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Efficient rhodium(l)-catalyzed regioselective direct arylation and alkenylation of aromatic C—H bonds has been realized with aromatic carboxylic
and cinnamic anhydrides as the coupling partners via decarbonylation and C—H activation under phosphine-free conditions.

Transition-metal-catalyzed functionalization of arene C—H
bonds has recently been paid much attention.® ortho-
Arylation, alkenylation, and akylation of sp?C—H bonds
involving subsequent regiosel ective formation of new C—C
or C—X bonds assisted by various directing groups under
palladium,? rhodium,® ruthenium,* copper,> nickel,® and iron’
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catalysis have attracted rapidly growing interest. Arenes and
heterocycles usually undergo chelation-assisted C—H func-
tionalization with organic or organometallic coupling partners
such as aromatic halides,>**>8 sulfonate esters,**° boronic
acids, 210 alkynes,>*>6 olefins, ! alkyl acrylates,'? arenes,®
cycloalkanes,™ arylsilanes,® organotrifluoroborates,*® or-
ganotin,®” and arylzinc™ reagents, producing the cross-
coupling products. Peroxides,*® diethyl azodicarboxylate,#>°
arenediazonium salts,® PhI=NNs,*®® aldehydes,*®" di-tert-
butyl diaziridinone, '8 epoxides,*®" and unactivated aromatic
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Table 1. Screening of Reaction Conditions®

S =
(L0 24
O . PR 0" “Ph -CO O o
1 2a 3a
entry cat./mol % additive base T (°C) time (h) conversion® (%)
1 [Rh(COD)Cl]y/5 MS Na,CO;3 145 16 100 (92)°
2 [Rh(COD)Cl]y/5 MS Na,CO3 145 6 >99 (93)°
3 [Rh(COD)Cl]»/2.5 MS Nay,CO3 145 9 >99 (92)°
4 [Rh(COD)Cl]»/1 MS Na,CO;3 145 9 85
5 [Rh(COD)Cl]/2.5 MS Nay,CO3 130 9 90
6 [Rh(COD)Cl]»/2.5 Nay,CO3 145 9 70
7 [Rh(COD)Cl]y/5 Na,CO;3 145 13 97
8 [Rh(COD)Cl]»/2.5 MS K;PO, 145 9 >99
9 [Rh(COD)Cl]»/2.5 MS KF 145 9 97
10 [Rh(COD)Cl]»/2.5 MS KyCO3 145 9 64
11 [Rh(CO),Cl]»/2.5 MS Nay,CO3 145 9 88
12 [Rh(CO),Cllo/5 MS Nay,CO3 145 16 100
13 Rh(COD),BF4/2.5 MS Na,CO3 145 9 87
14 Rh(COD);BF./5 MS Nay,CO3 145 16 98
15 RhCI(PPhs)s/5 MS Nay,CO3 145 16 8
167 [Rh(COD)Cl]&/2.5 MS Na,CO;3 145 9 10
17¢ Pd(OAc)»/2.5 MS Nay,CO3 145 9 0

a Conditions: 1, 0.5 mmol; 2a, 1.5 equiv; base, 2 equiv; MS = 4A molecular sieves, 0.600 g; o-xylene, 3 mL. P Conversion of 1 determined by GC
analysis. ¢ Isolated yield of 3a in parentheses. ¢ 20 mol % of PPh; was added. © 1,4-Benzoquinone (1.0 equiv) was added.

