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A metal-free oxidative dehydrogenation of N-heterocycles utilizing a nitrogen/phosphorus co-doped
porous carbon (NPCH) catalyst is reported. The optimal material is robust against traditional poisoning
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agents and shows high antioxidant resistance. It exhibits good catalytic performance for the synthesis of

various quinoline, indole, isoquinoline, and quinoxaline ‘on-water’ under air atmosphere. The active sites
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Introduction

In general, oxidative dehydrogenations of saturated and
partially saturated heterocycles offer an efficient and straight-
forward route for the synthesis of functionalized aromatic N-
heterocycles.*” As an example (iso)quinolines are of interest for
many applications including dyes, paints, solvents, and corro-
sion inhibitors (Scheme 1A).*° In addition, many of these and
related N-heterocycles are important building blocks for bio-
active molecules and natural products, including pharmaceu-
ticals and agrochemicals, such as anti-schizophrenia drug' and
coccidiostats.* Thus, in the past a plethora of synthetic proto-
cols involving dehydrogenations have been developed in this
field. More specifically, homogeneous catalytic systems have
been used for the oxidative dehydrogenation of saturated N-
heterocycles (Scheme 1B). Unfortunately, many of these
methods require complicated and expensive ligands and/or
stoichiometric amounts of toxic oxidants such as TEMPO,"
DDQ,*” and tert-butyl hydroperoxide.** In addition, product/
catalyst separation and catalyst reusability remain difficult. To
overcome these limitations, heterogeneous catalysts, such as
Pd/C,"* Pd;Pb/MgO,'* Ni,Mn-LDH," Cu(0)/Al,03,"* Co NCs/N-
C,"” FeOx@NGr-C,* and 2[PW]-OMS-2 complexes,** were intro-
duced (Scheme 1B). Obviously, an “ideal” heterogeneous cata-
lyst for such transformations would be “metal-free” due to cost
efficiency and possible advantages regarding toxicity as well as
selectivity, e.g. for substrates containing halogen or other
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in the NPCH catalyst are proposed to be phosphorus and nitrogen centers within the porous carbon

functional groups.” In this respect, Shi and co-workers
elegantly showed that specific polymaleimide materials (PMI)
can acts as molecularly defined single-active site heterogeneous

A Selected N-heterocycles and their applications

Anti-malarial

Anti-schizophrenia

Anti-spasmodic

~ NH,
N 1) 2 |
= N
N H
0 .
O
A 0
N

Food additive Dye

e
R N
PNy o

Homogeneous catalysis

Coccidiostats

B Previous studies
N

Heterogeneous catalysis

X, Y=CorN

a) Stoichiometric oxidants

c.g. TEMPO, DDQ, TBPH, I,

b) Transition-metal catalysis
e.g. Ru, Ir, Rh, Au, Cu, Ni, Co, Fe

c) Photo-redox catalysis

a) Noble metal
Pd/C, Pd;Pb/ALO;...

b) Base metal
Cu(0)/Al,0;, FeO,@NGr-C-NL,
C0;0,-NGr/C,\Ni,Mn-LDH...

d) Electrochemical catalysis ) Polymaleimide: (EMI)

C This work:

0, —
R

Porous carbon

47 examples, up to 99% yield
‘ Recyclable and metal-free
‘ Broad substrate scope

‘ Green oxidant and solvent
” Available on gram-scale

Scheme 1 (A) Selected examples of bioactive N-heterocycles-con-

taining molecules. (B) Overview of oxidative dehydrogenations of N-
heterocycles. (C) This work.
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catalysts for oxidative dehydrogenations.>® Unfortunately, the
recyclability and long-term stability of such materials is not
known. In this respect, the preparation of more robust and
thermally stable carbon-based materials is interesting, which
are simply prepared by pyrolysis. In fact, such materials have
shown promising applications as catalysts in different organic
reactions,>”® degradation of environmental pollutants, and
electrochemical catalysis in the past decade.””

