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Silver-embedded manganese oxide octahedral molecular sieve (Ag-OMS-2) nano-rods were synthesized
using a pre-incorporation approach, and unambiguously characterized by transmission electron
microscopy (TEM), field emission scanning electron microscopy (FESEM), energy dispersive X-ray
spectroscopy (EDS), X-ray diffraction (XRD), Fourier transform infrared spectroscopy (FTIR), X-ray
photoelectron spectroscopy (XPS), and thermogravimetric analysis (TGA). A highly uniform distribution of
Ag nanoparticles embedded in the porous structure of OMS-2, was found to be in favor of high catalytic
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a catalyst dosage of 30 mg per mmol of substrate, in the temperature range of 80-100 °C, and reaction
DOI 10.1035/d3ra00292f times of 4-9 h, excellent yields (73-96%) of the desired amides (13 examples) were obtained. Also, the

rsc.li/rsc-advances catalyst was easy to recycle, and showed a slight decrease in efficiency after six consecutive runs.

Introduction

One of the well-known classic reactions in the organic synthesis
and chemical industries is hydration of nitriles to their corre-
sponding amides. These are important structural units in the
production of pharmaceuticals, plastics, fertilizers, detergents
and lubricants."? Traditional catalytic systems were established
by employing homogeneous strong acid and base catalysts.
Nevertheless, these classic methods have some disadvantages,
including over hydrolysis of amides into carboxylic acids, and
generation of a massive amount of salts after neutralization of
the catalysts.®> It is well known that transition metals can
enhance the rate of the hydration step via coordination with the
CN bonds.* In this regard, there are some reports on the acti-
vation of nitriles by homogeneous transition-metal complexes
including Cu,*>® Co,” Mo,® Rh,>** and Ir."* However, these are
associated with some drawbacks, including difficulties in the
catalyst separation from the products, use of organic solvents,
high cost of ligands, and complexity in recovery and reuse of the
catalyst.””** The growing interest in developing eco-friendly and
practical methods for organic syntheses has drawn attention to
heterogeneous transition-metal catalysts in aqueous medium
under neutral conditions, which offers benefits such as high
activity, ease of handling, and recovery.'** In the past decades,
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several heterogeneous catalysts such as nanorod MnO,, Ru/
MnO,, CeO,, and Co;0, have been shown to exhibit significant
catalytic activity toward hydration of nitriles.*** Single-atom
catalysts (SACs) have received increasing attention in recent
years due to having the advantages of both homogeneous and
heterogeneous catalysts, such as isolated active sites, stability,
and easy separation. This category of catalysts exposes good
activity and selectivity in various oxidation, reduction, and
coupling reactions.”**® Although water is an ideal solvent for
the hydration of nitriles from environmental and practical
points of view, a vast majority of the catalysts are reported in
organic media or in the presence of only small amounts of
water.'>*”-*! Therefore, development of environmentally benign
and safe processes is still in the focus of attention. Due to
salient features like multivalent Mn species (+2, +3, and +4),
high surface area, porous structure, easy release of lattice
oxygen, and cheapness, octahedral manganese oxide molecular
sieve (cryptomelane, K-OMS-2)*> has been widely used in
heterogeneous catalysis,® energy storage,® sensors,*
rechargeable batteries,*® and wastewater treatment.’”** OMS-2
has a one-dimensional 0.46 nm X 0.46 nm tunnel structure,
with MnOg octahedra as basic building units linked by edges or
corners, to construct double MnOg chains.* Presence of K* ions
and slight amounts of water molecules inside the tunnels, is
necessary to balance the charge and support the structure.*
Alkali or transition metal cations can be incorporated into the
channels of OMS-2. These metal-modified OMS-2 samples have
shown more reactive sites and improved catalytic properties.*
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Silver is a cheaper precious metal compared to other noble
metals (Au and Pt) and has antimicrobial,*** optical scat-
tering,*®" and electrical conductivity*®*® properties. In some
cases, Ag has shown a better catalytic oxidation performance
than common transition metal oxides.**° Indeed, various
researchers have studied the hydration of nitriles to amides by
Ag NPs. Nevertheless, most of the reactions based on Ag cata-
lysts, are associated with serious drawbacks including high
reaction temperatures, need for an inert atmosphere, large
amounts of Ag NPs, and catalyst recycling issues.*'*'71%3031 In
order to improve the catalytic activity of cryptomelane, K* ions
can be partially replaced by Ag" during the synthesis.*® In this
regard, Yadav et al.*>® reported the catalytic performance of Ag
doped OMS-2 (Ag-OMS-2) for hydrogenation of nitrobenzene to
aniline. The weak acidic and basic sites of the catalyst resulted
in the stop of hydrogenation at the azobenzene stage as an
intermediate product. Moreover, Dong et al.>* prepared Ag-
OMS-2 by various methods and studied the effect of prepara-
tion method on the oxidation of ethyl acetate and formalde-
hyde. Chen et al.** revealed the high catalytic performance of Ag-
OMS-2 nanorods synthesized by a solid-state approach in CO
oxidation, and attributed it to the enhanced oxygen activation
and CO absorption in the presence of Ag' in the tunnel
structure.

