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ABSTRACT: Suzuki—Miyaura cross-coupling (SMC) reaction by . @/ 7 RS
palladium (Pd) catalysis is widely used in cross-coupling chemistry 5 Ded —=
synthesis for C—C bond formation, yet the biaryl products are R;‘B(OH)N . Tn }
generally lacking halo substituents due to highly active palladium A o <
species. Suitable catalysts according to this property for the region- i T )
selective SMC synthesis of biaryl derivatives with halo substituents it
did not receive due and sufficient attention. Here, we report the - ‘
facile synthesis of a covalent organic frameworks (COFs)- D X R X
supported nanoparticles Pd catalyst that can region-selectively O e
catalyze the SMC reaction of aryl boronic acids and aryl halides, ®-=®©%: .~ g Ry i SRS
especially with halogenated aryl boronic acids. The methodology ij/\ AL A g
exhibits mild operating conditions, broad functional group " = xroie ~ wE T
tolerance, and environmental friendliness and can be strategically

applied for cross-coupling scenarios governed by sequential transition metal catalysts to build with or without a halo-substituted
moiety. The Pd/COF-SMC nanoparticles catalysts are stable and reusable and succeed in synthesizing halo-substituted biaryl

products in excellent yield, which avoids the homocoupling of halogenated aryl boronic acid. The most outstanding advantage is the
precise regulation of nanoparticles Pd activity with the well-designed COF ligand.

KEYWORDS: covalent organic framework, precise regulation, palladium catalysis, Suzuki—Miyaura cross-coupling reaction,
halo-substituted biaryl compounds

1. INTRODUCTION containing ligands like N-heterocyclic carbenes, amines, oximes,
and Schiff bases."' ~'* Although this kind of catalyst is usually
highly active, a major problem is the difficulty in their recovery
and recycling. By comparison, many novel heterogeneous
nanoparticles Pd catalysts have been designed in recent years
by immobilizing Pd complexes on various supports like
mesoporous silica,"> zeolites,'® carbon,'” and metal—organic
frameworks (MOFs).'®"” The use of these catalysts facilitates
the SMC chemistry process and achieves the efficient utilization
of the increasingly expensive Pd metal. However, there would be
still some obvious drawbacks for them including leaching,
agglomeration, and deactivation.”® Thus, it is a need to seek
more suitable nanoscale supports to disperse, stabilize, and
recycle Pd nanoparticles. Most importantly, due to the
uncontrolled selectivity of active Pd toward aryl halides, the
homocoupling of aryl halide or aryl boronic halo-substituent

Cross-coupling reactions such as Heck, Negishi, Stille, Kumada,
Sonogashira, Suzuki—Miyaura, etc. have been exploited and
applied extensively in synthetic organic chemistry due to their
excellent capacity for constructing new carbon—carbon
bonds."* Among them, the Suzuki—Miyaura cross-coupling
(SMC) of aryl boronic acids/esters and aryl halides is a
promising and powerful approach toward the construction of
biaryl derivatives that are found in the building blocks of many
pharmaceuticals, agrochemicals, polymers, and natural prod-
ucts.> "% In general, the SMC reaction is quite often performed in
the presence of palladium (Pd) catalysts, exhibiting multiple
advantages of excellent catalytic activity, mild operating
conditions, and broad functional group tolerance.” Since the
first report of the Pd-catalyzed SMC reaction in 1979, academic
research and industrial applications focusing on this reaction
have increased exponentially over the past decades, as affirmed
by the award of the 2010 Nobel Prize in chemistry.” Received:  April 16, 2021
Accordingly, thousands of Pd catalysts with various ligand Accepted: June 2, 2021
systems have been gradually developed to revolutionize this Published: June 13, 2021
field. Homogenous categories are primarily exploited and widely

employed, including phosphane-based ligands such as tertiary-,

hemilable-, biophenyl-, and indole-typesg’10 and nitrogen-
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Scheme 1. (a) Preliminary Verification of Hypothesis: Precise Regulation of Palladium Activity with Covalent Organic
Framework (COF) and (b) Comparison of Pd/COF-SMC, and Other Highly Active Pd Catalyst

a Preliminary verification of hypothesis: precise regulation of palladium activity with COF
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accompanied the reaction that resulted in the low yield of the
halo-substituted biaryl products. It is a fact and also an issue that
biaryl derivatives produced from the current Pd-catalyzed SMC
reaction generally lacked halo substituents (the target halo-
substituted product normally with a low yield due to self-
coupling of the reagent itself) since highly active transition metal
species no matter homogeneous or heterogeneous catalysts were
employed as showed in Scheme Sla.

