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It remains challenging to construct C=N bonds due to their facile ~Intramolecular hydride transfer
hydrogenation. Herein, a single Co atom catalyst was discovered to be active for
the selective construction of C=N bonds toward the synthesis of imines and N-
heterocycles via reductive coupling of nitroarenes with various alcohols, including
inert aliphatic ones. DFT calculations and experimental data revealed that the
transfer hydrogenation proceeded via the intramolecular hydride transfer and the
transfer of H from the a-Cg,3-H bond to the nitro group was the rate-determining
step. The single Co atoms served as a bridge to transfer the electrons from the
catalyst to the adsorbed alcohol molecules, resulting in the activation of the a-
C,p3-H bond. Unlike metal nanoparticles, the C==N bonds in imine products can
be reserved due to the large steric hindrance from substituents on C and N. DFT
calculation also confirmed that transfer hydrogenation of the C=N bonds in
imines is thermodynamically unfavored with a much higher energy barrier
compared with the transfer hydrogenation of the —NO, group (1.47 vs 1.15 eV).

Advantages

@ High activity at base-free conditions
® High selectivity for C=N bond construction

® Wide substrate scope including inert aliphatic alcohols
reductive coupling reaction, CSN bonds, nitro compounds, biomass-derived alcohols, single Co atom catalyst

constructing C=N bonds. Amines and aldehydes were first
obtained via the transfer hydrogenation of nitro compounds
with alcohols and then coupled to generate C=N bonds
(Scheme 1). Therefore, the reductive coupling of nitro
compounds with biomass-derived alcohols represents the
sustainable approach for the construction of C=N bonds,
but it is challenging over the supported metallic nanoparticle
catalysts. Considering the reductive coupling reaction on
metallic nanoparticles, it proceeds via the metal-mediated
“dehydrogenation—hydrogenation” mechanism (Scheme 1),
involving the dehydrogenation of alcohols into carbonyl
compounds to generate the active hydrogen species (M-H,
metal hydride) on the surface of metallic nanoparticles, which
were further used for the hydrogenation of —NO, groups into
—NH, groups, followed by the condensation of amines and
aldehydes into imines (C=N bonds). The adsorption of
imines via 77-coordination was strong on nanoparticles, leading
to the facile insertion of metal hydride into the C=N
bond.">™"? In fact, the reductive coupling of nitro compounds
with alcohols has been extensively studied over noble metal
catalysts, but the resulting products were mainly secondary

Nitrogen-containing chemicals have been extensively used in
many fields, such as fine chemicals, pharmaceuticals, and
molecular motors.' Therefore, great effort has been devoted to
synthesizing different kinds of nitrogen-containing chemicals,
such as amines, imines, and N-heterocycles, and the key to
access these value-added chemicals was the construction of
C=N bonds.”* Traditionally, C=N bonds were formed by
the acid-catalyzed condensation of carbonyl groups and amines
or ammonia, which were limited to the active carbonyl
compounds and encountered difficulty in the disposal of acid
wastes.” Therefore, great effort has been devoted to the
development of novel methods for the environmentally benign
and selective construction of C=N bonds."* Under reductive
conditions, the selective construction of C=N is very
challenging, as the hydrogenation of C=N bonds into C—N
bonds is both kinetically and thermodynamically favorable.*
Therefore, current methods on the selective construction of
C=N bonds are mainly performed under oxidative or inert
atmospheres, such as the oxidation/dehydrogenation of
secondary amines,”® the dimerization of primary amines,’
and the oxidative coupling of alcohols with anilines.*

From the viewpoints of green and sustainable chemistry, it is December 25, 2023
highly desirable to use renewable raw materials, such as March 2, 2024
biomass, to replace fossil resources for the synthesis of value- March 4, 2024
added products.”~"* Alcohols, which can be generated from September 4, 2024
renewable biomass either by a chemical or biotechnology
strategy,'”'* can serve as the perfect carbon source for
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Scheme 1. Current Methods of the Reductive Coupling of Alcohols with Nitro Compounds
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amines with C—N bonds (Scheme 1, reaction A), while limited
cases were on the synthesis of imines with C=N bonds.”'°
Besides the challenge in selectivity control for C=N bonds,
the limited substrate scope only included active alcohols, and
the requirement for base additives to help cleave the O—H
bond also impeded the industrial application of the reductive
coupling strategy for C=N bond construction. To address the
above-mentioned issues, it is highly demanded to design novel
heterogeneous non-noble metal catalysts with high activity and
selectivity for base-free C=N bond construction via the
reductive coupling of nitro compounds and alcohols, especially
the inert aliphatic ones."
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Reducing the affinity of imines to the catalyst surface should
be an efficient way to avoid further hydrogenation of C=N
bonds in imines and realize the selective synthesis of C=N
bonds. It was reported that the product selectivity can be tuned
by controlling the size of metal nanoparticles.”"”** For example,
Jiarui et al. reported that the selectivity of hydrogenation of 3-
nitrostyrene could be controlled by manipulating the size of Pt
nanoparticles in Pt/TiO, catalysts.”> When the particle size
was smaller than 5.5 nm, 3-vinylaniline was the main product
without the hydrogenation of the vinyl group (C=C bond). If
the particle size was larger than 5.5 nm, 3-ethylaniline became
the major product. The authors attributed this particle-size-
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Figure 1. Preparation and characterization of Co—N,/NC-1000 and Co/NC-1100 catalysts: (a) procedure of the preparation of the Co—N,/NC-
1000 catalyst; (b) TEM image for the Co—N,/NC-1000 catalyst, and (c) HR-TEM image for the Co/NC-1100 catalyst; (d) AC-STEM image,
scale bar: S nm; (e) HAADF-STEM image, and (f) corresponding EDX elemental mapping images of the elements C, N, and Co for the Co—N,/

NC-1000 catalyst, scale bar: 500 nm.

controlled selectivity to the selective adsorption of polarized
nitro groups for small-sized nanoparticles. Considering the
similar chemical environment and electronic property of the
C=N bonds in imines and the C=C bond in 3-nitrostyrene,
it is expected that reducing the size of nanoparticles would be
an effective way for the selective synthesis of imines by the
reductive coupling of nitro compounds and alcohols. Unlike
the challenge in the preparation of small-sized noble metal
nanoparticles, it is difficult to prepare small-sized non-noble
metal nanoparticle catalysts (<5.0 nm) with enhanced catalytic
activity and high stability in the reductive coupling of nitro
compounds and alcohols, especially aliphatic ones.

Besides metal nanoparticles, single metal atom catalysts have
emerged as a new frontier in the field of heterogeneous
catalysis because of their high atom utilization and unique
properties.”* > In recent years, our group has successfully
prepared several kinds of nitrogen-coordinated single-atom
metal catalysts for some important chemical reactions.””™>"
The single metal atom sites were discovered to play multiple
roles in the activation of substrates via the Lewis acid—Lewis
base interaction or mediating the electron transfer.”” Based on
our previous experiences, it is expected that the single metal
atoms might activate alcohols via Lewis acid—Lewis base
interaction for reductive coupling with nitro compounds.
Meanwhile, the C=N bonds in the aimed imine products
should desorb off from the catalyst surface due to the large
steric hindrance, avoiding further hydrogenation of C=N
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bonds (Scheme 1, reaction B, right). Herein, the single-atom
Co catalyst bearing with Co—N, motifs was successfully
prepared by the simple pyrolysis method, and it demonstrated
an excellent catalytic performance for the selective con-
struction of C=N bonds toward the additive-free synthesis
of structure-diverse imines and N-heterocycles, including
benzazoles, quinoxalines, and quinazolines via the reductive
coupling of nitro compounds with alcohols for the first time
(Scheme 1, reaction C).