rings”>*® were also reported for this purpose. Although a
variety of coupling partners were successfully explored, they
have been applied in C—H functionalization with limited
generality. > Very recently, we reported Rh(l)-catalyzed
decarbonylative C—H functionalization by using acid chlo-
rides as the coupling partners.>* More recently, we found
that benzoic anhydrides, as the coupling partners for Rh(l)-
catalyzed aromatic C—H activation, are much more efficient
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than their benzoyl chloride analogues. Anhydrides are usually
cheap and can be readily derived from their mother acids.
Carboxylic acids can be decarbonylatively transformed by
transition metals,® but only scattered examples have been
documented.?® Herein, we report [Rh(COD)Cl],-catalyzed
direct arylation and alkenylation of arene C—H bonds via
decarbonylation of benzoic and cinnamic anhydrides.
First, we carried out the reactions of benzo[h]quinoline
(1) with benzoic anhydride (2a) under the typical Rh(l)
catalysis conditions for decarbonylative arylation of 1 with
benzoy! chlorides.?* The [Rh(COD)CI].-catalyzed reaction
of 1 with 2a efficiently afforded the desired arylation product
3a in 92% isolated yield via decarbonylation of 2a (Table
1, entry 1). Within 6 h, the reaction was also complete to
give 3ain adecent yield (93%, entry 2), suggesting that the
present catalytic system is more efficient than that using
benzoyl chloride for the same purpose. Lowering the catalyst
amount to 2.5 mol %, the reaction also proceeded efficiently
(entry 3). Further lowering the catalyst to 1 mol % or
decreasing the reaction temperature to 130 °C (entries 4 and
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5) led to incomplete conversion of 1. Surprisingly, in contrast
to the Rh(l)/benzoy! chloride system,?* the present catalytic
system worked well without molecular sieves, achieving 97%
conversion for 1 with 5 mol % catalyst over aperiod of 13 h
(entries 6 and 7), but it is obvious that 4A molecular sieves
improved the transformation (entries 1—7). K3PO, and KF
also worked efficiently as the bases, while K,CO3; was less
effective (entries 8—10). Both [Rh(CO),Cl], and Rh(COD),-
BF, can be used as the catalysts with a 5 mol % loading
(entries 11—14). However, Wilkinson's catalyst RhCl(PPhs)s
only showed poor catalytic activity, which is similar to the
result obtained in the presence of PPh; (entries 15 and 16).
Pd(OACc), did not effect the arylation reaction (entry 17),
although palladium can catalyze the decarbonylative reactions
of aroyl chlorides.®® The reaction conditions were thus
optimized as shown for entry 3: 2.5 mol % of [Rh(COD)Cl],
as the catayst, Na,CO; as the base, and 4A MS as the
promoter in refluxing o-xylene for 9 h.

The reactions of 1 with other carboxylic anhydrides were
then carried out to define the protocol scope (Table 2). When

Table 2. Direct Arylation of 1 via Decarbonylation of 2 and
C—H Bond Activation®

G b
P 9 Q  [Rh(COD)CIL P
N _— N @
(O AT e
H R
2

1 3

entry R 2 product yield? (%)

1 Ph 2a 3a 92

2 4-MeCgHy 2b 3b 97

3 3-MeCgH, 2¢c 3c 75

4 3,4-Me,CeHs 2d 3d 95

5 3,56-MesCeHjz 2e 3e 81

6 4-CIC¢H,y 2f 3f 62 (97)°
7 3-CICsH, 2g 3g 62 (76)°
8 4-BrCgHy 2h 3h 66 (76)¢
9 3-BrCgH, 2i 3i 40 (74)°
10 4-NO,CeH, 2j 3j 23°

11 3-NO,-4-MeCgHj3 2k 3k 72

12 2-thiophenyl 21 3l 64°¢

13 2-furanyl 2m 3m 57°¢

14 Ce¢H;CH=CH 2n 3n 60 (82)¢

2 Conditions: 1, 0.5 mmol; 2, 1.5 equiv; [Rh(COD)CI],, 2.5 mol %;
Na,CO;, 2 eq; MS, 0.600 g; o-xylene, 3mL; 145 °C, 9 h. ® Isolated yields.
€24 h. 5.0 mol % of catalyst, 12 h. 5.0 mol % catalyst, 24 h.

methyl-substituted benzoic anhydrides (2b—e) were used as
the coupling partners, the products 3b—e were obtained in
decent yields (75—97%, entries 2—5). The reactions of 1
with 4- and 3-chloro- or -bromobenzoic anhydrides 2f—i

(23) (a) Goossen, L. J.; Rodriguez, N. Chem. Commun. 2004, 724. (b)
Chatani, N.; Tatamidani, H.; le, Y.; Kakiuchi, F.; Murai, S. J. Am. Chem.
Soc. 2001, 123, 4849. (c) Jobashi, T.; Hino, T.; Maeyama, K.; Ozaki, H.;
Ogino, K.; Yonezawa, N. Chem. Lett. 2005, 34, 860. (d) Goossen, L. J;
Paetzold, J.; Winkel, L. Synlett 2002, 1721. (e) Goossen, L. J.; Paetzold, J.
Adv. Synth. Catal. 2004, 346, 1665. (f) Kgjita, Y.; Kurahashi, T.; Matsubara,
S. J. Am. Chem. Soc. 2008, 130, 17226.

