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2-Aryloxyquinolines are well known for various biological activities. In this report, we have developed

a novel protocol for introducing an acetoxy functional group on the aryl sp? carbon of 2-
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aryloxyquinoline-3-carbaldehyde using a palladium catalyst for the first time. Interestingly, this C-H

acetoxylation reaction is highly chemo- and site-selective. By modifying the reaction conditions, mono
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rsc.li/rsc-advances good functional group tolerance.

Quinoline-based compounds are an important class of N-
heterocyclics with a diverse range of biological activities. In the
class of quinolines, 2-aryloxyquinolines have gained a lot of
interest as they contain important pharmacophores which are
frequently useful in many biologically active compounds.®
Because of the significance of these molecules, many research
groups have made efforts to develop more efficient methods for
their synthesis.> Moreover, these 2-aryloxyquinoline molecules

have antiasthmatic, antiviral, antifungal, antiprotozoal,
anthelmintic, cardiotonic, and local anesthetic properties®
(Fig. 1).

Over the last two decades, tremendous progress has been
made in transition-metal-catalyzed C-H activation reactions.*
In general, the construction of a C-C bond and C-hetero atom
bond by activating the inert C-H bonds of arenes has gained
a lot of interest in both academic research and industry. In that
direction, the construction of a C-O bond via the C-H activation
reaction is challenging due to low reactivity and regioselectivity.
Using the directing group (DG) strategy, a number of C-O bond-
forming reactions have been reported in recent years.” Among
the various C-O bond-forming reactions, the acetoxylation of
aromatic compounds is important. Furthermore, acetoxylation
of aromatic compounds is essential since they can be easily
converted into phenolic derivatives which are an integral part of
many natural products and biologically active molecules. Also,
aromatic C-H acetoxylation and hydroxylation reactions are
complementary reactions to each other for the incorporation of
an acetoxy or hydroxyl group into the product. Towards this
end, Sanford and her co-workers developed a regio- and
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or di ortho-C—H acetoxylation products have been synthesized selectively with good yields and with

chemoselective method for the acetoxylation of the 2-aryl pyri-
dine C(sp®)-H bond using pyridine as the DG via a palladium
catalyst for the first time. Later, various DGs were successfully
utilized for selective C(sp*)-H acetoxylation by using various
transition metal catalysts® (Scheme 1).

Among nitrogen-directing-group-assisted C-H activation
reactions, pyridine, oxime, and imine groups are very much
utilized as chelating groups. However, the nitrogen of the
quinoline-moiety-directed C-H activation has not been explored
much in the literature and quinolines are most commonly
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Fig. 1 Structures of bioactive aryloxyquinoline derivatives.
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Scheme 1 Metal-catalyzed C—H acetoxylation.
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found in various natural products, alkaloids, and pharmaco-
logically active scaffolds. Due to the importance of quinolones,
quinolone-containing molecules, such as 2-aryloxyquinoline
can be easily transformed into a variety of new scaffolds and this
will be helpful in finding new or active pharmaceutical ingre-
dients (APIs) as well as in improving the biological activity of
existing drug molecules. Moreover, from the point of view of the
C-H activation reaction, functionalization of the C-H bond in
the presence of another reactive functional group such as
aldehyde is not known and is highly challenging due to the
competitive reaction associated with the aldehyde functional
group. Further, the aldehyde group will be very useful in late-
stage modifications and for the creation of new pharmaco-
phores through various functional group transformations. In
continuation of our interest in C-H activation,” herein we
disclose a novel site-selective ortho-C-H activation reaction for
the introduction of an acetoxyl group on aryl ether derivatives.
To execute our idea, we chose 2-aryloxyquinolines (1a) as the
model substrate. Interestingly, we optimized the reaction
conditions for both the mono- and di-acetoxylation of 2-ary-
loxyquinolines with moderate to good yields.

In order to execute our idea, we prepared 2-aryloxyquinoline-
3-carbaldehyde (1a) and treated it with PhI(OAc), in the pres-
ence of Pd(OAc), as a catalyst and AcOH as a solvent at 110 °C
for 6 hours (see Table 1, entry 1). Interestingly, the reaction
produced the desired mono-acetoxylated product 2a in 30%
yield. In order to increase the yield of mono-acetoxylated
product, we increased the reaction time from 6 h to 9 h,
which yielded the mono-acetoxylated product in moderate yield
(45%) (see Table 1, entry 2). To improve the yield further, we
carried out the reaction with increased time ie., from 9 h to

Table 1 Optimisation of reaction conditions®

Pd(OAc),
PhI(OAc),

—_—
© AcOH, 110 °C
1a

S .. T Oy T Bh

Pd(OAc),  PhI(OAc), Yield”

Entry  (mol%) (equiv.) Time (h)  Yield’ (2a%) (3a %)