To improve the catalytic activity of the pristine carbon
materials, heteroatom doping (B, N, P, S, etc.) is a promising
approach, which can effectively modulate the electronic struc-
tures, induce defects in lattices and produce active catalytic
centers.*® Specifically, N- as well as P-doped porous carbon
materials have been applied for instance in photocatalytic
oxidation of benzyl alcohol,®* reduction of nitroarenes,*” and
hydrogen transfer reactions® owing to their metal-like d-band
electronic structure nearby to the doped heteroatom. In addi-
tion to these mono-doped materials, there is an increasing
interest in the co-doping of different heteroatoms into the
carbon framework, which can cause special electric redistribu-
tion by the synergistic effects of different dopants.>*** Indeed,
such materials showed promising performance in selected
organic transformations.’”**

Based on our general interest in the preparation of novel
materials and synthesis of heterocycles,***
know whether such metal-free heterogeneous catalysts might be
applicable for oxidative dehydrogenation of N-heterocycles.
Notably, we expected an increased activity of the carbon mate-
rials via N,P-co-doping, as well as a stabilization against
oxidative degradation compared to the parent materials. Here,
we disclose a N,P co-doped porous carbon catalyst via pyrolysis
of benzylamine modified zeolitic imidazolate frameworks (ZIF-
8) and PPhj;. Notably, control of the morphology and the crystal
size of the ZIF-8 precursor is achieved by employing benzyl-
amine as a crystallization modulator. The obtained co-doped
porous carbon catalyst (NPCH) is robust against poisoning,
highly stable against self-oxidation, and exhibits good perfor-
mance in oxidative dehydrogenations of various N-heterocycles

using ‘on-water’ conditions***® in air atmosphere (Scheme 1C).

we were curious to

Results and discussion
Catalyst synthesis

For the preparation of the potential catalyst materials, 2-meth-
ylimidazole and benzylamine were dissolved in water, and then
the mixture was added to zinc nitrate hexahydrate solution and
stirred at room temperature for 4 hours to synthesize ZIF-8-Bn.
The obtained ZIF-8-Bn was homogeneously mixed with different
amounts of triphenylphosphine followed by pyrolysis at 900 °C
in a N, atmosphere to produce NPC-x (x = 150, 300, 450), where
x denoted the mass of PPh; added to one thousand milligrams
of ZIF-8-Bn. During the pyrolysis process, Zn species evaporate
above 800 °C and leave defects or nanopores in their places.*”
After etching with 2 M hydrochloride acid (HCI) solution for
10 h to remove residual Zn components and washing, the
resultant nitrogen/phosphorus co-doped porous carbon
composite was collected as a black powder. For comparison, the
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catalyst NC-Bn with the sole N-dopant and NC synthesized by
direct pyrolysis of ZIF-8 were also prepared with a similar
procedure.

Model reaction and catalyst optimization

All the prepared materials as well as some commercially avail-
able ones were tested in the oxidative dehydrogenation of
1,2,3,4-tetrahydroquinoline as a benchmark reaction. Typically,
the catalytic reactions were carried out using only water as
solvent at ambient atmospheric pressure of air as “green”
oxidant. At this point, it is worth mentioning that such ‘on-
water’ reactions are also attractive due to the unique nature of
this green solvent.***° The yield of quinoline 2a in the presence
of various catalysts is shown in Table 1. Obviously, a blank
experiment (without any catalyst) revealed no quinoline
formation (Table 1, entry 1). Comparing the performance of
nitrogen-doped carbon NC derived from ZIF-8 without benzyl-
amine modification with the benzylamine-derived NC-Bn,
showed the importance of this modification (Table 1, entries
2 and 3). Interestingly, further introduction of different
amounts of P atoms into the benzylamine-derived material
improved the yield of quinoline 2a to 87% (Table 1, entries 4-6).
Testing the reaction in different organic solvents, such as

Table 1 Catalyst evaluation for the oxidative dehydrogenation of
1,2,3,4-tetrahydroquinoline®