As shown in Figure la, the biomass-derived lignin alkali was
used as the polymer precursors to host Co®" and Zn** cations
via the coordination with nitrogen atoms in lignin alkali. To
further increase the content of nitrogen atoms in the catalyst,
dicyandiamide was mixed with a Co/Zn-lignin alkali complex,
and the composite was subjected to pyrolysis under the flow of
nitrogen gas. Zn atoms were introduced into the starting
materials (Co/Zn-lignin alkali) to increase the spatial distance
of cobalt atoms and avoid the aggregation of single Co atoms
in the formation of Co nanoparticles or clusters. As the boiling
point of Zn was 908 °C,*” two pyrolysis temperatures of 1000
and 1100 °C were selected in order to fully evaporate off the
Zn atoms in the as-prepared Co catalysts, which were
abbreviated as Co—N,/NC-1000 and Co/NC-1100, respec-
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Figure 2. (a) Co K-edge XANES spectra of Co—N,/NC-1000, CoPc, CoO, and Co foil. (b) The corresponding Fourier-transformed (FT) k*-
weighted Co K-edge spectra obtained on Co—N,/NC-1000, CoPc, CoO, and Co foil. (¢, d) The corresponding XAFS fitting curves of Co—N,/
NC-1000 in k (c) and R (d) space, the inset shows the schematic model of the Co—N, moiety in the carbon framework. (e) Wavelet
transformation (WT) for the k*-weighted Co K-edge XAFS signal of Co—N,/NC-1000, CoPc, CoO, and Co foil (from left to right).

tively, according to the following characterization. Indeed, the
mass content (wt %) of Co in the two Co catalysts was
determined by inductively coupled plasma atomic emission
spectroscopy (ICP-AES) to be 2.7 and 3.5 wt % for Co—N,/
NC-1000 and Co/NC-1100, respectively, while Zn was below
the detection limit (107 wt %). Compared with Co—N,/NC-
1000, the higher weight percentage of Co in Co/NC-1100 was
due to the release of many more volatile compounds at the
higher pyrolysis temperature of 1100 °C. NC-1000 was
prepared with a method similar to that for Co—N,/NC-1000
except that no Co source was added.

X-ray diffraction (XRD) pattern of Co—N,/NC-1000 only
showed a broad shoulder peak at 26.4° and a weak peak at
42.4° (Figure S1), assigning to the (002) and (100) planes of
the graphitic carbon, respectively (PDF #89-8487).%%"
However, besides the graphitic peaks, an additional peak at
44.2° is observed in the XRD pattern of Co/NC-1100,
attributing to the characteristic (111) facet of metallic Co
nanoparticles (JCPDS PDF#15—0806).° According to the
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XRD results, it can be concluded that the Co species in Co—
N,/NC-1000 should be present as single Co atoms or Co
clusters. Transmission electron microscopy (TEM) was also
conducted to identify the morphologies and presence of Co
species in the two catalysts. As shown in Figure 1b, the thin
nitrogen-doped carbon layers were observed in the high-
resolution TEM (HR-TEM) image of Co—N,/NC-1000
without the observation of cobalt nanoparticles or tiny clusters.
While cobalt nanoparticles were clearly observed in the TEM
image of Co/NC-1100 with an average size of 15.8 nm (Figure
S2), a lattice fringe of 0.205 nm corresponding to the (111)
facet of Co was found in the HR-TEM image (Figure lc), in
good accordance with the XRD results. Then, we resorted to
aberration-corrected high-angle annular dark-field scanning
transmission electron microscopy (AC HAADEF-STEM) to
identify the Co species in Co—N,/NC-1000. As shown in
Figure 1d, single Co atoms were atomically dispersed on the
nitrogen-doped carbon under a high magnification mode and
were marked by separated bright dots and highlighted by
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yellow circles. HAADF-STEM image and the corresponding
EDX elemental mapping images of Co—N,/NC-1000 revealed
that elements of N and Co were homogeneously distributed on
the entire carbon support (Figure le,f).

X-ray photoelectron spectroscopy (XPS) was used to detect
the valence states of the as-prepared Co catalysts. After careful
fitting, a significant difference was observed in the Co 2p XPS
spectra of Co—N,/NC-1000 and Co/NC-1100. The fitted Co
2p3/, XPS spectrum of Co—N,/NC-1000 showed a main peak
at a binding energy of 780.5 eV and a satellite peak with a
binding energy of 784.2 eV, which suggests that the surface
valence state of Co in Co—N,/NC-1000 was close to +2
(Figure S3a). The two main peaks with binding energies at
779.4 and 781.0 eV were observed for the fitted Co 2p;,, XPS
spectrum of Co/NC-1100 (Figure S3b), assigned to the
metallic Co and oxidized Co species, respectively. The
presence of oxidized Co species in Co/NC-1100 is due to
the surface oxidation of metallic Co during the storage of the
catalyst in the air.”” The XPS results revealed that metallic Co®
was only present in Co/NC-1100, in good accordance with the
XRD and TEM results (Figures S1 and S2). Considering the N
1s XPS spectra, five peaks were fitted for Co—N,/NC-1000
and Co/NC-1100 (Figure S4) with different binding energies
as follows: pyridinic N (398.7 eV), Co—N, (399.7 eV),
pyrrolic N (401.0 eV), graphitic N (402.7 eV), and oxidized N
(405.2 eV).*® The atomic percentage (atom %) of nitrogen
atoms determined by XPS was noted to decrease greatly from
13.4 atom % in Co—N,/NC-1000 to 5.0 atom % in Co/NC-
1100, suggesting that a large amount of nitrogen species were
released at 1100 °C (Table S1). In addition, the pyridinic N
atoms, which are generally believed to be the anchoring sites to
the single metal atoms,3’6 were the major N species in Co—N,/
NC-1000 with an atomic percentage up to 46.9 atom %.

Furthermore, X-ray absorption near-edge structure
(XANES) and X-ray absorption fine structure (XAFS) analyses
were performed to reveal the local coordination environment
and chemical state of the single Co atoms in Co—N,/NC-
1000. The E, value (the first inflection point on the edge; the
higher E,, the higher oxidation state) in the XANES spectrum
of Co—N,/NC-1000 is located between CoO and cobalt
phthalocyanine (CoPc) and far away from the Co foil (Figure
2a). These results suggest that the valence state of the single
Co atom in Co—N,/NC-1000 is near +2.>” The Fourier-
transformed (FT) k’-weighted extended XAFS (EXAFS,
Figure 2b) spectrum of Co—N,/NC-1000 only shows a main
peak at 1.88 A, corresponding to the primary coordination
shell of Co, and it is very close to the Co—N bond in CoPc but
much smaller than 2.17 A (Co—Co) found in Co foil and 2.12
A (Co—Co) found in CoO, indicating that Co most likely
coordinated N. EXAFS fitting was further performed to
confirm the structural parameters and extract the quantitative
chemical configuration of single Co atom. The corresponding
EXAFS fitting curves of Co—N,/NC-1000 in the k and R
spaces are shown in Figure 2c¢,d, respectively. The best fitting
result for the first shell shows that each Co atom is coordinated
with four nitrogen atoms on average with a Co—N, motif
(Table S2), and the schematic model of the Co—N, moiety in
Co—N,/NC-1000 is inserted in Figure 2d. EXAFS wavelet
transform (WT) analysis, which can provide both radial
distance resolution and wavenumber (k)-space resolution,*®
was employed to further ascertain the atomic Co dispersion.
The WT EXAFS plot of Co—N,/NC-1000 exhibited only one
intensity maximum at ~4.6 A™! (Figure 2e), far from the value
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found on Co foil (7.2 A™!, Co—Co) and CoO (4.2 A™!, Co—
O) but very close to the value found on CoPc. Thus, the Co
species in Co—N,/NC-1000 were confirmed to be atomically
distributed and coordinated with N. These structural features
together evidenced that the atomic isolated Co—N, sites were
the only Co species in the Co—N,/C-1000 catalyst.