To date, several works of literature focusing on the application
of covalent organic framework (COF)-supported nanopartlcles
Pd catalysts in SMC reaction have been reported,®**
displaying a promising option for catalyzing the SMC reaction
efficiently. However, in the previously reported synthesis
methods, the SMC reaction products are predominately
nonhalo-substituted. Since halo-hydrocarbons are an essential
type of organic compounds that present in and applied as
synthetic intermediates of biologically active compounds and
natural products. Even though the general reactivity order of aryl
halides R-Cl <« R-Br ~ R-OTf < R-I has been well-
recognized,”"> designing suitable catalysts according to this
property for the region-selective SMC synthesis of biaryl
derivatives with halo substituents did not receive due and
sufficient attention. N,N-Ligands have been reported and used
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excluswel for controlling the activity of the transition metal
catalyst.”*>~>* Herein, in this work, we proposed to design and
synthesize the nanoparticles Pd-COF catalyst, which regulated
the selectivity of active Pd species via electron-donating N,N-
ligand. The target Pd-COF nanoparticles catalyst selectively
catalyzed phenylboronic acid with aryl iodide in excellent
product yield instead of aryl bromide during the SMC process
(Scheme 1a), which successfully verified the hypothesis on the
precise regulation of Pd activity with a COF structure. Hence,
under the controllable activity of catalyzed Pd-COF, the
homocoupling of halogenated aryl boronic acid should be
avoided and the halo-substituted biaryl products would be
obtained in high yield as showed in Scheme S1b. This was then
verified by the comparison of using nanoparticles Pd/COF-
SMC, from our work and other highly active Pd catalysts
(Scheme 1b). Under the optimized reaction conditions in this
work using Pd/COF-SMC,, an excellent yield of halo-
substituted biaryl products was obtained starting from aryl
halides with aryl boronic acids/halogenated aryl boronic acids,
which could be used as q starting martial for further Suzuki
coupling using a highly active Pd catalyst. As for the comparison,
using the highly active Pd catalyst, the aryl halides with aryl

boronic acids/halogenated aryl boronic acids gave a reaction

https://doi.org/10.1021/acsanm.1c01038
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Table 1. Optimization of SMC Reaction

0.5 mol% Pd/COF-SMC,

o ) v ()
o I+ B(OH),

Additive, Solvent

entry” catalyst additive solvent
1 Pd/COF-SMC, K,CO; xylene
2 Pd/COF-SMC, K,CO, xylene
3 Pd/COF-SMC; K,CO; xylene
4 Pd/COF-SMC, K,CO; xylene
S Pd/COF-SMC, K,CO;4 EtOH
6 Pd/COF-SMC, K,CO; Toluene
7 Pd/COF-SMC, K,CO,4 DCM
8 Pd/COE-SMC, K,CO, THF
9 Pd/COF-SMC, K,CO;, EtOAc
10 Pd/COF-SMC, K,CO, EtOH/H,0
11 Pd/COF-SMC, K,CO, THF/H,0
12 Pd/COF-SMC, K,CO,4 i-PrOH
13 Pd/COE-SMC, K,CO; MeOH
14 Pd/COF-SMC, K,CO, Acetone
15 Pd/COF-SMC, Na,CO; EtOH
16 Pd/COF-SMC, NaOH EtOH
17 Pd/COF-SMC, Cs,CO4 EtOH
18 Pd/COE-SMC, KoH EtOH
19 Pd/COF-SMC, CaCO, EtOH
20 Pd/COF-SMC, Cs,CO;4 EtOH
21° Pd/COF-SMC, Cs,CO,4 EtOH
22 Pd/COF-SMC, Cs,CO, EtOH

VAW,

temperature (°C) time (h) concentration (%)b
150 3 41
150 3 47
150 3 44
150 3 11
80 3 99
120 3 24
S0 3 13
70 3 26
80 3 28
80 3 95
100 3 93
90 3 S1
100 3 92
60 3 14
80 3 41
80 3 98
80 3 99
80 3 99
80 3 929
80 1 929
80 3 99
80 3 98