Catalyst

L) —s=es (210
N q
1a 2a

Entry Catalyst Solvent T (°C) Yield” (%)
1 — H,O0 80 nr
2 NC H,O 80 3
3 NC-Bn H,O0 80 55
4 NPC-150 H,O 80 79
5 NPC-300 H,0 80 87
6 NPC-450 H,O 80 82
7 NPC-300 CH;CN 80 52
8 NPC-300 DMF 80 29
9 NPC-300 Toluene 80 41
10 NPC-300 MeOH 80 59
11 NPC-300 1,4-Dioxane 80 34
12 NPC-300 DMSO 80 53
13¢ NPC-300 H,0 80 16
14 NPCH H,O 80 >99
15 NPCH H,0 70 97
16 NPCH H,0 60 83
174 NPCH H,O 110 88
184 NPCH H,0 120 >99
19 Zn(NO;),-6H,0 H,0 80 nr
20 ZnO H,O 80 nr
21 C-L(lignin) H,0 80 12
22 Activated carbon H,0 80 8

“ Reaction conditions: 1a (0.2 mmol), 15 mg catalyst, 0.1 MPa air, 1.5 mL
H,O0, 24 h, the most active catalyst is shown in bold. b The yields of
products were determined by GC analysis using hexadecane as an
internal standard. © The catalyst was prepared at 800 °C. Y5 mg
catalyst, 12 h.

© 2022 The Author(s). Published by the Royal Society of Chemistry
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CH;CN, DMF, toluene, MeOH, 1,4-dioxane, and DMSO, showed
lower product yields compared to water (Table 1, entries 7-12).

Notably, zinc is a sacrificial template for the formation of
porous structure, which is of great significance for the absorp-
tion and transport of reactants, thereby boosting the catalytic
process. In the optimal catalyst material, the contents of Zn and
P were determined by ICP-OES to be 1.1 wt% and 0.86 wt%,
respectively (Table S17).

To understand the effect of the remaining Zn species, an N,P-
co-doped carbon material with larger amount on zinc present
was prepared by pyrolysis at 800 °C. It is well-known that this
temperature is not high enough to remove residual Zn compo-
nents via sublimation. Using the latter material in the bench-
mark reaction the yield of 2a is low, which indicates that the
residual Zn atoms have a detrimental influence on quinoline
formation (Table 1, entry 13). To remove the small amounts of
residual Zn components and improve the dispersibility of the
catalyst in water, the material pyrolyzed at 900 °C was washed
with 2 M HCl solution. The obtained NPCH (Zn: 0.56 wt%, Table
S11) showed excellent performance for this reaction, even at
60 °C (Table 1, entries 14-16). More importantly, quinoline can
also be obtained in high yields by reducing the amount of
catalyst and increasing the reaction temperature (Table 1,
entries 17, 18). Control experiments with commercially avail-
able ZnO and Zn(NOj;),-6H,0 displayed no activity and forma-
tion of quinoline (Table 1, entries 19 and 20).

Mechanistic investigations

To gain information on the active sites of the catalyst material
as well as to evaluate its robustness against deactivation, several
experiments were performed with thiophene, thiourea, and
KSCN as potentially binding molecules, which are well-known
poisoning reagents for catalysts with metal-centered active
sites.”® Thus, 2 eq of thiophene, thiourea, KSCN, or high
concentration of the KSCN (5 eq) were added into the reaction
mixture; however the yield of quinoline decreased only slightly

100%
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10%
0% —
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KSCNP
 Yield (%)

Fig. 1 NPCH-catalyzed oxidative dehydrogenation of 1,2,3,4-tetra-
hydroquinoline in the presence of S-containing reagents. “Reaction
conditions: 1a (0.2 mmol), 5 mg catalyst, 110 °C, 0.1 MPa air, 1.5 mL
H,0, 6 h, 2 eq of poisoning reagents to the total amount of zinc; °5 eq
of poisoning reagents to the total amount of zinc.
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(Fig. 1). This again indicates that the remaining zinc traces in
the catalyst are not the active sites. Finally, for comparison, we
evaluated the performance of commercially available activated
carbon and other porous carbon-based heterogeneous catalysts
(Table 1, entries 21 and 22), but none of them showed signifi-
cant activity under our reaction conditions.