Herein, we report the Ag-embedded OMS-2 nano-rods as
a high-performance catalyst for conversion of a broad range of
nitriles (homo/hetero aromatic and aliphatic) to primary
amides in water as a green solvent.

Experimental
Synthesis of Ag-OMS-2

Silver-embedded manganese oxide octahedral molecular sieve
nano-rods (Ag-OMS-2) were prepared according to a previous
report with minor modifications.> In a typical run, 3.66 mmol
of silver nitrate was dissolved in a solution of 10.6 mmol of
potassium permanganate in 25 mL of deionized water. Mean-
while, a second solution was prepared by adding 1.7 mL of
concentrated nitric acid to a solution of 16.4 mmol of manga-
nese sulfate in 8.5 mL of deionized water. The first solution was
added dropwise to the second solution under vigorous stirring,
and the resulting dark brown suspension was refluxed at 110 °C
for 24 h. After filtration, the precipitate was washed with
distilled water until neutral pH and dried at 120 °C for 12 h.
Then the precipitate was dispersed in 25 mL of distilled water
and treated with a freshly prepared solution of NaBH, (20 mL,
50 mM) for 1 h to ensure complete reduction of silver ions.
Finally, the resulting Ag-OMS-2 was filtered and oven-dried at
100 °C overnight.

Hydration of nitriles

A round-bottomed flask was charged with Ag-OMS-2 (0.03 g),
water (4.0 mL) and nitrile compound (1.0 mmol), and vigorously
stirred at 90 °C for 4 h. After completion of the reaction
(monitored by TLC (n-hexane : EtOAc 2:4)), the catalyst was
separated by centrifugation and the solution was extracted with
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dichloromethane (3 x 5 mL). The collected organic phase was
dried over anhydrous Na,SO,. The solvent was then evacuated
by rotary evaporation and the resulting amides were charac-
terized by 'H-NMR spectra in comparison with authentic
samples. Column chromatography on silica gel with dichloro-
methane as eluent was applied when appropriate.

Characterizations

Powder X-ray diffraction (XRD) patterns were recorded using
a PANalytical X'Pert Pro MPD diffractometer with Cu Ko radia-
tion (A = 0.15404 nm). Surface morphology of the samples was
observed by a scanning electron microscope (SEM) (MIRA3
TESCAN-XMU) equipped with EDX facilities. Transmission
electron microscopy (TEM) was performed by using a Philips
CM120 instrument. Fourier-transform infrared (FT-IR) spectra
were recorded in the range of 400-4000 cm ™' on a Bruker Alpha
spectrometer. Oxidation states of the catalyst elements were
studied by X-ray photoelectron spectroscopy (XPS), using a Bes-
tec spectrometer with an Al Ko X-ray anode source under
a pressure of 10~ '° mbar. The charging effect was calibrated by
adjusting the binding energy of C 1s to 248.6 eV. Thermogra-
vimetric analysis (TGA) was carried out by a TA SDT-Q600 device
to study the thermal stability of the catalyst. The sample was
heated from room temperature to 900 °C under flowing N,
(ramp 10 °C min ™).