(24) (a) Sugihara, T.; Satoh, T.; Miura, M. Tetrahedron Lett. 2005, 46,
8269. (b) Obora, Y.; Tsuji, Y.; Kawamura, T. J. Am. Chem. Soc. 1993,
115, 10414.
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produced products 3f—i in 40—66% yields, but increasing
the catalyst loading to 5 mol % and/or extending the reaction
timeto 12—24 h gave the same productsin 74—97% yields,
respectively (entries 6—9). The reaction of 1 with 4-nitroben-
zoic anhydride (2j) was complicated, affording product 3j
in 23% yield (entry 10), and no desired product was isolated
from the reaction of 1 and 3-nitrobenzoic anhydride.
However, the reaction of 1 with 3-nitro-4-methylbenzoic
anhydride (2k) produced product 3k in 72% yield (entry 11),
revealing that an electron-donating substituent in anhydride
2 facilitates the arylation reaction.

Unexpectedly, thiophene-2-carboxylic anhydride (21) and
furoic anhydride (2m) also underwent the direct decarbo-
nylative arylation with 1, forming 3l and 3m in 64% and
57% yields, respectively (entries 12 and 13). Surprisingly,
cinnamic anhydride (2n) underwent the same type of reaction
to form the direct akenylation product 3n in 82% yield (entry
14). It should be noted that the reactions of 1 with 2-chloro-,
2-bromo-, and 2-methylbenzoic anhydrides did not take place
due to the ortho-steric hindrance from the substituents.

N-Heteroaromatic substrates were also applied to explore
the generality of the direct arylation and alkenylation method.
The reaction of 2-phenylpyridine (4a) with 2a was chosen
as the model reaction to optimize the reaction conditions.
Using 5.0—7.5 mol % of [Rh(COD)ClI], asthe catalyst, >1.0
equiv of 2a as the coupling partner, Na,COs as the base,
and 4A MS as the promoter in refluxing o-xylene, >99%
conversion was obtained for 4a, forming a mixture of mono-
and double arylation products. Both increasing the molar ratio
of 2a to 4a and extending the reaction time favored forma-
tion of the double arylation product 5a. Eventualy, the
reaction of 4a (0.5 mmol) with 2a (3 equiv) was carried out
using 5 mol % catalyst, 4 equiv of Na,COs, and 4A MSiin
refluxing o-xylene at 145 °C for 12 h, affording a mixture
of the mono- and double-arylation products (1:99) with
>099% conversion for 4a. The desired double-arylation
product 5a was then isolated in 79% yield (Table 3, entry
1). For 2-pyridine-substituted arenes 4b—f, their direct
arylation with 2a gave the desired products 5b—f in 57—78%
yields (entries 2—6). For 2-benzoylpyridine 4g and N-
heterocycle 4h (entries 7 and 8), they were also efficiently
arylated by 2a to form 5g (86%) and 5h (64%), respectively,
as compared to the reported results (33—34% yields) by using
Rh(l)/benzoyl chloride® A reactivity order of oxidative
addition to Pd(0) has been established: Phl > (PhCO),0 >
PhOTf > PhBr,%® which suggests that (PhCO),0 is a more
reactive coupling reagent than PhOTf and PhBr. Thus,
anhydrides (ArC0O),0O may be used as the more capable
coupling partners than ArBr in C—H functionalization. With
cinnamic anhydride (2n) asthe coupling partner, the reactions
of 4a—h efficiently produced the alkenylation products 6a—h
in 64—97% vyields (entries 9—16), suggesting a promising
aternative to compounds of type 6 instead from Heck
reactions of aryl halides and styrene.® Alkenylation of arenes
and N-heterocycles via C—H bond activation usually utilize
akynes,® olefins* and alkyl acrylates? as the coupling
reagents.