Next, the kinetic progress of the model reaction was exam-
ined under the optimal conditions. As shown in Fig. 2, 1a is
rapidly converted to 2a within the first 4 hours.

In the following eight hours, the yield of desired product 2a
increased steadily, and reached 99% yield after 12 h. In this
kinetic profile no side products and intermediates could be
observed. To get more detailed insight into the mechanism of
the reaction, several control experiments were carried out
(Scheme S17). At first, the model reaction was performed in the
presence of BHT (2,6-di-tert-butyl-4-methylphenol), a well-
known radical scavenger, and no significant reduction in 2a
yield occurred. In agreement with this observation no radical
signal is detected by EPR (electron paramagnetic resonance)
measurements. These results indicate that radical processes are
likely not involved in this transformation. Using N-methyl-
1,2,3,4-tetrahydroquinoline or 1,2,2,4,7-pentamethyl-1,2,3,4-
tetrahydroquinoline as substrates for the reaction gave no
desired products (Scheme S1Bf). Apparently, the presence of
both N-H bond and the o-H at C-2 position plays a decisive role
in the oxidative dehydrogenation of N-heterocycles. Based on
the above results and previous reports,”>* we propose the
following mechanism for the present process (Scheme S27):
Firstly, the substrate 1a and oxygen molecules are absorbed and
thereby activated on the surface of the N,P-co-doped carbon
material (NPCH). The surface-bound N-heterocycles will
undergo a dehydrogenation reaction to give the intermediate
1a’. This intermediate can undergo isomerization followed by
subsequent dehydrogenation to give the complete dehydro-
genated product 2a. Following previous suggestions,**** the
mechanism of this catalytic oxidative dehydrogenation may be
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Fig. 2 Kinetic profile of the model reaction: The X-axis represents
reaction time, and the Y-axis represents product distribution. Reaction
conditions: 1a (0.2 mmol), 5 mg catalyst, 120 °C, 0.1 MPa air, 1.5 mL
H,O.
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similar to that of laccase oxidation of phenol, in which O, can
be directly reduced to water by a four-electron transfer process.

Catalyst characterization

To understand the relationship between the structural proper-
ties and catalytic activity, a series of characterization measure-
ments were performed. Compared with pure ZIF-8, the X-ray
powder diffraction (XRD) patterns of the ZIF-8-Bn matched the
simulated ones very well (Fig. S1t).

This confirms the ability of benzylamine additive to effec-
tively improve the crystallinity of the material and thereby helps
to control the particle size and morphology. More specifically,
ZIF-8-Bn exhibits a uniform rhombic dodecahedral morphology
with small particle size of around 190 nm (Fig. 3B), while ZIF-8
is an irregular sheet-like structure with larger diameter (Fig. 3A).
After pyrolysis at 900 °C under N, atmosphere and washing with
HCI, the morphology of the ZIF-8-BnP particles remained
basically unchanged (Fig. 3C and D). The average particle sizes
of NPC-300 and NPCH are 182 nm and 180 nm, respectively
(Fig. S71). Meanwhile, elemental mapping of NPCH revealed the
homogeneous dispersion of C, N, O and P species over the
entire nanoarchitecture (Fig. 3E). X-ray diffraction (XRD) and
Raman spectra were conducted to examine the graphitic
features and structural defects of the catalysts. As shown in
Fig. S1,T the two diffraction peaks around 25° and 43° corre-
spond to the (002) and (101) planes of graphite (JCPDS no. 41-
1487), respectively.”® Raman spectra of the samples present the
G band at 1587 cm ', which is a characteristic feature of
graphitic carbon, while the D band at 1339 cm ™" corresponds to
defective carbon structures.*® Notably, the Raman spectra are
sensitive to the subtle structural changes of porous carbon
materials. A higher peak intensity ratio of the D-band to G-band
(In/Ig) in NPC-300 indicates the generation of large amounts of
defects, which suggests that the doping with P atoms increases
the structural disorder of the carbon material (Fig. S27), similar
to previous findings.”” The Ip/I; ratio decreases after HCI
etching, but it is still higher than that of the catalyst without
phosphorus doping. We assume these defects facilitate the
chemisorption mode of substrates and O, and allows for easier