Results and discussion
Characterization of the Ag-OMS-2

Fig. 1 compares the FTIR spectra of OMS-2 and Ag-OMS-2
samples. Both displayed characteristic bands of the Mn-O
vibrations of octahedral MnOg species in the range of 400-
800 cm ™ '.*>% Replacement of K" with Ag" resulted in a slight
change in the intensity and position of the band at 716 cm ™,
probably due to the Ag-O-Mn oxygen-bridged bond.** Also, the

absorption band intensity at 1634 cm ™" increased compared to
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Fig. 1 FT-IR spectra of OMS-2 (up) and Ag-OMS-2 (bottom).
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Fig. 2 XRD patterns of OMS-2 (up), Ag-OMS-2 (middle) and hexag-
onal Ag (JCPDS card no. 04-0783, bottom).

the undoped OMS-2, indicating that more hydroxyl groups were
present in the structure, due to the increased surface defects
and more sites to absorb water molecules.>

Fig. 2 shows the XRD patterns of the synthesized samples.
The main diffraction peaks at 26 12.2, 17.9, 28.4, 37.2, 41.6, 49.5,
and 59.9° corresponding to the (101), (002), (301), (211), (310),
(114), and (600) crystal faces, are the characteristic peaks of K-
OMS-2 (Fig. 2, middle, JCPDS card number 29-1020).” After
incorporation of silver species, there was no significant change
in the tunnel framework of OMS-2 nanorods, and diffraction
peaks attributable to hexagonal phase of metallic Ag were
appeared at 26 38.2, 44.7, 64.9, and 77.7° corresponding to the
(111), (311), (220), and (200) planes) (JCPDS card number 04-
783).** However, decrease in the intensity of the peaks in the
XRD pattern of Ag-OMS-2 (Fig. 2, up) may address some struc-
tural changes upon reduction of Ag"*, despite the smaller size of
Ag' (126 pm) compared to K (138 pm).** The standard XRD
pattern of Ag is also included for comparison (Fig. 2, bottom).*®

Fig. 3 shows the FESEM image of OMS-2 (a), and FESEM and
TEM images of Ag-OMS-2 (b). Both samples exhibited the typical
morphology of cryptomelane nanorods. Ag-OMS-2 nano-
particles were appeared as needle-like nanorods ranging from
20 to 30 nm in diameter, and 100 to 300 nm in length. There
were no significant structural defects compared to the
unmodified OMS-2. The spherical particles ranging from 30 to
50 nm can be attributed to Mn,0O; or very large silver parti-
cles.®>* As a result of incorporation and in situ reduction of Ag"
ions inside the tunnels of OMS-2, it is hard to capture the
metallic Ag particles, even with TEM imaging (Fig. 3c).

The EDS mapping images of the constituent elements of Ag-
OMS-2 including Ag, K, Mn, and O are shown in Fig. 4. Clearly,
a uniform dispersion of Ag species in the sampled area is
visible. Also, presence of K" in the modified sample indicates
that potassium has not been completely substituted by Ag, and
K" still co-exists in the catalyst structure.

Thermal stability of the K-OMS-2 and Ag-OMS-2 samples
were also studied by using TGA technique in the temperature

© 2023 The Author(s). Published by the Royal Society of Chemistry

View Article Online

RSC Advances

A
SEM HV: 15.0 kV WD: 10.27 mm
SEM MAG: 75.0 kx Det: SE

[View field: 2.77 pm  Date(m/dly): 10/26/21

»
SEM .0 kV
SEM MAG: 150 kx |

WD: 10.27 mm MIRA3 T_ESCA
Det: SE

10/27/21

1

| 200 nm

RMRC FESEM

Fig. 3 FESEM image of OMS-2 (a), and FESEM and TEM images of Ag-
OMS-2 (b and c).