Finally, the texture properties of the as-prepared Co catalysts
were investigated by N, adsorption—desorption isotherms. As
shown in Figure SS, the N, adsorption—desorption isotherms
of the two catalysts displayed a type-IV isotherm with an H4
hysteresis loop and an I-type isotherm with equilibrium in the
P/P, range 0—0.1, which were characteristics of micro/
mesoporous materials. Pore size distributions also revealed a
wide distribution in pore sizes with both micropores and
mesopores in the two catalysts. Due to the evaporation of Zn
atoms and the release of volatile gases, Co—N,/NC-1000 and
Co/NC-1100 have a similar large surface area up to 826.9 and
923.7 m*/g (Table S3), respectively.

The reductive coupling of nitrobenzene with benzyl alcohol
was used as the model reaction to evaluate the catalytic
performance of the as-prepared Co catalysts (Table 1). To our

Table 1. Catalyst Screening for Aerobic Ammoxidation of
Benzaldehyde®

3

selectivity (%)

entry catalyst conversion (%) 1 2 3

1 Co—N,/NC-1000 60.9 3.0 95.9 1.1
2 Co/NC-1100 4.8 13.0 87.0 0.0
3 NC-1000 <1 >99

4 Pt/C 59.0 82.2 17.8
S Pd/C 32.0 86.9 13.1
6° Co—N,/NC-1000 11.9 18.0 80.9 1.1
74 Co—N,/NC-1000 7.8 25.0 73.6 14
8¢ Co—N,/NC-1000 >99 1.3 95.0 2.4

“Reaction conditions: Nitrobenzene (0.5 mmol), metal loading (1.8
mol %), 180 °C, hexane (10 mL), and 8 h. %20 mg of NC-1000 was
used. “KSCN (0.5 mmol) was added. dPyrrole (0.5 mmol) was added.
“Reaction time was prolonged to 16 h.

great pleasure, Co—N,/NC-1000 demonstrated an excellent
catalytic performance for this transformation, which gave a
60.9% conversion of nitrobenzene at 180 °C after 8 h (Table 1,
entry 1). In contrast to Co—N,/NC-1000, Co/NC-1100
bearing Co metallic nanoparticles demonstrated much lower
activity, affording a lower conversion of 4.8% (Table 1, entries
1 vs 2). Cobalt-free nitrogen-doped carbon (abbreviated as
NC-1000) was also prepared by the same procedure as that for
Co—N,/NC-1000 except that cobalt salt was not added in the
precursor. NC-1000 delivered almost no activity in this
reaction (Table 1, entry 3), indicating that nitrogen-doped
carbon was not active in this transformation. These results
confirmed that single-atom Co—N, motifs instead of metallic
Co nanoparticles were the active sites for the reductive
coupling reactions. As expected, the poisoning experiment by
KSCN resulted in a great decrease in nitrobenzene conversion
because of the strong affinity of SCN™ to the single metal
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Table 2. Synthesis of Imines with Alcohols and Nitro Compounds®
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Pro. 7,95.7%, 18 h
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Pro. 11, 96.1%, 18 h
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Pro. 4,92.8%, 16 h
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Pro. 8, 96.8%, 16 h
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Pro. 13,94.0%,18 h  Pro. 14, 92.9%,24 h

Pro. 15,76.1%, 20 h

@NQ/\/\ @/NVW

Pro. 17,64.4%,24 h Pro. 18, 58.7%, 24 h

Pro. 16, 70.8%, 20 h

“Reaction conditions: Nitroarenes (0.5 mmol), Co—N,/NC-1000 (20 mg), hexane (10 mL), aromatic alcohols (3 mmol), 180 °C and N, (10

bar); Note: aliphatic alcohols were also used as the reaction solvents.

atoms (Table 1, entries 6).” It was noted that Co—N,/NC-
1000 even demonstrated comparable activity to Pt/C and
much higher catalytic activity than Pd/C (Table 1, entries 1 vs
4 and S) under identical conditions. The reaction route was
then investigated. Generally, two mechanisms have been
reported for transfer hydrogenation with alcohol: (1) metal-
mediated dehydrogenation—hydrogenation and (2) intra-
molecular hydride transfer.”” Transfer hydrogenation over
metallic nanoparticle catalyst normally proceeded via mecha-
nism 1 with the formation of metal hydride as the active
species.”’ Considering the oxidation states of Co and low
concentration of Co sites, the reductive coupling of nitro-
benzene with benzyl alcohol over the Co—N,/NC-1000
catalyst was more likely to proceed via the intramolecular
hydride transfer mechanism. Controlled experiments on the
dehydrogenation of benzyl alcohol performed over Pd/C and
Co—N,/NC-1000 catalysts also confirmed distinct mecha-
nisms over these two catalysts. The dehydrogenation of benzyl
alcohol over Pd/C gave 15.3% conversion after 8 h at 180 °C,
while Co—N,/NC-1000 showed no activity in the dehydrogen-
ation of benzyl alcohol (Table S4).

Besides the superior high catalytic activity of Co—N,/NC-
1000 over Pd/C and Pt/C catalysts, Co—N,/NC-1000 also
demonstrated a great advantage in the achievement of high
selectivity of imines with C=N bonds. The imine molecules
can adsorb on the surface of the metallic Pd or Pt nanoparticles
by #-coordination via the C=N bonds, leading to the
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inevitable insertion of metal hydride into the C=N bonds.**
However, the hydrogenation of the C=N bonds was much
more difficult over Co—N,/NC-1000 due to the prohibited 7-
coordination adsorption from large hindrances and the absence
of metal hydride species. Electron-rich alkoxides from
deprotonation of alcohols (RCH,OH) and nitro group should
have a stronger interaction with the electron-deficient Co®*
site, while the weak polar C=N bonds bound weakly to Co—
N, sites in Co—N,/NC-1000 due to large steric hindrance
from bulky substituents on C and N atoms. The above
discussion was also confirmed by DFT calculations (vide
infra).