O-O bond cleavage, thereby improving the catalytic
performance.*®
Nitrogen adsorption-desorption measurements were

applied to investigate the NPCH catalyst in terms of the BET

Fig. 3 Representative electron microscopy images. (A) SEM image of
ZIF-8; (B) SEM image of ZIF-8-Bn; (C) TEM image of NPC-300; (D) TEM
image of NPCH; (E) EDS mapping images (C, N, O and P) of NPCH.

6868 | Chem. Sci, 2022, 13, 6865-6872
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specific surface areas and hierarchically porous structure. As
shown in Fig. 4, the BET surface area of NC-Bn is 1047 m* g *,
and the total pore volume is 0.72 cm® g™ !, which is much larger
than the material obtained by direct pyrolysis of ZIF-8 without
adding benzylamine (BET surface area: 572 m* g; pore volume:
0.26 cm® g™ ).

The physisorption isotherms of the NPCH catalyst shows
type IV isotherms with high-pressure region hysteresis loops,
demonstrating the coexistence of micro- and mesopores in the
catalyst. The surface area and pore size distribution of NPCH
and NC-Bn are similar, indicating that the introduction of tri-
phenylphosphine and the washing step with hydrochloric acid
will not destroy the pore structure of the catalyst (Fig. S3 and
Table S21). We assume that the highly porous structure can
effectively absorb air and reactants, while the large surface area
provides additional active sites for the desired oxidation
reaction.

The chemical valence and composition of the NPCH
composites were characterized by XPS measurements. As shown
in Fig. S4, the survey spectra is mainly composed of C, N, O,
whereas the signals of P are not traceable. The undetected XPS
signals of P can be attributed to the low concentration, as
determined by ICP-OES (P in NPCH, 0.68 wt%) and EDS. In
addition, The O/C ratios in the NPCH and NPC-300 are 0.06 and
0.05 (Fig. S4 and Table S37), respectively. The higher oxygen
content may provide the NPCH with higher wettability
(Fig. S5). Good wettability is beneficial for the dispersion of the
catalyst in water, thereby promoting the progress of the
reaction.*

The detailed high-resolution XPS analysis of C, N, O and P in
NPCH were also recorded as shown in Fig. 5. For C 1s spectra,
the peaks located at 284.6 eV, 285.4 eV, 286.7 eV, and 290.0 eV
can be attributed to C-C, C-O/C-P, C=0, and O-C-O, respec-
tively (Fig. 5A).°° Four kinds of N species are observed in the
NPCH that can be assigned to oxidized N (403.7 eV), graphitic N
(400.9), pyrrolic N (399.0 eV), and pyridinic N (398.1 eV) in
Fig. 5B. These N atoms may give the catalyst rich Lewis base
position, which is believed to facilitate the oxidative dehydro-
genation process.®* The XPS P 2p spectrum in NPCH shows
deconvoluted peaks at 132.8 eV and 134.0 eV, which correspond
to P-C and P-O types of species (Fig. 5D). In addition, the XPS
pattern of O 1s in Fig. 5C can be fitted into three main peaks

© 2022 The Author(s). Published by the Royal Society of Chemistry
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Fig. 5 XPS spectra of NPCH. (A) C 1s; (B) N 1s; (C) O 1s; (D) P 2p.

located at 531.3 eV, 532.1 eV, and 533.2 eV, which can be
ascribed to C=0/P=0, C-O/P-0O-C, and C-OH/P-OH bonds at
the surface.®*** In general, the XPS results confirmed that N and
P heteroatoms were successful doped into the carbon environ-
ment, which play a significant role during the catalytic process.