To investigate the reactivity of the substrates and coupling
partners further, three competition reactions were explored
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Table 3. Direct Arylation of 2-Arylpyridines (4) via
Decarbonylation of 2a or 2n and C—H Bond Activation®

entry substrate cond. product yield (%)°
Ph
1 @‘@43 A v, 79
Ph 5a
Ph
2 w A ¢ ) 78
4b
" Pn 5b
—_ —Q R
* O ST
N7 4 R 5¢c

4 W B 9 67°
w7 ad o 5d
s 0, B O, 63
\0
6 — B 9 57
C}_@Af " Sf
Q
g J
B 29w
4h -

9 WM A W 91

e Ba
_ h
10 \Jap A " 93
= 6b
B _pn
11 2}@ 4 A 2%} 84
w 6C
12 @@ B " 77
N 4d o 6
13 d@ B R 64
v’ de m Be

3
Ed

5

N
o
14 @_@M B Y 97
1 Jsg

79
4h I\ m6h (E/z=63:37)

(E/2=96:4)

@ Conditions: 4, 0.5 mmol; [Rh(COD)Cl],, 5 mol %; MS, 0.600 g;
o-xylene, 3 mL; 145 °C, 12 h. (A) 2a or 2n, 3.0 equiv; NaCOs, 4 eq. (B)
2aor 2n, 1.5 equiv; Na,COs, 2 equiv. P Isolated yields. © GC yield (100%
conversion for 4d, a mixture of 33:67 di- and monoarylation products was
obtained). 916 h.

under the typical conditions as shown in Tables 2 and 3 (egs
3—5). A 1:1 molar ratio mixture of 2a and 2b was reacted
with 1, affording the arylation products 3a and 3b in a 45:
55 molar ratio (eq 3), which further demonstrates that an
electron-donating substituent in the anhydride favors the
arylation. Under the same conditions, using benzoyl chloride
instead of benzoic anhydride 2a led to less of 3a (eq 4),
revealing that benzoyl chloride is less reactive than benzoic
anhydride in the Rh(l)-catalyzed decarbonylative arylation
of 1. Arene 1 exhibited a higher reactivity than 2-arylpyridine

(25) Jutand, A.; Negri, S; de Vries, J. G. Eur. J. Inorg. Chem. 2002,
1711.

(26) Corbet, J. P.; Mignani, G. Chem. Rev. 2006, 106, 2651.

(27) Lafrance, M.; Rowley, C. N.; Woo, T. K.; Fagnou, K. J. Am. Chem.
Soc. 2006, 128, 8754.
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4f, producing 3a as the mgjor product in the reaction of 1/4f
(2:1) with 2a (eq 5).

X

o o conditions O = O
o o ¢ P

in Table 2
P N
L Ph*OAPh;Q)ko)K@\ 100% + O ®

2a 2b Ph O

3a 3b

0.5 mmol 0.375 mmol 0.375 mmol
3a:3b=45:55
S
0 PR me O -
in Table _ O N
I - o - + (@)
s )@* J\@ o [ L
» " @
0.5 mmol  0.375 mmol % g =~
- - 0375 mmol 3a:36=30:70
\
\O o 0 conditions B = o
1 . /LL J\ in Table 3 P — o
= + - . + A
SV e e NeRa vl
N Ph Ph
4f 2a 3a 5f
0.25 mmol  0.25 mmol 0.75 mmol 3a:5(=61:39

A possible mechanism is proposed in Scheme 1. Anhy-
dride 2 is oxidatively added to the Rh(l) speciesto form an

Scheme 1. Proposed Mechanism

(RCO),0
2

e
B Rh()CI
o B
R RCORN(IICI(OCOR)
3

7
>VCO

~ RRA(ICI(OCOR)
P 8
L >
o b
9 R O O N

NaHCO; + NaOCOR PLI Na,COs

aroylcarboxylate metal complex [RCORN(I11)Cl (OCOR)] (7)
which undergoes decarbonylation to form aryl carboxyl-
ate—Rh(I11) (8). Intermediate 8 reacts with arene 1 to
generate complex 9 by C—H bond activation via intramo-
lecular ortho-chelating assistance in the presence of Na,CO3
base. The desired product 3 is then produced viathe reductive
elimination of 9. This proton abstraction mechanism is
plausible to explain functionalization of the aromatic C—H
bonds by carboxylic anhydrides.*®2"

In summary, efficient regioselective direct arylation and
alkenylation of aromatic C—H bonds has been realized by
Rh(l) catalysis using aromatic carboxylic and cinnamic
anhydrides as the coupling partners via decarbonylative C—H
bond activation with arene or N-heteroaromatic substrates
under phosphine-free conditions. The present catalytic system
is much more efficient than the Rh(l)/aroyl chloride system?*
for the same purpose.
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