range of 25-900 °C (Fig. 5). Probably, the first weight loss (~4%)
occurred in the range of 100-300 °C is due to the removal of
adsorbed water, carbon dioxide, and some physisorbed
oxygen.*>*® From the comparison of the two curves, it can be
inferred that the amount of water adsorbed in the Ag-OMS-2
tunnels is more than that of the K-OMS-2, as is clearly visible
in the first stage. The second gradual weight loss in the range of
300-450 °C is attributed to the chemically sorbed active oxygen
species.®®* Also, a remarkable weight loss (~4.5%) in the range

RSC Adv, 2023, 13, 6909-6918 | 6911
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Fig. 4 Mapping analysis of Ag-OMS-2 (up), along with the corre-
sponding EDSX analysis (bottom).
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Fig. 5 TGA curves for OMS-2 and Ag-OMS-2.

of 450-650 °C is attributed to the evolution of the structural
oxygen in the OMS-2 tunnel structure. The weight loss at
temperatures above 650 °C can be attributed to the structural
collapse of OMS-2.>%¢

6912 | RSC Adv, 2023, 13, 6909-6918

View Article Online

Paper

In order to clearly determine the oxidation state of silver in
the Ag-OMS-2 sample, XPS analysis was performed. Fig. 6 shows
the XPS spectrum of Ag-OMS-2, and clearly consists of the
anticipated elements of O, Mn, Ag and K. As shown in Fig. 6b,
the broad Mn 2p;,, band exposes the spin-orbit splitting pair
peaks at binding energies of 641.3 and 642.6 eV, which corre-
spond to surface Mn®" and Mn*" species, respectively. The
existence of mixed valence of Mn in the structure of OMS-2
causes electron transfer. Also, the Mn 2p,,, peak located at BE
= 654 eV is assignable to Mn®*.5* The molar ratio of Mn*" to
Mn*" in Ag-OMS-2 was 2.84, calculated by CasaXPS software ver.
2.3.25. Fig. 6¢ shows the O 1s spectrum of the sample, which
was fitted with two components. The peak at BE = 529.1 eV is
attributed to the lattice oxygen (Oja) and that at BE = 531 eV is
attributed to the surface adsorbed oxygen (O,qs).** In the case of
the Ag 3d XPS spectrum, two peaks located at the binding
energies of 374.7 and 368.6 eV are ascribable to Ag 3d;/, and Ag
3ds), states. These are in favour of the presence of silver as
reduced Ag® species.*

Catalytic hydration of nitriles using Ag-OMS-2

Hydration of nitriles is one of the most important chemical
processes to provide primary amides, which are important
precursors in production of raw materials necessary for the
chemical and pharmaceutical industries. In our study, hydra-
tion of benzonitrile to benzamide was selected as a model
reaction to optimize the reaction conditions including
temperature, catalyst loading, choice of solvent and reaction
time. Initially, it was found that the amount of the catalyst has
an important effect on the reaction yield. Increasing the amount
of the catalyst from 10 to 30 mg, drastically increased the yield,
due to the increase of the available active sites for the substrates
to be converted. In the absence of the catalyst, however, no
reaction occurred under the abovementioned conditions (Table
1, entries 1-5). When the reaction was carried out in presence of
K-OMS-2 as catalyst, the product yield was negligible. This
demonstrates a synergistic effect between silver nanoparticles
and OMS-2 support (Table 1, entry 6). With regard to the solvent
type, it was found that water is the best choice in terms of the
reaction time and yield. Fortunately, this is in favour of the
green chemistry principals. Protic solvents, including ethanol
and methanol, resulted in lower yields than expected, even in
companion with water (Table 1, entries 7-10). Aprotic solvents,
such as toluene and THF, on the other hand, led to a further
decrease in the reaction efficiency (Table 1, entries 11 and 12). It
was also found that the reaction is very time consuming, even in
presence of the Ag-OMS-2 catalyst. However, the conversion was
increased upon elevation of temperature, and a maximum yield
of 93% was obtained at 80 °C. Higher temperatures, on the
other hand, had no significant positive effect on the reaction
yield (Table 1, entries 13-16).