“Unless otherwise stated, the reaction conditions are 0.5 mmol of 1-iodo-4-methoxybenzene, 0.75 mmol of phenylboronic acid, 1.0 mmol of
additive, 0.5 mol % of Pd/COF-SMC,, and 4 mL of solvent. “Determined by 'H NMR spectroscopy, based on aryl halide. “0.75 mmol of Cs,CO;

was used. %0.6 mmol of Cs,CO; was used.

mixture and a less desired product as well as a difficult
purification.

Herein, we examined the representative Pd-catalyzed SMC
reaction using our heterogeneous Pd/COF-SMC; catalysts. As
listed in Table 1, a series of heterogeneous COF-based Pd
catalysts, Pd/COF-SMC,, Pd/COF-SMC,, Pd/COF-SMC;,
and Pd/COF-SMC,, were employed to make a comparison of
this reaction in xylene solvent under previously reported
standard reaction conditions.’> Unlike the previous reported
COF-supported catalyst, our prepared catalyst Pd/COF-SMC,
showed low reactivity under the same reaction conditions. This
finding could be due to the fact that the stronger coordination
between COF ligand and Pd(OAc), would result in lower
catalytic reactivity. In other content, we hypothesized that the
precise control of Pd activity by COF ligand affection could
avoid homocoupling problems, which has been a great challenge
in the previous highly active homogeneous Pd catalyst without
selectivity for halo Cl-, Br-, and I-substituted substrates. The
solvent had a great effect on this Pd/COF-SMC,-catalyzed SMC
reaction. Surprisingly, Pd/COF-SMC, possesses the best
performance by employing alcoholic solvent EtOH. Stronger
base Cs,COj has the best catalytic performance under the base
evaluation. Amazingly, this SMC reaction could also perform in
a short reaction time without losing significant product yield
(entry 20) using the prepared Pd/COF-SMC, catalyst.

Herein, we synthesize a series of Pd-supported COFs
nanoparticles catalysts (defined as Pd/COF-SMC,) and probe
their catalytic capabilities toward the region-selective SMC
reactions of aryl boronic acids and aryl halides, especially with
halogenated aryl boronic acids. The phase structure, chemical
composition, and morphology of the COF carrier and Pd/COF
catalyst were characterized. Meanwhile, the relevant SMC
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reactions were sequentially studied in detail. First, on the basis of
the conventional aryl halide and phenylboronic acid, the
conditions for the SMC reaction including the catalyst, the
additive, the solvent, the temperature, and the time were
optimized. Then, under an optimal condition, various aryl
boronic acids and aryl halides were employed to verify the
catalytic activity. Because of the ideal strong coordination
between active Pd (II) species and COF material, the optimal
Pd/COF-SMC, presents good catalytic performance for the
region-selective SMC reaction. In comparison to other previous
reported work,”*>*” a less hazardous solvent and mild operating
conditions have been achieved. The most outstanding advantage
of this method is undoubtedly characterized as the precise
regulation of active Pd species. Using this facile synthesis of the
Pd/COF-SMC, catalyst, we undertook the synthesis of >40
biaryl products, and more than 20 halo-substituted biaryl
products were obtained in excellent yield that avoids the self-
coupling of halogenated aryl boronic acid, just like in our
proposed design route (Scheme S2c). Furthermore, the catalyst
can be recycled three times without a significant decrease of
catalytic activity.

2. EXPERIMENTAL SECTION

2.1. Materials. All chemicals, unless otherwise noted, were
purchased without any further purification. All reactions were
conducted in glass ampules with magnetic stirring under a dry nitrogen
atmosphere, which was ensured using a Schlenk line. The solvents
EtOH (>99.5%, anhydrous grade), CH,Cl, (>99.9%, GC), DMF
(>99.9%, BR), xylene (>99.9%, anhydrous grade), toluene (>99.5%,
AR), THF (>99.0%, AR), EtOAc (>99.5%, AR), i-PrOH (>99.5%,
AR), MeOH (>99.9%, GC), and acetone (>99.5%, AR) were selected
and used directly in this work.