1 5 1.5 6 30 0

2 5 1.5 9 45 0

3 5 1.5 12 62 13

4 10 1.5 12 85 10

5 5 3.0 6 40 32

6 5 3.0 9 50 45

7 5 3.0 12 18 62

8 10 3.0 9 40 50

9 10 3.0 12 25 70

10 5 3.5 12 21 66

11 10 3.5 12 15 78

12 10 3.5 15 14 76

“ Reaction conditions: 1a (0.3 mmol), catalyst (5-10 mol%), oxidant
(1.5-3.5 equiv.), AcOH (2 mL), 110 °C, 6-15 h. ? Isolated yields.
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12 h. Interestingly, in this case, we observed the formation of
mono-acetoxylated product 2a in 62% yield and di-acetoxylated
product 3a in 13% yield (see Table 1, entry 3). However, the best
result was obtained when we carried out the reaction with
increased catalyst loading from 5 mol% to 10 mol%, which
produced the expected mono-acetoxylated product 2a in 85%
yield and di-acetoxylated product 3a in 10% yield (see Table 1,
entry 4). We also observed that decreasing the load of the
catalyst and even increasing the equivalents of PhI(OAc), did
not provide 2a with better yield (see Table 1, eEntries 5 and 6).
Hence the standardized conditions for the mono-acetoxylated
product are Pd(OAc), 10 mol%, PhI(OAc), (1.5 equiv.) at 110 °
C for 12 hours.

Then we focussed our attention on improving the yield of di-
acetoxylation product. Accordingly, we treated 2a with 5 mol%
of Pd(OAc), and 3 equiv. of PhI(OAc), at 110 °C for 12 h, which
produced mono-acetoxylated product 2a in 18% yield and the
di-acetoxylated product in 62% yield. Then we carried out the
reaction by increasing Pd(OAc), loading from 5 mol% to
10 mol% and 3 equiv. of PhI(OAc), at 110 °C for 9 h, which
produced 2a in 40% yield and the desired di-acetoxylated
product 3a in 50% yield (see Table 1, entry 8). The same reac-
tion was carried out with 10 mol% of Pd(OAc), and 3 equiv. of
PhI(OAc), at 110 °C for 12 h, which produced mono-
acetoxylated product 2a in 25% yield while the di-acetoxylated
product 3a was formed in 70% yield (see Table 1, entry 9).

Decreasing the Pd(OAc), loading from 10 mol% to 5 mol%
and increasing the equivalents of PhI(OAc), from 3 equiv. to 3.5
equiv. at 110 °C for 12 h also produced mono-acetoxylated
product 2a in 21% yield and di-acetoxylated product 3a in
66% yield (see Table 1, entry 10). Finally, the best result was
obtained when we carried out the reaction with 10 mol% of
Pd(OAc), and 3.5 equiv. of PhI(OAc), at 110 °C for 12 h, which
provided the desired di-acetoxylated product 3a in 78% yield
and mono-acetoxylated product 2a in 15% yield (see Table 1,
entry 11). Further increasing the reaction time of the same
reaction from 12 h to 15 h did not improve the yield of 3a (see
Table 1, entry 12).

With the standardized conditions for the formation of
mono-acetoxylated product 2a in hand, we focussed on studying
the scope of the ortho-C-H mono-acetoxylation reaction with
a wide range of substrates. Initially, we tuned the quinoline ring
with different electron-donating and electron-withdrawing
groups. In all cases, we observed the formation of mono-
acetoxylated products (2a-f) in good yields (60-85%). Later,
we changed the substitution on the aryloxy ring, which provided
the desired mono-acetoxylated products (2g-j) in good yields
(51-65%) (Table 2). It is important to note that the C-H func-
tionalization reaction provided the desired product without any
interference from aldehyde functional groups.

After studying the scope of the mono-acetoxylation reaction,
we focussed our attention on the scope of the di-acetoxylated
product 3. Accordingly, we investigated the scope of the di-
acetoxylation reaction with electron-donating groups (EDG)
and electron-withdrawing groups (EWG) on the quinoline part.
Both EDG and EWG consisting of substrates (1) were

RSC Adv, 2024, 14,13306-13310 | 13307
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Table 2 Mono ortho-C—H acetoxylation of 2-aryloxyquinoline-3-
carbaldehydes®

Pd(OAc), (10 mol%)

Phi(OAc), ( 1.5 equiv.)
_—

AcOH
110°C,12h

CHO
Z
N~ O
OAc
R?

mmmm

2b, 72% 2¢,75% 2d, 60%

2a,85% CHs

m @(I @f\,( @(\I -
2
N No

oA H;C\©/0Ac @om
msn [

29, 52%

2e, 65% CH, 2f, 65%

mcuo Meomwo
~
N/ o N” O
Br\©,0m: B’\©/°A°

2i,56% 2, 65%

“ Reaction conditions: 1a (0.3 mmol), Pd(OAc), (10 mol%), PhI(OAc),
(1.5 equiv.), AcOH (2 mL), 110 °C, 12 h.