To study the generality and scope of the reaction, Ag-OMS-2
was applied to a wide range of nitriles (Table 2). Benzonitrile
derivatives with electron-withdrawing (Table 2, entries 2-7) or
electron-donating groups (Table 2, entries 8 and 9) exhibited
comparable reactivity in terms of yield of the final product.

© 2023 The Author(s). Published by the Royal Society of Chemistry
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Fig. 6 XPS survey scan for the Ag-OMS-2 (a), Mn 2p (b), O 1s (c), and Ag 3d (d).

Electron-withdrawing substituents, however, resulted in slightly
more yields as a result of making the nitrile carbon more
susceptible to nucleophilic attack by an activated water mole-
cule.* As expected, ortho-substituted benzonitriles produced

1
370 380
Binding energy (V)

lower yields than meta- and para-substituted analogues (Table 2,
entries 2-4), probably due to the steric hindrance effects.
Aliphatic substrates such as acetonitrile and acrylonitrile, on
the other hand (Table 2, entries 10 and 11), required more times

Table 1 Optimization of the reaction conditions for the synthesis of benzamide from benzonitrile in presence of Ag-OMS-2 as catalyst”

Entry Solvent Catalyst amount” (mg) Temperature (°C) Time (h) Yield (%)
1 Water 0 80 4 N.R.
2 Water 10 80 4 15

3 Water 20 80 4 68

4 Water 30 80 4 93

5 Water 40 80 4 96

6° Water 30 80 4 Trace
7 Methanol 30 80 4 N.R.
8 Ethanol 30 80 4 20

9 Methanol : water (1:1) 30 80 4 48

10 Methanol : water (1:2) 30 80 4 70

11 Toluene 30 80 4 Trace
12 THF 30 80 4 Trace
13 Water 30 25 4 11

14 Water 30 40 4 28

15 Water 30 60 4 66

16 Water 30 100 4 95

17 Water 30 80 1 20

18 Water 30 80 2 42

19 Water 30 80 3 70

“ Reaction conditions: Ag-OMS-2 as catalyst, solvent (4.0 mL), benzonitrile (1.0 mmol). * 4.87 mol% of Ag. © K-OMS-2 was used as catalyst.

© 2023 The Author(s). Published by the Royal Society of Chemistry
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Entry Substrate Product Temp. (°C) Time (h) Isolated yield (%)
CN o]
1 © ©)LNH2 80 4 93
CN [¢]
2 CIO /@*NHZ 80 4 95
Cl
Cl CN [¢]
3 \©/ CI\O)‘\NHZ 80 4 91
4 o CfLNHZ 80 4 89
Cl
CN (o)
5 B,/© /@*NHZ 80 4 92
Br
CN [¢]
6 FO /©)kNH2 80 4 97
F
CN [0}
7 OZN/©/ /©)LNH2 80 4 9%
O,N
CN [¢]
8 Me0/©/ /(j)LNH2 80 4 88
MeO'
CN [¢]
9 /[ j /(j)‘\m{2 80 4 90
[0}
10 CH;CN )k 100 9 70
NH,
CN [0}
11 N7 \)k 100 9 73
NH,
AN CN [e]
12 [ N NNHZ 80 4 95
Z
N
[¢]
S CN
S.
13 @/ \ / NH, 80 4 92

¢ Reaction conditions: nitrile (1.0 mmol), Ag-OMS-2 (30 mg), H,O (4 mL), 80 °C. The products were isolated by either recrystallization or column

chromatography, and confirmed by 'H NMR.

and temperatures to convert to corresponding amides due to
the increased electron density of nitrile carbon compared to
aromatic nitriles. Heterocyclic amides are also an important
class of mediators in medicinal chemistry. For example, nico-
tinamide is a form of vitamin B; and is used as a food and drug
supplement in treating pellagra and skin inflammations.*
Nevertheless, hydration of their nitrile precursors is somehow
difficult as a result of the strong tendency of nitrile substrates
toward metal centres.®® Interestingly, our devised protocol