https://doi.org/10.1021/acsanm.1c01038
ACS Appl. Nano Mater. 2021, 4, 6239—6249
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Scheme 2. Preparation of COF-SMC, and Pd/COF-SMC,
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2.2. Synthesis of COF-SMC,. The COF-SMC, was synthesized by
reacting 1,3,5-triformylphloroglucinol (2.38 mmol) and p-phenyl-
enediamine (3.57 mmol) at room temperature for 30 min in the
presence of solvent EtOH (60 mL). The reaction products were
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collected and then dispersed with solvent DMF at 160 °C for 4 h. After
being isolated by filtration, the resultant solid product was immersed in
solvent EtOH at 80 °C for 2 h. Finally, the powder material was
obtained by refiltration and vacuum drying at 80 °C for 24 h. To have a

https://doi.org/10.1021/acsanm.1c01038
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better comparison, COF-SMC,, and COF-SMC; were synthesized
following the same procedure by replacing p-phenylenediamine with
2,2'-bipyridine-5,5'-diamine and 4,4’-diaminobiphenyl, respectively.
COF-SMC, was synthesized using the same method based on another
aldehyde feedstock (benzene-1,3,S-tricarbaldehyde) and 2,2'-bipyr-
idine-5,5’'-diamine. The detailed information is shown in Scheme 2.

2.3. Synthesis of Pd/COF-SMC,. Presynthesized COF-SMC, (165
mg) and Pd(OAc), (20 mg) were immersed in the solvent CH,Cl, (10
mL), and the mixture was stirred at room temperature for 24 h to
complete the load of the active Pd component. After that, the resultant
residue was recovered by suction filtration and then eluted with the
above solvent (CH,Cl,) for 24 h. At last, the target heterogeneous
catalyst sample of Pd/COF-SMC, was acquired by the vacuum drying
of the solid residue at 80 °C for 12 h.

2.4. Characterizations. The reaction product was purified by
column chromatographic separations using Kiesel gel 60 H silica gel
(particle size: 0.063—0.100 mm) or Brockmann I, activated, basic Al,O,
(particle size: ~150 mesh). The reaction was monitored by thin-layer
chromatography (TLC) on aluminum plates coated with Kieselgel 60
(0.20 mm, UV254) and visualized under ultraviolet light (v = 254 nm).
'H and C NMR spectra of liquid products were recorded on an
AVANCE III HD-400 NMR spectrometer (Bruker) using CDCl,
solvent, which was referenced to the residual (7.26 ppm) and central
(77.0 ppm) peaks of CDCl,. Several analytical techniques (X-ray
powder diffraction (XRD), X-ray photoelectron spectroscopy (XPS),
Fourier-transform infrared spectroscopy (FTIR), scanning electron
microscopy (SEM), transmission electron microscopy (TEM), and
nitrogen adsorption isotherms) were used to characterize the structures
of solid materials (catalyst and carrier). XRD powder patterns were
performed on an X'Pert Pro diffractometer (PANalytical) employing
CuKa radiation (4 = 0.15406 nm) at an operating current of 40 mA and
a voltage of 40 kV. The scan was adjusted from 2.5° to 50° in 26 range
with 2 s/step counter-times and 0.0167° step size. XPS spectra (C 1s, N
1s, O 1s, and Pd 3d) were recorded by an ESCALAB 250Xi XPS
spectrometer (Thermo VG Scientific) operating at a monochromatic Al
Ka X-ray source (150 W, 1486.68 V) with a 30 eV pass energy, a 0.1 eV
step size, a 500 pm spot size in diameter, and a 90° electron takeoff
angle. All spectra were evaluated using Advantage software on the basis
of the following principles: (1) the binding energy calibration using
principal C 1s peak (284.6 eV); (2) the peak fitting using a fwhm of
0.50—2.50 eV, a Gaussian—Lorentzian function of 30%, and a
background subtraction of Smart-type; (3) the curve resolution using
specific type and binding energy for palladium, carbon, nitrogen, and
oxygen structures, as follows, (3.1) Pd 3d, Pd(II) (338.1 + 0.3 eV, 343.3
+0.3eV) and Pd(0) (335.8 +0.3eV,341.0 £ 0.3eV); (3.2) C15,C—
H/C—C/ C=C (284.6 + 0.2 eV), C—(O, N) (286.1 + 0.3 eV), and
O=C—(C, OH) (288.5 + 0.5 eV); (3.3) N 1s, amine-N (399.9 + 0.3
eV), pyrrolic-N (400.4 + 0.2 eV), and pyridinic-N (398.8 + 0.2 eV);
(34) 0 15,0=C (5314 +0.3eV), C—O—(C, H) (532.5+ 0.5 eV),
and C—O—OH (535.2 + 0.3 eV). FTIR spectra were measured on a
Tensor 27 FTIR spectrometer (Bruker) in absorbance mode with the
range 4000—400 cm™! (resolution: 4 cm™") using KBr as the reference.
The morphologies were recognized using a Hitachi SU-70 FESEM
(Hitachi) operating at 10 kV and a JEM-2100F HRTEM (JEOL)
operating at 200 kV. Nitrogen adsorption isotherms were measured by
a ASIQMOO002—2 apparatus (Quantachrome) at liquid nitrogen
temperature after their vacuum degassing at 120 °C for 10 h. The
Brunauer—Emmett—Teller (BET) method was selected to calculate the
specific surface area.