Substrate scope

With the optimized conditions in hand, the reactivity of various
substituted quinolines was explored (Scheme 2). Initially, tet-
rahydroquinolines bearing methyl or methoxy substituents on

R, Ry
N NPCH N
R R
AN H,0 =
H
1 2
Me
0P O soulNe
Me
2a 2b 2c 2d
94% 88% 92% 86%
T Co O
Me \ \
Me
2e 2f 2g 2h
89% 81% 85% 78%
Br
RO S 29
2i 2j 2k 2|
80% 85% 84% 75%
» 1
E
OH F
2m 2n 20 2p
73% 68% 70% 82%
Br< : i F< : :
2q 2r
59% 76%

Scheme 2 Oxidation of tetrahydroquinolines catalyzed by NPCH.
Reaction conditions: 1 (0.2 mmol), 5 mg catalyst (NPCH), 120 °C,
0.1 MPa air, 1.5 mL H;0, 12 h, isolated yields.
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different positions afforded the corresponding heteroarenes in
good yields (2a-2h). When the N-ring was substituted by 2-
phenyl group, the dehydrogenation also proceeded well to
afford 2m in 73% yield. Similarly, the oxidative dehydrogena-
tion of N-heterocycles with electron-withdrawing groups such as
-F, —Cl, Br, -NO, or —CF; provided the desired products effi-
ciently (2i-21 and 2p).

In addition, hydroxyl- and ester-substituents are compatible
with these reaction conditions (2n, 20). Finally, di-substituted
tetrahydroquinolines were treated under these conditions,
leading to the formation of dehydrogenative products 2q and 2r
in 59% and 76% isolated yields, respectively.

Apart from tetrahydroquinolines, indolines can be smoothly
dehydrogenated under the standard conditions using air as
oxidant in water. The results shown in Scheme 3 confirmed that
a range of indolines with different substituents (-CHj;, -OCHj,
—Cl, -Br, -F, NO,, etc.) gave the desired products in moderate to
good yields (4a-4h). Furthermore, substrates with cyano and
ester groups, afforded indoles 4i, 4j in 88% and 90% yields,
respectively. It is noteworthy that more demanding substrates,
such as 7-bromo-5-nitroindoline, 5-bromo-2-methyl-indoline,
2,3-dimethyl-indoline, and 2,3-dihydro-7-azaindole, are
successfully converted to the corresponding indoles (4k-4n).

Next, this novel protocol was applied for the synthesis of
other N-heteroarene derivatives, and the results are listed in
Table 2. Oxidative dehydrogenation reactions of 1,2,3,4-tetra-
hydroquinoxalines proceeded smoothly to give the corre-
sponding quinoxaline products in 89-95% yields (6a—6d).

Interestingly, tetrahydroisoquinolines behaved differently in
this reaction compared to tetrahydroquinolines and partial
dehydrogenation products were obtained along with complete
dehydrogenation products (6e-6g)."***** In addition, acridine,
1,2,3,4-tetrahydrobenzo[k]quinoline, and 1,2,3,4-tetrahydro-
1,10-phenanthroline could be oxidized to form the desired
products in good yields under standard conditions (6h-6Kk).
Furthermore, the NPCH catalyst can be successfully applied for

X R, A Ry
Z~N Z
H H
3 4
Me _o.
- TR
H H H H
4a 4b 4c 4d
91% 93% 89% 91%

H H H
af 49 4h
74% 9% 81% 3%
cN COMe ON B
R 0 o
H
H H Br H
4 4 4k 4
88% 90% 29% 82%
Me
N
Me |
P
H NTOH
4m 4n
42% 74%

Scheme 3 Oxidation of indolines catalyzed by NPCH. Reaction
conditions: 3 (0.2 mmol), 5 mg catalyst (NPCH), 120 °C, 0.1 MPa air,
1.5 mL H,O, 12 h, isolated yields.
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Table 2 Dehydrogenation of other N-heterocyclic derivatives®

e ———— = B
l/“ \) NPCH . (—N e 5
U S g
5
Entry Substrate Product Yield

95%

H
N
1 )
N
H
5a
H
N
: L
N™ "Me
H

88

94%

90%

©
o

~

2z
£
§§ o
Iz zI
Nt
e
g

=

IS

Iz =z
Cfu
o

O‘ 89%

o
-
o
o

&

83%

2%

<
82
5

64%

I & 91%

\.
Z - 3 @ =
=

o

@
3

@

©

.