Table 3 Di
carbaldehyde”

C-H acetoxylation of 2-arylocyquinoline-3-

CHO
o SN N -CHO
o Pd(OAc); (10 mol%) R.@(NI

Phl(OAc), ( 3.5 equiv.)
—_— e

@_R AcOH Aco. OAc
1 110°C,12h R
’ 3a-f
Aco\@ Ac0\©/ AcO Aco Ac
3a,78% 35:83% 3c, 68% i 3d, 72% :
AcO
AcO

3e, 69%

OAc

3f,65% Cl

¢ Reaction conditions: 1a (0.3 mmol), Pd(OAc), (10 mol%), PhI(OAc),
(3.5 equiv.), AcOH (2 mL), 110 °C, 12 h.

compatible and provided the desired di-acetoxylated products
in good yields (52-78%) (Table 3).

Subsequently, we conducted a competitive experiment
between p-methyl and p-chloro derivatives (1a and i), which
produced the p-methyl ortho acetoxylated product (2a) in 65%
yield and the p-chloro ortho acetoxylated product (2i) in 17%
yield. This reaction clearly indicates that the electron-donating
group on the aryloxy ring facilitated the reaction compared to
the electron-withdrawing group (Scheme 2).

To understand further which functional group (the quino-
line nitrogen or aldehyde group) acts as a directing group, we
prepared substrate 4, where we kept the reactive site containing
the aryloxy group at the 4th position of the quinoline moiety,
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Scheme 2 Competition reaction.

which in turn increased the distance and changed the positions
between the nitrogen atom and the reactive site containing the
aryloxy moiety. Accordingly, we carried out a couple of control
experiments with 4-(p-tolyloxy)quinoline-3-carbaldehyde (4)
under the standard reaction conditions, which did not provide
the expected product (5). This indicates that the close proximity
of the quinoline nitrogen to the reactive site of the aryloxy
moiety is essential for the reaction. Therefore, the quinoline
nitrogen acts as a directing group, not the aldehyde group. Next,
we prepared 3-formyl-2-(p-tolyloxy)quinoline 1-oxide (6), in this
substrate we converted the quinoline nitrogen into N-oxide to
understand the importance of iminium nitrogen. Accordingly,
substrate 6 under the optimized conditions for the ortho-C-H
acetoxylation reaction did not lead to the expected C-H

Pd(OAc), (10 mol%) \@
CHO Phl(OAc), (1.5 equiv.)
CCr ——x—
N AcOH
4 110°C, 12 h
N -CHO
5 Pd(OAC), (10 mol%) [:CDI
N7 Phi(OAc), (1.5 equiv.) “~o
1
©0 @0 OAc
AcOH
6 110°C, 12 h
CH, T cHy
Scheme 3 Control experiments.
oz
L sed
Pd"(OAc), (]

'O
m

AcO- Pd"

// H activation
AcOH

Scheme 4 Plausible mechanism for the formation of acetoxylated 2-
aryloxyquinoline-3-carbaldehyde (2).

Reductive
elimination

PhI(OAc), B

© 2024 The Author(s). Published by the Royal Society of Chemistry
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activation product (7). This clearly indicates that the quinoline
nitrogen acts as the DG and not the N-oxide group (Scheme 3).
The proposed mechanism for the ortho-C-H acetoxylation
reaction is depicted in Scheme 4. The catalytic reaction
proceeds via preferential coordination of the N atom of
compound 1 with Pd(OAc), to generate intermediate A. In the
next step, intermediate A undergoes C-H activation and forms
palladacycle B by the liberation of AcOH. Subsequently, palla-
dacycle B transforms to complex C via oxidative addition using
PhI(OAc),. Finally, desired product 2a is obtained from complex
C via reductive elimination. The catalytic cycle is completed by
the regeneration of the Pd(u) species, as shown in Scheme 4.

Conclusions

We have developed a novel and efficient protocol for the
synthesis of mono- and di-acetoxylated 2-aryloxyquinoline-3-
carbaldehydes using a palladium catalyst for the first time. A
variety of mono- and di-acetoxylated 2-aryloxyquinoline-3-
carbaldehydes were synthesized in very good yields with excel-
lent site selectivity. Various functional groups on the aryl rings
as well as the more reactive aldehyde functional group were well
tolerated in this reaction. Keeping the aldehyde functional
group intact in the reaction will help in further useful trans-
formations. Additionally, the incorporation of acetoxy groups
on 2-aryloxyquinoline-3-carbaldehydes is useful for making
a variety of phenolic scaffolds.
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