2.5. Evaluation of Catalyst Activity. To evaluate the catalyst
activity of Pd/COF-SMC,, the typical procedure run of SMC reaction
in relation to Pd/COF-SMC, was as follows: the catalyst Pd/COEF-
SMC, (3 mg), the aryl halide (0.5 mmol), the aryl boronic acid (0.75
mmol), the alkalic additive Cs,CO; (325.8 mg, 1.0 mmol), and the
solvent EtOH (4 mL) were introduced into the reactor, which was
operated at 80 °C under a N, atmosphere in a stirring and refluxing
mode. TIC analysis was employed to monitor the reaction process.
After the completion of the reaction, the solid catalyst was recovered by
two sequential steps: the centrifugal separation of the mixture and the
triple-wash of the solid with CH,Cl, (S mL). The desired liquid organic
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product was obtained following three procedures: (1) the wash of liquid
phase using deionized water (20 mL) to remove the alkalic additive; (2)
the vacuum evaporation of liquid phase to obtain the crude organics;
and (3) the further purification of the crude organics by the silica gel
column chromatography method.

3. RESULTS AND DISCUSSION

The PXRD profile and FTIR spectra of COF material carrier
COF-SMC, and its corresponding catalyst Pd/COF-SMC, are
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Figure 1. Experimental (a) PXRD and (b) FTIR analyses of the target
catalyst and carrier.
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Figure 2. XPS spectra of the target catalyst and carrier: (a) Pd 3d, (b) N
Is, (c) C 1s, (d) O 1s.

both illustrated in Figure 1. As seen in Figure la, the signals of
Pd/COEF-SMC, do not exhibit a significant change compared to
those of the parent of COF-SMC,. This phenomenon indicates
that Pd salt would not be an obstacle to the overall crystallinity
and the host framework integrity of Pd/COF-SMC,. The main
peaks in the PXRD patterns at 4.72° and 7.95° were originally
derived from COF-SMC,, attributed to the (100) and (200)
facets, respectively. The wide signal at approximate 26.7°
corresponds well to the (002) reflection, which would be
attributed to the 7—7 stacking interaction between two adjacent
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Pd/COF-SMC

(c)

¥,

Figure 3. (a and b) SEM-EDS and (c and d) TEM-EDS analyzes of the target catalyst and carrier.
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Figure 4. Nitrogen adsorption—desorption isotherms of the target
catalyst and carrier.

layers in the COF sheets.’” In the FTIR spectra (Figure 1b),
there are intense typical absorption peaks of N—H stretching
(816 cm™), C=0O0 stretching (1620 cm™"), C—N stretching
(1277 em™"), C—H/C—O deformation (1440 cm™"), and aryl
ring stretching (1582 cm™), respectively,** suggesting the enol-
keto tautomerism feature of the Pd/COF-SMC, catalyst. This
can also be similarly observed in the COF-SMC, carrier
material.