B4
o
2

©
=

17%

3
ZT o

\
z-
Z
\
z
2 zT

&

88%

o
=
o
=

65%

Q
S
Q

s

o
=D -

o

91%

@
O§ E

o
3
o
3

% Reaction conditions: 5 (0.2 mmol), 5 mg catalyst (NPCH), 120 °C,
0.1 MPa air, 1.5 mL H,O0, 12 h, isolated yields.

benzylic C-H oxidations. Here, 9-fluorenone and xanth-9-one
products (61, 6m) could be obtained from 9H-fluorene and
xanthene.**%®

Synthetic applications

Finally, we showcased the applicability of the catalytic system
for the preparation of selected pharmaceutically relevant
molecules. When probing the reactivity of 5,6,6a,11b-tetrahy-
dro-7H-indeno[2,1-c]quinoline 5n, dehydrogenation and benzyl
oxidation occurred to provide product 7H-indeno[2,1-c]
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Scheme 4 Synthesis of two pharmaceutically relevant molecules.
Reaction conditions: 0.2 mmol of substrate, 1.5 mL H,O, 5 mg NPCH,
0.1 MPa air, 120 °C, 12 h.
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Scheme 5 Gram-scale synthesis. Reaction conditions: 20 mmol of
substrate, 100 mL H,O, 200 mg NPCH, 20 bar of air, 100 °C, 12 h.

quinolin-7-one 6n in 64% yield, which can be used to synthe-
size topoisomerase inhibitor TAS-102. Notably, dehydrogena-
tion of 50 selectively yielded 60, a precursor for nM5-
lipoxygenase inhibitor (Scheme 4).%*7°

To demonstrate the synthetic utility of this catalytic system
further on, NPCH was used for the gram-scale synthesis of
various N-heterocycles. Despite the limitation of oxygen transfer
from gas phase to liquid phase, for all the tested substrates high
yields were obtained on multi g-scale also with lower catalyst
usage (Scheme 5).

Catalyst recycling

Finally, the recycling and reusability of our optimal material
was tested at full and half conversions. As shown in Fig. 6, the
catalytic activity of NPCH remained high after five runs and only
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Fig. 6 Recyclability of NPCH for the synthesis of quinoline. Reaction
conditions: 1a (20 mmol), 200 mg catalyst, 100 °C, 20 bar air, 100 mL
H,O, the yield was determined by GC analysis using hexadecane as an
internal standard.
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a slight decrease in quinoline yield is observed, also demon-
strating the durability of this catalyst system. In addition, the
XRD pattern, TEM image and Raman spectra of the recycled
NPCH showed no significant difference compared to the fresh
samples. However, the BET surface area and pore volume of the
recycled catalyst decreased slightly after six cycles (BET surface
area: 662 m” g; pore volume: 0.50 cm® g~ '), which may account
for the reduced quinoline yield (Fig. S1, S6, and Table S21).

Conclusions

In conclusion, an N,P-co-doped carbon material NPCH has been
developed as a metal-free heterogeneous catalyst for the
oxidative dehydrogenation of N-heterocycles. The optimal
catalyst displays high activity for the dehydrogenation of
various 1,2,3,4-tetrahydroquinoline, tetrahydroisoquinolines,
indoline, and tetrahydroquinoxaline derivatives to give the
desired heteroarenes with excellent selectivity. The synthetic
utility of our protocol is demonstrated for the synthesis of two
pharmaceutically relevant intermediates. Notably, the material
shows high tolerance towards typical poisoning reagents and
can be easily recycled/reused with only slight loss in activity. We
believe this metal-free oxidation with air and ‘on-water’
complements the existing synthetic tools for a green and
sustainable synthesis of functionalized aromatic N-
heterocycles.
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