6914 | RSC Adv, 2023, 13, 6909-6918

resulted in excellent conversion of heteroaromatic nitriles
containing S and N heteroatoms to their corresponding amides
in a rather short time (Table 2, entries 12 and 13). According to
these results, Ag-OMS-2 can be considered as an appropriate
catalyst for the hydration of nitriles. It should be noted that,
previous reports on Ag NPs as catalyst for the title reaction,
require high temperatures (up to 140 °C) and large amounts of
silver metal.

© 2023 The Author(s). Published by the Royal Society of Chemistry
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Fig. 7 (Left) Reusability of the Ag-OMS-2 for hydration of benzonitrile.

removal halfway.

Recovery and reuse of the Ag-OMS-2 catalyst was also tested.
After each run, the filtered catalyst was Soxhlet-extracted with
methanol for 1 h, and then oven-dried for 3 h. After six
consecutive cycles, a reasonable decrease in efficiency of the
catalyst was observed (Fig. 7). A hot filtration test was performed
to investigate the leaching of silver from the OMS-2 support into
the solution.

The experiment was carried out for the hydration of benzo-
nitrile, and the catalyst was removed from the reaction liquor
2 h after the start of the reaction at 80 °C. The filtered solution

"
MIRA3 TESCAN

SEM HV: 15,70 kv WD: 9.94 mm
SEM MAG: 150 kx Det: SE

View field: 1.38 ym Date(m/dly): 12/15/21 RMRC FESEM

-

Fig.8 FESEM (top) and TEM (bottom) images of the recovered catalyst
after the 6" run.
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was allowed to react until the end of the period (4 h) and no
change in the product yield was observed during the last 2 h
(Fig. 7). ICP analysis of the supernatant also confirmed the
absence of silver ions. Thus, it can be concluded that silver was
not leached out during the hydration reaction.

In addition, FESEM and TEM images of the catalyst recov-
ered after the 6™ run are presented in Fig. 8. As can be seen, the
catalyst retained its morphology and structure.

A possible reaction mechanism for nitrile hydration over the
Ag-OMS-2 is proposed in Fig. 9. Initially, nitrile is coordinated
through the interaction of nitrogen with the surface of Ag NPs,
as they carry a positive surface charge.>® The active oxygen sites
belonging to the OMS-2 structure (as Brgnsted bases) effectively
activate water molecules via Mn---O-H-OH interactions to form
the OH’~ species (step 1). Nucleophilic addition of hydroxyl to
the nitrile leads to the formation of a negatively charged tran-
sition state (steps 2 and 3). After hydrogen abstraction from
Mn-O---H by nitrogen, active oxygen sites regenerate on the
metal oxide. Finally, the resulting hydrated nitrile species
exchange ligand with the solvent, and amide is produced

(step 4).

R-CN H,0 §
C

Step 1 H H

+
e N
o /—\ o \[.)/ )
! ()
o Ag NPs
i
Step 4
R/C\NH2

|
Ca

A T H /_\ 0
.

o}
! .
Mn  Mn Mn  Mn
O M O M

step 3

Fig. 9 A possible mechanistic pathway for Ag-OMS-2 catalysed
hydration of nitriles.
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Table 3 Comparison of the catalytic activity of Ag-OMS-2 with other systems reported for hydration of nitriles

Entry Catalyst Reaction conditions Catalyst loading® Yield (%) Ref.