To confirm the chemical structure of COF-supported
heterogeneous catalysts, the XPS spectra of the target catalyst
and carrier were performed and are accurately fitted in Figure 2.
As for Pd/COF-SMC,, the target elements including C, N, O,
and Pd were all discovered, matching well with the energy
dispersive spectroscopy (EDS) mapping analysis results (Figure
3). The N 1s spectra can be deconvoluted into a single sharp
peak at 399.9—400.1 eV for both Pd/COF-SMC, and COF-
SMC,, which corresponds well with the imine structure in the
COF material.*' Besides, a small shift in the binding energy of
the N 1s peak was also observed between the catalyst (399.88
eV) and the carrier (400.06 eV) due to the strong Pd—N
interaction, suggesting the successful loading of active Pd
species on the COF matrix. Moreover, in the Pd 3d spectra of
free Pd(OAc), (Figure 2a), it can be seen that the Pd (II) species
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presents two typical peaks (Pd 3d;,, and Pd 3d;,) at the binding
energies of 338.2 and 343.6 eV, respectively. By comparison, it is
interesting to note that the extra smaller peak (336.0 eV for Pd
3ds,, 341.2 eV for Pd 3d;,) was observed besides the main peak
o the f Pd (II) form of Pd/COF-SMC, spectrum under two Pd
3d states, which is unequivocally assigned to metallic Pd-like
species (Pd (0)).*** This phenomenon would be explained by
the imine groups contained in the COF structure that can
donate electrons to Pd (II) species during its incorporation
process, leading to the Pd species being less electron-deficient
like Pd (0).”> Hence, the resultant XPS information
demonstrates that the Pd species can be coordinatively bonded
to two imine nitrogen atoms from adjacent COF layers,
achieving a precise regulation effect of the COF structure on
Pd species by inhibiting the intrinsic activity of Pd active sites. In
addition, the observed carbon-related and oxygen-related
structures in Figure 2c,d are also in accordance with the
functional groups in the target catalyst and carrier. The
difference in the peak area of each structure is due to the extra
introduction of acetate ions. Meanwhile, according to the XPS
information on other comparative catalysts and carriers (Figure
S2), some evidence on the detailed structure of Pd/COF-SMC,
can be also provided: (1) For N 1s spectra, the only amine-N
peak is found in both Pd/COF-SMC; and Pd/COF-SMC,
similar to Pd/COF-SMC,, whereas there is another pyridinic-N
peak besides amine-N in Pd/COF-SMC,. This further validates
the nitrogen functionalities in each COF matrix. (2) For the Pd
3d spectra, apart from Pd/COF-SMC,, other catalysts all have a
certain amount of Pd (0) species with the sequence of Pd/COF-
SMC, > Pd/COF-SMC; > Pd/COF-SMC,. This reveals that
the synthetic methods for Pd/COEF-SMC, exhibit distinctive
capabilities in coordinating the Pd species with the COF
structure.

The morphologies of Pd/COF-SMC, and COF-SMC, were
examined by SEM and TEM, as shown in Figure 3. The target
catalyst and carrier both exhibit a coralline-like stacking
structure linked with sticks (Figure 3a). The EDS mapping
results provide evidence on the presence of target elements (C,
H, O, and Pd) in the catalyst and carrier (Figure 3b). Besides,
comparing the TEM images, it was seen that the Pd species were
uniformly dispersed in the COFs matrix with an average particle
size of S nm (black dots in Figure 3c). Additionally, thte EDS
mapping images also illustrate the elements contained in Pd/
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Table 2. Catalytic Activity Test of Pd/COF-SMC, in the SMC
Reaction of Phenylboronic Acid with Different Aryl Halides

0.5 mol% Pd/COF-SMC,
R-X + B(OH), R
Cs,CO;, EtOH, 1h, 80°C
Entrytel R-X Product Yield(%)®!
2a
3a
4a
4 Meo@—l MeO 98
1a
6a
7a
7 HO/©\| HO a *
o) o)
Y .
H H 9a
o) o)
o)) S
10a
e O
10 \©:> 0 87
O 11a >
o
" ® ;
' 12a
13a
14a
o r )
-
14 \©/ 0 95
15a
2a

“Unless otherwise stated, the reaction conditions are 0.50 mmol of
aryl halide, 0.75 mmol of phenylboronic acid, 1.00 mmol of Cs,CO;,
0.5 mol % of Pd/COF-SMC, 4 mL of EtOH, 1 h, 80 °C.
*Determined by 'H NMR spectroscopy, based on aryl halide.