Another key advantage of our developed Co—N,/NC-1000
catalysts was the fact that they were free of base-free
conditions. Base additives were generally required for metallic
nanoparticle-catalyzed reductive coupling reactions to help
capture H' from the —OH group in alcohols and form alkoxide
anions (RCH,07) and metal hydride for the hydrogenation of
—NO, groups.”®** The as-prepared Co—N,/NC-1000 catalyst
has abundant basic N atoms (particularly, pyridinic N) (Table
S1), avoiding the use of external base additives.** The amount
of basic sites was determined to be 0.394 and 0.170 mmol/g
for Co—N,/NC-1000 and Co/NC-1100 by CO, temperature-
programmed deposition (CO,-TPD) profile, respectively
(Table SS, Figure S6). The larger amount of basic sites in
Co—N,/NC-1000 compared to Co/NC-1100 was due to its
larger content of nitrogen atoms. Lower conversion obtained
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Table 3. Reductive Coupling of Alcohols with Two-Substituted Nitrobenzenes”

RiT NG +R7OH —» R1—:/ N/)—Rz
2

FG=NH,, OH, NO,, SH

X=N,O0,S

H

-

Pro. 20, 98.0%, 12 h

CL”

Pro. 24, 97.6%, 18 h

Cr”

Pro. 28, 99%, 18 h

CL42

Pro. 32,96.9%, 16 h

H
N
»
N
Pro. 19, 92.0%, 12 h
H
©:N>_)AT
/,
N
Pro. 23,98.8%, 16 h
H
N
/
N (
Pro. 27,99%, 16 h
H
N
/,
N
Pro. 31,97.5%, 14 h
H
N
/>—©—0|
N

Pro. 35, 99%, 36 h

v

Pro. 39, 96.4%, 25 h
H

AL

Pro. 43,99%, 14 h
H

OG-

Pro. 47,98.3%,12 h

et

Pro. 51,99%, 12 h

Pro. 36, 99%, 48 h

Jous

Pro. 40, 98.9%, 14 h

Pro. 44, 95.5%, 14 h
H

N
N
Lo
N” N
Pro. 48,94.2%,12 h
0] :\/
/
N

Pro. 525,99%,14 h

Pro. 497,92.9%, 14 h

Pro. 53, 96.8%, 14 h

Cr

Pro. 21, 98.5%, 12 h

CL

Pro. 25, 99%, 20 h

Pro. 22, 95.1%, 14 h

Pro. 26, 99%, 22 h

-0 OO

Pro. 29, 89.2%,14 h

Pro. 30,99%, 14 h

CI-0~ -

Pro. 33,97.6%, 14 h

Pro. 34,99%,36 h

-0+ CL-Oren Crp-3

Pro. 37, 91.0%, 48 h

H

N
-

Br N

Pro. 41,96.9%, 14 h

H H
F. N N
ID:, @/
F N NC N

Pro. 45, 95.0%, 14 h

Pro. 38,99%, 25 h
H

AL

Pro. 42,94.4%, 14 h

O

Pro. 46, 98.6%, 14 h

OO

Pro. 50" ¢, 82.1%, 16 h
S
Y,
N

Pro. 54%,90.6%, 14 h

H

-
S

“Reaction conditions: 2-OH/NH,/NO,/SH nitrobenzene (0.5 mmol), the Co—N,/NC-1000 catalyst (20 mg), hexane (10 mL), aromatic alcohols
(3 mmol), and 180 °C. ®1,2-Dinitrobenzene was used as the substrate. °6 mmol of benzyl alcohol was used. Note: Aliphatic alcohols were also used

as the reaction solvents.

in the presence of the acidic pyrrole molecules also confirmed
the crucial role of basic nitrogen atoms in the Co—N,/NC-
1000 catalyst (Table 1, entries 1 vs 7).

It was noted that the reductive coupling of nitrobenzene
with benzyl alcohol was greatly affected by the reaction
solvents (Table S6). Hexane and toluene without heteroatoms
were much better than other solvents, affording high
nitrobenzene conversions of 60.9 and 56.7%, respectively.
However, poor or low nitrobenzene conversions (3.7—32.9%)
were attained in the solvents containing nitrogen or oxygen
atoms, such as 1,4-dioxane, tetrahydrofuran (THEF), and
acetonitrile. The possible reason should be the strong affinity
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of these solvents to single Co atom sites by the interaction of
the heteroatoms in these solvents with the single Co atoms,
similar to the decrease in the activity of Co—N,/NC-1000 by
the addition of KSCN as described above (Table 1, entries 1 vs
6). By prolonging the reaction time to 16 h, N-benzylideneani-
line attained a high yield of 95.0% with full nitrobenzene
conversion (Table 1, entry 8).

Then, the substrate scope for the synthesis of imines was
studied. As shown in Table 2, structure-diverse imines with
high to excellent yields (70.8% ~ 99.2%) were successfully
produced via the reductive coupling of nitroarenes with
alcohols over Co—N,/NC-1000. Compared with the reactions
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with aromatic alcohols, the reductive coupling of nitrobenzene
with aliphatic alcohols produced the corresponding imines
with relatively low yields (Pro. 1—14 vs Pro. 15—18) due to the
presence of side byproducts. C1—C4 alcohols can undergo the
carbon-chain growth side reactions between the alcohols and
the in situ formed aldehydes to generate the long-chain
compounds, which couple with the in situ formed anilines to
reduce the yields of the corresponding imines."”*® For
example, 10.6% 2-methyl-quinoline was produced in the
reductive coupling of nitrobenzene and ethanol.

Generally, reductive coupling of aliphatic alcohols and nitro
compounds was quite difficult due to the challenge in the
dehydrogenation of aliphatic alcohols. The superior catalytic
activity of Co—N,/NC-1000 over metallic nanoparticle
catalysts, such as Pt/C and Pd/C, may be due to the different
reaction mechanisms. The key step in the metal-mediated
transfer hydrogenation, the major mechanism over supported
metallic nanoparticles, was the generation of active H species
through the dehydrogenation of alcohols (RCH,OH), which
were further used for in situ reduction of the nitro group. Such
a mechanism was greatly affected by the stability of the
carbocation after removing a-Cg,;-H (RCH'OH). Therefore,
the transfer hydrogenation of aromatic alcohols was much
easier than the aliphatic alcohols over metallic nanoparticles
due to the enhanced stabilization effect on the carbocation
from the aromatic ring,""*” and most of the reported methods
were only suitable for the active aromatic alcohols.”**** While
for Co—N, sites in Co—N,/NC-1000, the single-atom Co’*
sites in Co—N,/NC-1000 could activate alcohols via Lewis
acid—Lewis base interaction and promote the transfer of the H
atoms in alcohols to the —NO, group directly. The reaction
started from the strong adsorption of ethanol on the Co®" site,
following the abstraction of the proton from O—H by adjacent
N, while the Lewis acid Co®* site coordinated with the alkoxide
ion (conjugated base of alcohol). The transfer of the H atom
from the a-Cg3-H to the —NO, group and generation of
aldehyde then proceeded in a coordinated manner without
carbocation formation. Therefore, the R groups in alcohols
should not influence the activity of the substrates. That was
why aliphatic alcohols, which should be inert over nanoparticle
catalysts, were active in our method.

The success in the selective synthesis of imines inspired us to
further extend our developed method for the synthesis of N-
heterocycles via the reductive coupling strategy, which also
involves the reductive coupling step to generate the C=N
bonds. First, the synthesis of benzazoles was carried out by the
reductive coupling of 2-NH,/OH/SH-substituted nitroben-
zene with alcohols (Table 3). The reductive coupling of 2-
nitroaniline with biomass-derived alcohols was explored over
the Co—N,/NC-1000 catalyst. Our developed single Co atom
catalytic system shows an extremely wide substrate scope. Both
aliphatic (Table 3, Pro. 19—28) and aromatic alcohols (Table
3, Pro. 29—39) were suitable hydrogen donors and alkylated
reagents for the reductive coupling with 2-nitroaniline,
affording the corresponding 2-alkyl benzimidazoles with high
to quantitative yields. The activity of the nonbranched aliphatic
alcohols decreased with an increase of the carbon number
(Table 3, Pro. 19—26) because aliphatic alcohols bearing
longer carbon chains had larger steric hindrance to the single
Co atom sites in Co—N,/NC-1000. Unlike the synthesis of
imines from the reductive coupling of nitrobenzene with
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aliphatic alcohols, the reductive coupling of 2-nitroaniline with
aliphatic alcohols produced the corresponding benzimidazoles
with excellent yields, possibly due to the fast cyclization
process, which inhibits the side reactions.