1 [(TPr)Au(NTf,)] H,O: THF (1:1), 140 °C, MW, 2 h 2 mol% 99 15

2 Ag NPs@mPMF H,0, 90 °C, in air, 7 h 5 mol% 97 64

3 Ag-PAAS H,0, 90 °C, in air, 9 h 3 mol% 90 67

4 Ag/Fe;0, H,0, 150 °C, 6 h 3 mol% 99 68

5 Ag-CIN-1 H,0, 100 °C, 3 h 50 mg 96 2

6 Ni NPs/HT H,0, 120 °C, 10 h 50 mg 85 69

7 Activated clay/C@Fe,O; H,0, KOH, 60 °C, 4 h 25 mg 81 70

8 [RuH,(PPh;),] H,O0, 100 °C, 24 h 5 mol% 62 71

9 Ni(u) complex H,0, 'PrOH, 70 °C, 6 h 2-10 mol% 91 29

10 Ru/chitin H,O0, N, atmosphere, 120 °C, 20 h 2.3 mol% 97 72

11 Ag/SiO, H,0, 140 °C, 3 h 45 mg 98 3

12 Ag-OMS-2 H,0, 80 °C, 4 h 4.87 mol% 93 This work

% Mol% of the active ingredient relative to the nitrile substrate.

Table 3 compares our results with some of the other catalytic
systems reported for hydration of nitriles. Some of these
systems have serious limitations such as need for additives, use
of organic solvents, prolonged reaction times, elevated
temperatures, high loads of catalyst, and need for a neutral
atmosphere.

Conclusions

Hydration of a broad range of nitriles to their corresponding
amides was achieved by using Ag-OMS-2 nanoparticles as
a heterogeneous catalyst under neutral conditions in water.
According to the proposed mechanism, the observed efficiency
can be attributed to the synergistic effect of silver with OMS-2
scaffold. Highlights of the present protocol include thermal
stability of the catalyst, ease of catalyst recycling and work-up,
and eco-friendly nature of the process as a result of using
water as both a solvent and a hydrating agent.

Characterization data for the amide products

Benzamide.

o

93% yield (112.6 mg); white solid; mp 124-126 °C; IR

(KBr, cm™"): 3371, 3173, 1660, 1576, 1501, 1403, 1184, 1120, 786,

634; "H NMR (250 MHz, CDCl,): 6 7.79 (d, ] = 7.76 Hz, 2H), 7.40-

7.51 (m, 1H), 7.25 (s, 2H), 6.27 (s, NH, 2H).
4-Chlorobenzamide.

(0]
Cl

95% yield (147.8 mg); white solid; mp 179-181 °C; IR
(KBr, cm™"): 3431, 3280, 1656, 1626, 1410, 1346, 1203, 1092, 791,
697; "H NMR (250 MHz, CDCL,): 6 7.73 (d, J = 6.5 Hz, 2H), 7.41
(d,J = 5.75 Hz, 2H), 5.80 (br, NH, 2H, exchange with solvent).
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[0}
Cl

91% yield (141.5 mg); white solid; mp 132-133 °C; IR
(KBr, cm™): 3355, 3199, 1676, 1616, 1435, 1325, 1302, 1102, 775;
'H NMR (250 MHz, CDCl;): 6 8.18 (s, 1H), 7.77-7.80 (d, J =
7.5 Hz, 1H), 7.58-7.63 (d, J = 12.5 Hz, 1H), 7.18-7.21 (t, ] =
2.5 Hz, 1H), 5.88 (s, 2H).

2-Chlorobenzamide.

3-Chlorobenzamide.

o
Cl

89% yield (138.4 mg); white solid; mp 142-145 °C; IR
(KBr, cm ™ 1): 3392, 3198, 1645, 1620, 1460, 1403, 1216, 1119, 839,
768, 634; "H NMR (250 MHz, CDCl,): 6 8.09 (d, J = 15.5 Hz, 1H),
7.46-7.54 (m, 1H), 7.09-7.30 (m, 1H), 6.68 (s, 1H), 6.17 (s, NH,
1H).

4-Bromobenzamide.

o

Br

92% yield (184 mg); white solid; mp 192-193 °C; IR (KBr, cm ™)
3352, 3164, 1654, 1620, 1407, 1279, 1014, 792; '"H NMR (250
MHz, CDCly): 6 7.87 (d,J = 7.5 Hz, 2H), 7.67 (d, ] = 4.25 Hz, 2H),
6.05 (br, NH, 2H, exchange with solvent).