COF-SMC, (Figure 3d). The Pd element was detected as well as
C, N, and O, further supporting the fact of the uniform
incorporation of Pd species into the COF material.

The surface area and porosity of the target catalyst and carrier
were determined by nitrogen adsorption—desorption analysis
(Figure 4). The Brunauer—Emmett—Teller surface areas of
COF-SMC, and Pd/COF-SMC, were calculated to be 363.44
and 23.73 m*-g™!, respectively. On the basis of the quenched
solid density functional theory (QSDFT) model, it is evident
that the pore-size distribution of both COF-SMC, and Pd/
COF-SMC, materials exhibits main peaks with an approximate
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Table 3. Catalytic Activity Test of Pd/COF-SMC, in the SMC
Reaction of 1-Iodo-4-methoxybenzene with Different Aryl

Boronic Acids
\ \
o@—l + RI-B(OH), o) R’

0.5 mol% Pd/COF-SMC,
Cs,CO;3, EtOH, 1h, 80°C

Entryl®! R'-B(OH), Product Yield(%)!
\
1 (HO),B o) 9%
16a
\
2 (HO),B F o} F 95
17a
\
- vy
18a
\
4 (HO),B Cl e} O cl 98
19a
OH \ OH
20a
/ \
21a
\
" vos OO,
Br 22a Br
8 (HO)QBONOZ \ONOZ 98
23a
\
9  (HO)B o) Q O 98

(HO).B 95

5

98

96

74

97

96

96

“Unless otherwise stated, the reaction conditions are 0.50 mmol of 1-
iodo-4-methoxybenzene, 0.75 mmol of aryl boronic acid, 1.00 mmol
of Cs,CO;3, 0.5 mol % of Pd/COF-SMC,, 4 mL of EtOH, 1 h, 80 °C.
“Determined by 'H NMR spectroscopy, based on aryl halide.

range of 3—5 nm. Compared to the carrier COF-SMC,, the
catalyst Pd/COF-SMC, has a slight change in pore-size
distribution with a huge decrease in surface area, demonstrating
that the introduction of Pd(OAc), would not hinder the cavities
of the COF material despite the significant enhancement of its
weight. The characteristics of specific surface area and regular
microporous structure would make the Pd/COF-SMC, material
to be a fascinating candidate in potential catalysis applications.

Pd-catalyzed cross-coupling reaction has become a widely
used method for the synthesis of carbon—carbon bond
formation. Particularly, it was well-recognized by the 2010
Nobel Prize that Pd-catalyzed Heck, Negishi, and Suzuki—
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Table 4. Catalytic Activity Test of Pd/COF-SMC, in the SMC Reaction of Functionlazide-iodo-4-methoxybenzene with Aryl

Boronic Acids”

R'-B(OH),

0.5 mol% Pd/COF-GIEC,

Cs,C0;3, EtOH, 1h, 80°C

O
(6] F

17a, 95%

33a,95%

22a,98%

j:

352, 98%

Cl

3
3

F

39a, 96%

OO0 00
F

Cl
46a, 93%

41a, 96%
1
T

47a, 96%

Cl

3

C
B
45a,95%

32a,96%

3
3
3

38a, 98%

42a, 98% 43a,95% 44a, 96%
cl F
cl F
48a, 98% 49a, 56%

“Unless otherwise stated, the reaction conditions are 0.50 mmol of functionlazide-iodo-4-methoxybenzene, 0.75 mmol of aryl boronic acids, 1.00
mmol of Cs,COs, 0.5 mol % of Pd/COF-SMC,, 4 mL of EtOH, 1 h, 80 °C. “Determined by '"H NMR spectroscopy, based on aryl halide.

Miyaura couplings are considered essential. There are some
disadvantages like toxicity, difficult separation, and hard
recyclability of the homogeneous catalyst Pd, which limit the
potential application in the industry. Pd-based heterogeneous
catalyst, in this context, is preferred predominately for industrial
production since it is easier to be separated and recycled,
reducing operating costs and avoiding unwanted traces of toxic
metals in the final products.