For the reductive coupling of 2-nitroaniline with aromatic
alcohols, hexane was also screened to be the best solvent
(Table S6). The activity of aromatic alcohols was affected by
the electronic properties of the substituted groups. Aromatic
alcohols with electron-donating substituted groups demon-
strated higher activity than those with electron-withdrawing
substituted groups (Table 3, Pro. 30—33 vs 34—37). The
possible reason should be due to the fact that the electron-
donating substituted groups would enhance the electron
density of the a-C,;-H bond, which benefited the transfer of
the negative H atom (H™) from a-C,;-H to the nitro groups
after the activation by a single Co atom catalyst. Compared
with p-methyl benzyl alcohol and m-methyl benzyl alcohol, o-
methyl benzyl alcohol showed steric hindrance in the reductive
coupling of 2-nitroaniline (Table 3, Pro. 30—31 vs 32). The
reductive coupling of fused-ring alcohols with 2-nitroaniline
also proceeded smoothly, affording the corresponding
benzimidazoles with excellent yields (Table 3, Pro. 38 and
39). Furthermore, various kinds of 2-nitroaniline derivatives,
including the heterocyclic substrates, all successfully underwent
the reductive coupling reactions with ethanol to give the
corresponding 2-methyl-benzimidazole derivatives with ex-
cellent yields (Table 3, Pro. 40—48). In contrast to aromatic
alcohols, the electron properties and the number of substituted
groups in 2-nitroaniline derivatives showed no significant
influence on the catalytic efficiency, which suggests that the
cleavage of the a-Cg,;-H bonds in alcohols should be more
difficult than the reduction of the nitro group by the hydrogen
atoms transferred from alcohols. Besides 2-nitroanilines, 1,2-
dinitrobenzene with two nitro groups was also suitable for the
synthesis of benzimidazoles with aliphatic and aromatic
alcohols (Table 3, Pro. 49 and 50). After the success in the
synthesis of benzimidazole derivatives, the reductive coupling
of 2-nitrophenol or 2-nitro thiophenol with alcohols was also
conducted, affording the corresponding benzoxazoles and
benzothiazoles with high to quantitative yields (Table 3, Pro.
51—54), respectively. Besides the high catalytic activity, Co—
N,/NC-1000 also showed good tolerance to other functional
groups, such as halogen and nitrile groups, which was also one
of the significant merits as compared with those of other
catalytic systems. For example, the base additives generally
caused the dehalogenation of halogen-substituted substrates.*’
In addition, it was noted that the side reaction of the N-
alkylation of benzimidazole was not observed in our catalytic
system. As shown in Scheme S1, the synthesis of
benzimidazole derivatives included three steps: (I) the initial
transfer hydrogenation of —NO, groups in 2-nitroanilines to
generate —NH, groups, (II) condensation of the in situ formed
aldehydes with —NH, groups to give the Schiff base
intermediates (RNH = CR), and (III) cyclization and
dehydration processes to generate benzimidazole derivatives.
The disappearance of these intermediates during the reaction
process (Figure S7) suggests that step I is the rate-determining
step, while steps II and III should be fast.

Quinoxalines, as one kind of N-heterocyclic compound with
two fused six-membered rings, are also very important building
blocks for a variety of fine chemicals, pesticides, and
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Table 4. Reductive Coupling of 2-Nitroaniline with 1,2-Diols

NH HO_R N _R
R—'\ z + 2 TNy N 2
1T — > R1_-/ P

NO, N” "R;

HO" R,

Y L OOl Tl

Pro. 55,99%,14h  Pro. 56,94.4%,30 h  Pro.57,99%,36 h Pro.58,87.2%,36h

. Sl T CUO

Pro. 59,85.7%,36 h  Pro. 60,99%,48 h Pro. 61,99%,36 h  Pro. 62,94.4%,36 h

seadice RN s clIb oy

Pro. 63, 99%,24h  Pro.64,99%,24h  Pro. 65,91.2%,24 h Pro. 66,90.5%, 24 h

oGSO eI ¢

Pro. 67,99%,24h  Pro. 68,70.0%,24 h Pro. 69, 93.3%,24 h

“Reaction conditions: 2-Nitroaniline (0.5 mmol), the Co—N,/NC-1000 catalyst (20 mg), hexane (10 mL), 1,2-diols (S mmol), 180 °C, and N,
(10 bar). Note: Ethylene glycol was also used as the reaction solvent.

Table 5. Results of the Aromatization of 2-Nitroacetophenone with Alcohols and NH;
(o)

N
o oo —s O
NO N” 'R

2

\N ~N SN SN
N/)\ N/)\/ N/)\/\

0.70,88.1%,12 h Pro. 71,97.8%,12 h Pro.72,99%,12 h Pro. 73,95.0%, 14 h

SN SN @N SN
N’)\/\/ N’J\/\/\ N’)\/\/\/ N’)\/\/\/\

Pro. 74, 92.8%, 16 h Pro. 75, 89.6%, 18 h Pro. 76, 86.1%,20 h Pro. 77, 80.2%,22 h
N N N SN
N/)j/ N/)\)\ N/ N/
o/
Pro. 78, 88.0%, 14 h Pro. 79, 83.2%, 16 h Pro. 80, 94.5%, 12 h Pro. 81, 92.2%, 12 h
SN ~N SN SN
N/)\©\ N/)\©/ N/): : N’)\@\
F
0.82,91.5%,12 h Pro. 83,94.2%,12 h Pro. 84,97.6%,12 h Pro. 85,95.2%,16 h
Pro. 86, 95.0%, 16 h Pro. 87,95.7%, 16 h Pro. 88,99%, 16 h

“Reaction conditions: 2-Nitroacetophenone (0.5 mmol), Co—N,/NC-1000 (20 mg), hexane (10 mL), aromatic alcohols (3 mmol), NH;-H,O
(26.5 wt %, 200 uL),180 °C and N, (10 bar); Note: Aliphatic alcohols were also used as the reaction solvents.

pharmaceuticals.””’>> The success in the synthesis of 1,2-diols over Co—N,/C-1000. The reductive coupling of 2-
benzazoles inspired us to carry out the synthesis of nitroanilines with 1,2-diols also proceeded via a hydrogen atom
quinoxalines by the reductive coupling of 2-nitroanilines and transfer route. 1,2-Dicarbonyl compounds and o-phenylenedi-

