21.2 9e
InCl;/P,0s5, solvent-free, 120 °C 30/20 mol% 70/70 63/58 2.1/2.9 1.8/2.5 of
Cellulose sulfamic acid/H,0, reflux 10 mol% 240 90 9 2.25 9g
[(PATDBP)(HSO,),@HNT], solvent-free, 100 °C 2 mol% 25 97 48.5 97 Present work

“ Isolated yield.  TON = mol of converted substrate/mol of catalyst. © TOF = TON/time (h).

w0 98 9 9 94
s | ]
&~ , |
S + {
= 50 | |
] | |
.-

>.‘ | |

’ 1 2 3 4 5

Run

Fig. 6 Reusability of the [(PATDBP)(HSO,4),@HNT] catalyst for the
synthesis of 4a.

To indicate the efficiency of this process, we compared the
result of three-component reaction of B-naphthol, 4-chlor-
obenzaldehyde and N,N-dimethylbarbituric acid by this method
with some of those documented methods. As shown in the
Table 2, the present method is superior to the previously re-
ported methods in terms of catalyst loading, reaction time,
yield, turn-over number (TON) and turn-over frequency (TOF).

The recovery and reusability of [(PATDBP)(HSO,),@HNT]
catalyst, which is remarkable from the industry and economy
standpoints, was investigated in the reaction of B-naphthol (1
mmol), benzaldehyde (1 mmol), and N,N-dimethylbarbituric
acid (1 mmol). At the end of the reaction, the mixture was cold
to room temperature and CHCl; was added. The catalyst was
easily separated from the reaction mixture by centrifugation,
washed with ethanol. The recovered catalyst was dried and
reused in next run. As shown the catalyst could be reused for
five times without noticeable loss of its activity (Fig. 6); however,
this negligible loss of the yield may be due to the slight deac-
tivation of catalyst surface during the reaction as well as the
work-up process.

© 2021 The Author(s). Published by the Royal Society of Chemistry

Conclusions

In conclusion, we have developed [(PATDBP)(HSO,),@HNT] as
a novel and heterogeneous nanocatalyst for the efficient
synthesis of naphthopyranopyrimidines via a one-pot three-
component reaction of B-naphthol, aromatic aldehydes, and
N,N-dimethylbarbituric acid under solvent-free and green
conditions. Furthermore, this procedure provides noteworthy
advantages, such as simple work-up process, excellent yields,
high reaction rates and easy recovery of the catalyst.

Experimental section
General

The chemicals used in this work were purchased from Fluka and
Merck chemical companies. HNTs were purchased from Sigma-
Aldrich (Germany) chemical company. The properties of HNTs
are as follows: diameter = 30-70 nm, length = 1-3 pm, cation
exchange capacity = 8.0 meq g~ ', density = 2.53 g cm >, average
hydrodynamic diameter = 399.7 nm, specific surface area
(as,peT = 39.156 m* g~ 1), total pore volume = 0.214 cm® g~ ) and
elemental compositions = Al,Si,05(OH),-2H,O0 (1:1 ratio of
Al/Si). Melting points were determined with a Stuart Scientific
SMP2 apparatus. FT-IR spectra were recorded on a Nicolet-
Impact 400D spectrophotometer. "H and '>C NMR (400 and
100 MHz) spectra were recorded on a Bruker Avance 400 MHz
spectrometer using CDCl; as solvent. Elemental analysis was
performed on a LECO, CHNS-932 analyzer. Thermogravimetric
analysis (TGA) was carried out on a Mettler TG50 instrument
under air flow at a uniform heating rate of 20 °C min~" in the
range 30-740 °C. The TGA instrument was re-calibrated at
frequent intervals with standards; the accuracy was always better
than £2.0%. The scanning electron microscope measurement
was carried out on a Hitachi S-4700 field emission-scanning
electron microscope (FE-SEM). The transmission electron

RSC Adv, 2021, 11, 11976-11983 | 11981
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microscopy (TEM) was carried out on a Philips CM10 instrument
operating at 100 kV.

General procedure for preparation of
[(PATDBP)(HSO,),@HNT]

Preparation of [PA@HNT]. First, HNT (2 g) was dispersed
ultrasonically in 8 mL 3-aminopropyltriethoxysilane (APTS) for
5 min at room temperature. Then, the suspension was exposed
to microwave irradiation in a closed vessel at 100 °C and a power
of 25 W under constant stirring for 1 h. Finally, the precipitate
(PA@HNT) was filtered, washed with ethanol (2 x 10 mL), and
dried in a vacuum oven at 80 °C.

Preparation of [PAT@HNT]. The obtained PA@HNT (2 g) was
dispersed in 25 mL dry THF by sonication for 10 min and then,
1,3,5-trichlorotriazine (20 mmol, 3.68 g) and DIPEA (14.4 mmol,
2.5 mL) were added and the mixture was stirred for 24 hours
under N, at 0 °C. Finally, the precipitate PAT@HNT was filtered,
washed with THF (2 x 10 mL) and acetone (10 mL), and dried in
a vacuum oven at 80 °C.

Preparation of [(PATDBP)CL,@HNT]. A mixture of
PAT@HNT (2 g) and DIPEA (11.5 mmol, 2 mL) was intensely
dispersed in 17 mL pyridine and then, the reaction mixture was
refluxed for 24 hours. Finally, the mixture was filtered, washed
with toluene three times and dried under vacuum to afford
[(PATDBP)CL,@HNT].

Preparation of [(PATDBP)(HSO,),@HNT]. The nanocatalyst
[(PATDBP)(HSO,),@HNT] was generated by addition of NaHSO,
(5 g) to a dispersed mixture of [[PATDBP)Cl,@HNT] (2 g) in Mili-
Q water (30 mL) at room temperature and then, was shaken for
24 hours. The resulting light brown solid was collected by
filtration, washed with H,O (3 x 10 mL) to remove the
unreacted NaHSO,, and finally dried in a vacuum oven at 80 °C
for 5 hours.

General procedure for synthesis of naphthopyranopyrimidine
derivatives catalyzed by [(PATDBP)(HSO,4),@HNT]

A mixture of B-naphthol (1 mmol), aromatic aldehyde (1 mmol),
N,N-dimethylbarbituric acid (1 mmol), and
[(PATDBP)(HSO,),@HNT] (2 mol%, 28 mg) was stirred at 100 °C
under solvent-free conditions for the appropriate time accord-
ing to Scheme 3. The progress of the reaction was tested by TLC
(eluent : petroleum ether/EtOAc, 4 : 1). After completion of the
reaction, the mixture was cooled to room temperature and
CHCI; (5 mL) was added. The catalyst was separated by centri-
fugation and washed with EtOH (5 mL). The products were
obtained by recrystallization from EtOH and dried under
reduced pressure. In some cases, the organic residue was
purified by column chromatography on silica gel (petroleum
ether/ethyl acetate) to provide the pure product in 90-98%
isolated yields (Scheme 3, 4a-n).

Abbreviations

MCR
HNTs

Multicomponent reaction
Halloysite nanotubes
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APTS (3-Aminopropyl)triethoxysilane
TCT 1,3,5-Trichlorotriazine
DIPEA N,N-Diisopropylethylamine
p-TSA p-Toluenesulfonic acid
TLC Thin layer chromatography
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