With the confirmation of the optimal reaction conditions, the
scope of SMC reaction of phenylboronic acid with different aryl
halides was subsequently investigated. As shown in Table 2,
under the catalytic effect of Pd/COF-SMC,, most of aryl halides
substrates would be directionally converted to the biaryl
products with high yield (up to 98%), demonstrating the
advantage of this catalyst in the application area with
heterogeneous SMC reaction. Furthermore, the sterically
hindered substrate can be also converted successfully to the
corresponding biaryl product 12a (entry 11) in good yield.

Next, we assessed the catalytic capacity of Pd/COF-SMC, on
the SMC reaction of 1-iodo-4-methoxybenzene with different
aryl boronic acids (Table 3). A series of boronic acid derivative
substrates with varying functional groups at the para-, meta-, and
para, meta-positions were evaluated under optimal reaction
conditions. As presented in Table 3, the majority of these
substrates would be high-efficiently converted with the help of
Pd/COF-SMC,, and the target biaryl products with very high
yields were obtained (15 examples). Due to the halogenated
boronic acid self-coupling reaction and low yield of the target
SMC reaction product, the halogenated aryl boronic acid
substrates have been seldom reported previously. To our
excitement, many target halo-substituted biaryl products 17a
(entry 2), 19a (entry 4), 22a (entry 7), 25a (entry 10), and 27a
(entry 12) were obtained with excellent yields after 1 h ata 80 °C
reaction. The substrates with different para-substituted multi-
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functional groups such as alkyl, ether, cyano, ketone, and ester
were well-tolerated and showed good yields for the desired
products.

Halo-substituted aryl, biaryl compounds are very useful and
widely used in coupling reactions, total synthesis, and materials
synthesis as well as in industry and academia. As shown in Table
4, the heterogeneous COF-supported catalyst Pd/COF-SMC,
can high-selectively recognize between I- and Br-functional
groups in the same reagent (22a, 38a, 41a, 44a, and 47a). More
than 20 halo-substituted biaryl products were gained in good
yields under the standard reaction conditions. Further
investigation of the stability of the Pd/COF-SMC, catalyst in
the SMC reaction showed that this catalyst could be reused three
times without losing significant activity.

Using the Pd/COF catalysts, the SMC reaction acts as
heterogeneous catalysis. During the reaction process, Pd (II)
could be released from the surface of the COF support ligand
and the leaching Pd could be responsible for the catalysis as a
(quasi)homogeneous mechanism, as shown in Scheme 3.7
In the oxidative addition step, 1-iodo-4-methoxybenzene
(MeOPh-I) diffuses through the microporous structure of
COF support and then reaches the active sites of the Pd
nanoparticle. Then, the Pd leaching phenomenon stems from
the oxidative reaction between the inner Pd/COF catalyst and
the infiltrating MeOPh-], transforming Pd (0) into Pd (II) and
leading to the formation of surface intermediate MeOPh-Pd-1.
This intermediate (MeOPh-Pd-I) can desorb and then transfer
across the porous COF support, joining in the reaction solution
system. Then, the trans-metalation of MeOPh-Pd-I and aryl
boronic acid would happen inevitably, leading to the formation
of biaryl palladium type MeOPh-Pd(II)-Ph. Finally, the biaryl
product MeOPh-Ph can be formed via the reductive elimination
of Pd from the MeOPh-Pd(II)-Ph intermediate. Simultane-
ously, the Pd (II) state will be reduced into Pd (0) state.
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Scheme 3. Mechanism for Pd/COF-Catalyzed Suzuki—Miyaura Cross-Coupling Reactions
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B CONCLUSION

In summary, we have successfully designed and prepared a series
of COF-SMC carrier materials using a simple feasible
solvothermal method in an environmentally-friendly way. We
also developed the first precise control activity of the Pd/COF-
SMC nanoparticles catalyst for the establishment of C—C
bonds via region-selective Suzuki—Miyaura cross-coupling of
aryl boronic acids and aryl halides, especially with halogenated
aryl boronic acids. Under the cooperative catalysis of nano-
particles Pd/COF-SMC with Cs,CO; we undertook the
synthesis of >40 biaryl products and more than 20 halo-
substituted biaryl products in excellent yield. The methodology
is moderate, tolerant to functional groups, friendly to the
environment, and has an outstanding advantage of precise
regulation nanoparticles Pd properties activity, which can be
strategically applied in varying transition metal-catalyzed cross-
coupling series to build with or without halo-substituted moiety.
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