4-Fluorobenzamide.

[0}

F

97% yield (134.9 mg); white solid; mp 155-157 °C; IR
(KBr, cm™1): 3335, 3169, 2932, 1666, 1618, 1405, 1215, 1112, 780;
"H NMR (250 MHz, CDCl5): 6 7.83 (t,] = 4.25 Hz, 2H), 7.11-7.21
(m, 2H), 6.06 (s, NH, 2H).

© 2023 The Author(s). Published by the Royal Society of Chemistry
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o

4-Nitrobenzamide.
O,N

2’

96% yield (159.4 mg); yellow solid; mp 197-199 °C; IR
(KBr, cm™'): 3474, 3350, 3166, 1676, 1599, 1524, 1410, 1344,
1139, 1111, 1007, 864, 763, 707, 658, 607; 'H NMR (250 MHz,
CDCl;) 6 8.30 (d, J = 8.28 Hz, 2H), 7.96 (d, J = 8.25 Hz, 2H), 7.26
(br, NH, 2H, exchange with solvent).

4-Methoxybenzamide.

o

MeO'

88% yield (133 mg); white solid; mp 166-167 °C; IR (KBr, cm ™ ):

3391, 3169, 1647, 1615, 1571, 1423, 1393, 1251, 1180, 1023, 850,

811, 649; "H NMR (250 MHz, CDCl,): 6 7.76 (d,J = 7.0 Hz, 2H),

6.91 (d,J = 7.0 Hz, 2H), 5.92 (s, NH, 2H), 3.84 (s, 3H).
4-Methylbenzamide.

o

90% yield (121.6 mg); white solid; mp 157-159 °C; IR
(KBr, cm™%): 3343, 3165, 1671, 1616, 1568, 1412, 1287, 1119, 840,
793, 672; 'H NMR (250 MHz, CDCL;): 6 7.69 (d, J = 7.75 Hz, 2H),
7.23 (d, J = 7.75 Hz, 2H), 5.96 (br, NH, 2H, exchange with
solvent), 2.40 (s, 3H).

Acetamide.

(¢}

)]\NHQ

70% yield (41.3 mg); white solid; mp 79-80 °C; IR (KBr, cm ):
3512, 3323, 2962, 1369, 1109, 996, 813, 644; 'H NMR (250 MHz,
DMSO-de): ¢ 6.60 (s, 2H), 1.73 (s, 3H).

Acrylamide.
\/ﬂ\
NH

73% yield (51.8 mg); white solid; mp 84-87 °C; IR (KBr, cm™"):

3466, 3355, 2864, 2337, 1629, 1509, 1390, 1107, 1021, 1135, 711; 'H

NMR (250 MHz, DMSO-dg): 6 6.15-6.79 (m, 2H), 5.34 (s, NH, 2H).
Nicotinamide.

2

A NH,

95% yield (116 mg); white solid; mp 126-128 °C; IR (KBr, cm ™)
3354, 3156, 2915, 1666, 1606, 1399, 1192, 1089, 607; '"H NMR

© 2023 The Author(s). Published by the Royal Society of Chemistry
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(250 MHz, DMSO-dg): 6 9.07 (d, J = 12.5 Hz, 1H), 8.60-8.70 (m,
1H), 8.14-8.28 (m, 1H), 7.58 (s, 1H), 7.28-7.34 (m, 1H).
Thiophene-2-carboxamide.

S

\_/

NH,

92% yield (116.9 mg); yellow solid; mp 176-178 °C; IR
(KBr, cm™Y): 3304, 3078, 1612, 1538, 1404, 1345, 1278, 1228,
1086, 931, 832, 689; "H NMR (250 MHz, CDCl,): § 7.84 (t, ] =
5.5 Hz, 1H), 7.57 (d, ] = 7.0 Hz, 1H), 7.14 (t, ] = 7.0 Hz, 1H), 5.66
(br, 2H, exchange with solvent).
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