3444 https://doi.org/10.1021/jacsau.3c00825
JACS Au 2024, 4, 3436—3450


https://pubs.acs.org/doi/10.1021/jacsau.3c00825?fig=tbl4&ref=pdf
https://pubs.acs.org/doi/10.1021/jacsau.3c00825?fig=tbl4&ref=pdf
https://pubs.acs.org/doi/10.1021/jacsau.3c00825?fig=tbl4&ref=pdf
https://pubs.acs.org/doi/10.1021/jacsau.3c00825?fig=tbl4&ref=pdf
https://pubs.acs.org/doi/10.1021/jacsau.3c00825?fig=tbl4&ref=pdf
https://pubs.acs.org/doi/10.1021/jacsau.3c00825?fig=tbl4&ref=pdf
https://pubs.acs.org/doi/10.1021/jacsau.3c00825?fig=tbl5&ref=pdf
https://pubs.acs.org/doi/10.1021/jacsau.3c00825?fig=tbl5&ref=pdf
https://pubs.acs.org/doi/10.1021/jacsau.3c00825?fig=tbl5&ref=pdf
https://pubs.acs.org/doi/10.1021/jacsau.3c00825?fig=tbl5&ref=pdf
https://pubs.acs.org/doi/10.1021/jacsau.3c00825?fig=tbl5&ref=pdf
https://pubs.acs.org/doi/10.1021/jacsau.3c00825?fig=tbl5&ref=pdf
pubs.acs.org/jacsau?ref=pdf
https://doi.org/10.1021/jacsau.3c00825?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as

amine intermediates were first generated by transfer hydro-
genation of the nitro groups in 2-nitroanilines with 1,2-diols,
and then the two intermediates condensate to produce
quinoxalines (Scheme S2). As shown in Table 4, different
kinds of quinoxalines were produced in high to quantitative
yields from the reductive coupling of 2-nitroaniline derivatives
with 1,2-diols over Co—N,/NC-1000. Again, the catalytic
efficiency was noted to be influenced by the structure of 1,2-
diols (Pro. 55—63), while the electronic properties and the
number of substituted groups in 2-nitroaniline derivatives
showed no significant influence (Pro. 64—69). Similar to the
decrease in the activity of nonbranched alcohols with more
carbon atoms in the synthesis of benzimidazoles (Table 2, Pro.
15 and 16), the activity of 1,2-diols decreased with the increase
of the carbon numbers at the C2 position due to the larger
steric hindrance (Pro. 55—60).

Furthermore, we are also interested in the synthesis of
quinazolines via the aromatization of 2-nitroacetophenone
with alcohols and NH; (Table S and Scheme S3). Quinazo-
lines with two nitrogen atoms in the 1,3-positions of the six-
membered ring are one of the important N-heterocyclic
compounds.” Quinazolines are widely present in natural
products and synthetic pharmaceutical compounds with
extensive application in the anticancer, antiviral, and
antitubercular durgs.”* Current methods for the preparation
of quinazolines still suffer from some drawbacks, such as the
use of expensive noble metal catalysts and relatively low atom
efficiency.”> The exploration of novel heterogeneous non-
noble metal catalysts for the effective synthesis of quinazolines
remains a great challenge. The excellent catalytic performance
of Co—N,/NC-1000 in the reductive coupling synthesis of
benzazoles and quinoxalines further inspired us to explore our
method for the synthesis of quinazolines via the reductive
coupling of the three components, including 2-nitroacetophe-
none, alcohols, and NH;. As expected, the aromatization of 2-
nitroacetophenone with alcohols in the presence of aqueous
ammonia solution over Co—N,/NC-1000 proceeded smoothly
at 180 °C, affording the structurally diverse quinazolines (Pro.
70—88) with high to quantitative yields (80.2% ~ >99%).
Again, this method was effective over a broad range of
aromatic alcohols and inert aliphatic alcohols. For aliphatic
alcohols, nonbranched aliphatic alcohols with more carbon
atoms were also observed to be less active due to the steric
hindrance, and a much longer reaction time was required to get
high yields for the alcohols with more than three carbons (Pro.
73—77). The steric hindrance of aliphatic alcohols was also
observed for the nonbranched alcohols and branched alcohols
with the same carbon numbers (Pro. 73 vs Pro. 78; Pro. 74 vs
Pro. 79). For aromatic alcohols, substrates with electron-
donating substituted groups were more active than those with
electron-withdrawing substituted groups (Pro. 81—84 vs Pro.
85—87). To the best of our knowledge, there were no reports
on the use of non-noble metal catalysts for additive-free
synthesis of quinoxalines via the one-pot aromatization of 2-
nitroacetophenone with alcohols and NH;-H,O.

Considering the synthesis of quinazolines, it starts with the
transfer hydrogenation of the —NO, group in 2-nitro-
acetophenone to the —NH, group by alcohols, followed by
the condensation of the in situ formed aldehyde (R’"CHO) and
—NH, group to give the Schiff base intermediate (RNH = CR/,
Scheme S3). Meanwhile, the ketone group (C=O) in 2-
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nitroacetophenone undergoes condensation with the NH;
molecule to generate the aldimine intermediate (RCH =
NH). Furthermore, the intramolecular nucleophilic addition of
the aldimine (RCH = NH) to Schiff base intermediate (RNH
= CR’) produces the six-membered intermediates (Scheme
S3). Finally, the dehydrogenation of one H, molecule from the
six-membered intermediates gives rise to quinazolines. It
should be pointed out that the cyclization process for the
formation of benzazoles involves the intramolecular nucleo-
philic addition of the —NH, group to Schiff base intermediates
(RNH = CR’) (Scheme S3). However, it was not the case for
the cyclization in the synthesis of quinazolines, as the starting
material, acetophenone, did not generate 1-phenyl ethylamine
under the standard conditions, which indicated that the
transfer hydrogenation of the C=N bonds in the aldimine
intermediates (RCH = NH) was also inhibited in our catalytic
systems.

After the success in a broad-range synthesis of imines and N-
heterocycles with C=N bonds over Co—N,/NC-1000, we
give more insights into the reaction mechanism of these
reductive coupling reactions. First, some controlled experi-
ments were carried out. After the reaction, the gas phase was
analyzed by gas chromatography (GC), and no H, was
detected. Furthermore, the use of 1,2-diaminobenzene instead
of 2-nitroaniline to couple with benzyl alcohol gave no product
of 2-phenyl-benzimidazole, and the dehydrogenation of benzyl
alcohol into H, and benzyl aldehyde was also not observed
(Scheme S4). These results confirmed that the first step of the
reduction of the nitro group in 2-nitroaniline by alcohols
proceeded via the intramolecular hydride transfer route over
the single Co atom sites, while that was the dehydrogenation—
hydrogenation route over supported metallic nanoparticles.®

As discussed above, the key step toward the synthesis of N-
heterocycles and imines was the transfer hydrogenation of the
—NO, groups by alcohols. Therefore, the transfer hydro-
genation of nitrobenzene by ethanol was used as the model
reaction to study the mechanism. Considering the hydro-
genation of nitrobenzene into aniline, two reaction routes have
been generally accepted: “direct” route and “condensation”
route (Scheme $5).°° Both the “direct” route and the
“condensation” route involve the initial hydrogenation of
nitrobenzene into nitrosobenzene and the subsequent hydro-
genation of nitrosobenzene into N-phenylhydroxylamine. N-
phenylhydroxylamine can either be reduced to aniline directly
(“direct” route) or condensate with nitrosobenzene to generate
the azoxybenzene intermediate (“condensation” route),
followed by the two consecutive hydrogenation routes to
generate aniline.”” No product was obtained from azobenzene,
suggesting that the transfer hydrogenation of nitro groups by
alcohols proceeded via the direct route over Co—N,/NC-1000
(Scheme S4).

DFT calculations were then carried out to study the
mechanism of the key step of the transfer hydrogenation of
nitro groups by alcohols over Co—N,/NC-1000, using the
transfer hydrogenation of nitrobenzene with ethanol as the
model reaction. A single Co atom coordinated by four nitrogen
atoms (Figure S8) was constructed as the model for the Co—
N,/NC-1000 catalyst according to the fitting results of its
EXAFS spectrum. Certainly, some nitrogen atoms without
coordination with single Co atoms were also introduced into
the model, considering the far more abundant nitrogen sites
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(Table S1) compared to relatively low Co loading. The
adsorption energies of nitrobenzene and ethanol molecules on
the surface of Co—N,/NC-1000 were first calculated. Results
showed that ethanol had a larger adsorption energy than the
nitrobenzene molecule (—0.22 vs —0.17 eV, Figure S9); thus,
the ethanol molecule (CH;CH,OH) should preferably first
adsorb on the single Co atom site via the Lewis acid—Lewis
base interaction, which was also in consistence with the fact
that the adsorption and activation of ethanol were the first step
in the whole reaction. After adsorption, the release of the H
atom (H*) in the —OH group from ethanol to the nitrogen
atom in the Co—N, motif was energetically unfavorable, and
the energy barrier for the transfer of the H atom (H*) to the
unsaturated pyridinic nitrogen was calculated to be 1.37 eV
(Figures S10 and 3). Interestingly, the energy barrier for the

Energy (eV)

Reaction coordinate

Figure 3. Energy profile and corresponding structures of nitrobenzene
reduction catalyzed by catalysts.

transfer of the H atom (H*) in the —OH group lowered from
1.37 to 1.01 eV with the assistance of another ethanol molecule
(Figures S10 and 3), affording the active components of N—H"*
species and alkoxyl-Co complex (CH;CH,0 *+Co—N,).
Then, the transfer hydrogenation of nitrobenzene was studied.
As well-known to us, the —NO, group has the resonance
structure of O=N"*-O7, and thus the positive H atom in N—
H" species and the negative H atom in a-Cy;-H of
CH;CH,0O~ should transfer to the negative oxygen atom and
the positive N atom in the —NO, group, respectively. DFT
calculations revealed that the energy barrier for the transfer of
the first H atom from the N—H* to the —NO, group was much
lower than that from a-Cg,;-H (0.73 eV vs 1.39 eV, Figure S11
& Figure 3). Thus, the reaction should start with the transfer of
the positive H atom in N—H" to the negative O atom in the —
NO, group to generate the PhN(O)(OH)* species (3) with
the energy barrier of 0.73 eV via TS-2. Then, the transfer of the
second H atom in a-Cy,;-H to PhN(O)(OH)* (3) generates
the Ph-NH-(O)(OH)* species (4) with the energy barrier of
TS3 in 1.15 eV (Figure 3). The further release of one water
from Ph-NH-(O)(OH)* species (4) to generate the nitro-
sobenzene (PhNO, S) intermediate was very easy with a low
energy barrier of 0.29 eV via TS4 (Figure 3).

The transfer hydrogenation of nitrosobenzene (PhNO) into
N-phenylhydroxylamine (PhNHOH) also requires the transfer
of two H atoms from alcohols to PhNO, in which the H atom
from the N—H" species and the H atom from -C,-H should
transfer to the O atom and N atom in PhNO, respectively.
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DEFT calculations indicated that the transfer of the first H atom
from N—H" species to the O atom in nitrosobenzene was
much easier than that from a-Cy,;-H to the N atom in PhNO
(0.26 vs 0.54 eV, Figure 3). Thus, the transformation of PANO
into PhANHOH should proceed via the transfer of the first H
atom from the N—H" species to the negative O atom in PhNO
to generate the PANOH™* species via TS-5 with the energy
barrier of 0.26 eV, followed by the transfer of the H atom from
a-C,3-H to the PANOH™ species to give rise to the PANHOH
intermediate via TS-6 with the energy barrier of 0.26 eV
(Figure 3).

The final step of the transfer reduction of PANHOH (7)
into aniline involves the first step of the transfer of one H atom
from alcohols to PANHOH, followed by the release of H,O to
generate the PhNH* species. DFT calculations revealed that
the energy barrier of the transfer of the H atom from —N-H*
species to PANHOH was lower than that from a-Cg,;-H to
PhNHOH (0.94 vs 1.56 eV, Figure 3). Therefore, the transfer
of the first H atom to PhANHOH should be from the —N-H*
species via TS-7 with the energy barrier of 0.94 eV to generate
the active PANH* species with the simultaneous release of one
water molecule (8, Figure 3). Finally, the transfer of the H
atom from a-C;;-H to PhNH* species produced the final
product of PhNH, via TS-8 with a low energy barrier of 0.11
eV.

In a short brief, DFT calculations revealed that the transfer
hydrogenation of the nitrobenzene to PhNO is the rate-
determining step with the highest energy barrier of 1.15 eV.
The subsequent transfer hydrogenation of PhNO into
PhNHOH was much more difficult than the final transfer
hydrogenation of PANHOH into aniline (0.26 vs 0.94 eV). As
the first step of the transfer hydrogenation of nitrobenzene into
PhNO has the highest energy barrier, the transfer hydro-
genation of PhNO into PhNHOH as well as the transfer
hydrogenation of PhNHOH into aniline should proceed
quickly, in accordance with the experimental results that no
intermediates were detected during the transfer hydrogenation
process in Figure S7. In addition, DFT calculations revealed
that the transfer of the H atom from a-Cy;-H to the single Co
atom to generate Co—H species with the simultaneous release
of the acetaldehyde molecule required to overcome a high
energy barrier up to 1.45 eV (Figure S12), which was much
higher than the highest energy barrier (1.15 €V) for the
transfer hydrogenation of nitrobenzene by ethanol. DFT
calculations also revealed that the dehydrogenation of alcohols
was difficult over Co—N,/NC-1000, and the reduction of nitro
groups by alcohols should proceed via the transfer hydro-
genation strategy, in accordance with our experimental results
(Scheme S4). In addition, the above DFT calculation revealed
that the transfer of the H atom in -a-Cg,;;-H was much more
difficult than the H atom from the —OH group in alcohols via
N—H" species in the rate-determining step of the transfer
hydrogenation of nitrobenzene into PhNO. The kinetic
isotopic effect (KIE) in the transfer reductive coupling of 2-
nitroaniline using CH;0D and CD;0D was further studied.
The KIE values of CD;OD to CH;0H and CH;0D to
CH;0H were calculated to be 2.82 and 1.15 (Figure S13),
respectively. By deducting the contribution of —OD from
CD;OD in the KIE value of CD;OD to CH;OH, the
approximate KIE value of CD;OH to CH3;O0H should reach
up to 2.67. Therefore, the results from KIE experiments also

revealed that the transfer of the H atom from -a-Cg,;-H was
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Scheme 2. Proposed Mechanism and Control Experiments of the Reductive Coupling of 2-Nitroaniline with Alcohols
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kinetically more sluggish than that from —OH in alcohols, in
good accordance with the DFT calculation.

Furthermore, we are also interested in the essence of the
activation of -C,-H in the alkoxyl group by the single Co sites.
The interaction of the alkoxyl group in alcohols with single Co
atom sites should be attributed to the Lewis acid—Lewis base
interaction, where the single Co atoms served as the Lewis acid
sites as characterized by the NH;-TPD profile (Figure S6), and
the oxygen atoms in the alkoxyl group were the Lewis base
sites. The full inactivity or negligible activity of some
representative Lewis acids, such as ZnCl,, CoCl,, Yb(OTY),,
ZnO, AlICl;, AL, O3 and Co30,, suggested that the excellent
catalytic activity of Co—N,/NC-1000 in the transfer reductive
coupling reactions could not be simply attributed to the Lewis
acid—Lewis base interaction (Table S7). The charge
distribution and the bond length of a-Cy,;-H were then
calculated by DFT. As shown in Figure S14, Bader charge
analysis revealed that the single Co atoms served as the
electron pool to accommodate the electrons by the
coordinated N atoms and then the electron with 0.500 e~
transferred from Co—N,/NC-1000 via single Co atoms to the
adsorbed ethoxy group using the activation of an ethanol
molecule as the model.

After activation of the ethoxy group by the Co—N, motif,
the electron density of the H atom in -a-C,,;-H was more
negative by receiving 0.162 e”. Meanwhile, the length of the
-C,—H bond enlarged from 1.101 to 1.112 A. These results
confirmed that single Co atoms served as the bridge to transfer
the electrons from the catalyst to the adsorbed alkoxyl species,
resulting in the activation of the -a-C,;-H bond in alcohols.
Thus, the transfer hydrogenation reaction became -easier,
especially for —NO,, which has the resonance cation—anion
structure (O=N"-O") to assist the cleavage of a-C,;-H via
the electronic interaction between the positive N atom in the
—NO, group and a more negative H atom in a-Cy;-H. In
contrast to the —NO, group, other functional groups, including
halogen, nitrile group (-—C=N), ester (RCOOR'), vinyl
group (—C=C-), alkynyl group (CH=C-), carbonyl group
(C=0) as well as the C=N bonds in imines, as listed in
Table 2—S5, were all well tolerated over Co—N,/NC-1000, and
one of the plausible reasons might be that these functional
groups cannot generate the stable cation—anion structures to
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assist the transfer of the negative hydrogen species (H*) and
positive hydrogen species (H™) from alcohols to these groups.

Finally, the energy barrier of the transfer hydrogenation of
C=N bonds in N-phenylethanimine into N-ethylaniline was
also studied by the DFT calculation. The negative H atom
from @-C,;-H and the positive H atom from —N-H" species
should be transferred to the carbon atom and nitrogen atom in
C=N bonds of imines, respectively, because of the larger
electronegativity of the nitrogen atom to the carbon atom. The
transfer of the first H atom from -a-C,;-H in the CH;CH,0—
Co complex to the carbon atom of the C=N bond requires to
overcome a high energy barrier of 1.47 eV (Figure S15). In
other cases, the transfer of the first H atom from the —N-H*
species to the nitrogen atom in the C=N bond in N-
phenylethanimine also requires a high energy barrier of 0.34
eV (Figure S15). Therefore, DFT calculations indicated that
the transfer hydrogenation of C=N bonds in imines was
energetically unfavorable over the Co—N,/NC-1000 catalyst,
which is in good agreement with our experimental results with
excellent selectivity to imines and N-heterocycles.

Based on the above DFT calculation as well as the series of
controlled experiments, a plausible mechanism was proposed
for the synthesis of N-heterocyclic compounds with benzazoles
as the example (Scheme 2). First, the alcohols release H" from
the —OH group in alcohols to generate the active alkoxy group
(RCH,07), where H* was captured by the basic sites of
nitrogen atoms in the Co—N,/NC-1000 catalyst (N—H") and
RCH,0O™ adsorbed on the surface of Co—N,/NC-1000. This
process is similar as the axial coordination between ligands
with the metal center (M-N,) in porphyrin molecules.*®
Certainly, this process can also be assigned to the Lewis acid—
base interaction,®® while the single Co atoms served as the
Lewis acid sites and the nitrogen atoms as the base sites. After
the activation of alcohols by single Co atom sites, the H atoms
in alcohols transfer to nitro groups in 2-nitroaniline derivatives.
The transfer hydrogenation of —NO, in 2-nitroaniline
derivatives to —NH, by alcohols requires three consecutive
transfer hydrogenation steps. Then, the condensation of —NH,
with the in situ formed aldehydes gives rise to the Schiff base
intermediates (RCH = NR’), followed by the ring-closing step
via the nucleophilic addition to generate the dihydrobenzimi-
dazole intermediates, and the final dehydrogenation of
dihydrobenzimidazole intermediates generates benzazoles
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(Scheme S1). During the whole reaction pathway, the key step
is the transfer hydrogenation of the nitro group step, while
other steps are fast without the observation of these possible
intermediates, which can even spontaneously proceed.

In conclusion, we have developed an effective and sustainable
way for the selective synthesis of imines and N-heterocyclic
compounds, including benzazoles, quinazolines, and quinoxa-
lines by the reductive coupling of nitro compounds with
alcohols over the single Co atom catalyst. The single Co atom
catalyst was facilely prepared via pyrolysis of the biomass-
derived lignin-coordinated cobalt and zinc complex with
dicyandiamide as the nitrogen source. The as-prepared single
Co catalyst demonstrated robust catalytic activity in the
reductive coupling of nitro groups with biomass-derived
alcohols to selectively construct the C=N bonds, which was
crucial for the synthesis of N-heterocyclic compounds and
imines. The further transfer hydrogenation of C=N bonds
into C—N bonds, which required the ultrahigh energy based
on DFT calculation, was not observed in our catalytic systems.
The nitrogen atoms and the single Co atoms in the catalysts
played synergistic roles in the activation of alcohols, where
nitrogen atoms served as the base sites to combine with H*
from alcohols, and the single Co atoms activated the alcohols
to promote the transfer of the -a-Cg,;-H from alcohols to nitro
groups. Our results enlarge the application of single-atom
catalysts for some challenging organic transformations, which
can be not readily achieved over traditional metal nano-
particles.

All of the chemicals were purchased from Aladdin Chemicals Co. Ltd.
(Shanghai, China) and used as received. The alcohols with a
superhigh purity were purchased from J&K Chemicals Company
(Beijing, China). All other solvents were used from Sinopharm
Chemical Reagent Co., Ltd. (Shanghai, China).

Lignin alkali (2.000 g) was first dispersed in 250 mL of deionized
water with violent stirring. Then, Co(NO;),-6H,0 (0.582 g) and
Zn(NO;),-6H,0 (2.975 g) were added to the lignin dispersion and
the mixture was stirred continuously for 12 h. Finally, the Co/Zn-
lignin alkali complex was separated from the reaction mixture through
centrifugation and washed with distilled water several times. After
overnight drying in a vacuum oven at 60 °C, the Co/Zn-lignin alkali
complex was homogeneously mixed with ten times the weight of
dicyandiamide by grinding in a mortar. Then, the composite was first
annealed at 550 °C for 1 h and then at 1000 °C for 2 h in a tube
furnace under a nitrogen atmosphere with a flow rate of 70 mL/min.
After cooling to room temperature, the single Co atom catalyst was
obtained, which was labeled as Co—N,/NC-1000 according to the
following structural characterization. The Co—N,/NC-1100 catalyst
was prepared with a similar method to Co—N,/NC-1000, except that
the final pyrolysis temperature was set at 1100 °C. The NC-1000
catalyst was prepared with a method similar to that of Co—N,/NC-
1000, except that Co salt was not added in the precursor.

The Supporting Information is available free of charge at
https://pubs.acs.org/doi/10.1021/jacsau.3c00825.
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