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Pd-catalysed C—H functionalisation of free carboxylic acids has drawn significant attention over the last few
years due to the predominance of carboxylic acid moieties in pharmaceuticals and agrochemicals. But their
coordinating ability was overlooked and masked by exogenous directing groups for a long time. Even other

crucial roles of carboxylic acids as additives and steric inducers that directly influence the mode of a reaction

have been widely neglected. This review aims to embrace all of the diverse aspects of carboxylic acids except
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additive and steric effects by concisely and systematically describing their versatile role in Pd-catalysed

proximal and distal C—H activation reactions that could be implemented in the pharmaceutical and
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1. Introduction

Carboxylic acids are one of the ubiquitous and most versatile
functional motifs in the field of organic synthesis. The presence
of carboxylate moieties in numerous pharmaceuticals, agro-
chemicals, natural products, and biologically active compounds
makes the functionalisation of aromatic or aliphatic carboxylic
acids extremely valuable for the synthesis of functional mate-
rials.”™ In contrast to traditional synthetic routes, C-H activa-
tion has emerged as one of the most attractive strategies for the
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agrochemical industries. In addition, the mechanistic perspectives along with several recent strategies
developed in the last few years discussed here will serve as educational resources for future research.

synthesis and derivatization of carboxylic acids over the past few
years.”** Direct conversion of the substrate into a more complex
molecule without any pre-functionalisation makes this strategy
step economic. However, selective activation of specific C-H
bonds present in a molecule is quite challenging. In this
context, various directing groups, preinstalled with the
carboxylic acid groups, can help the metal to come into the
vicinity of a particular C-H bond through coordination. As
a result, a wide array of functional groups can be incorporated
within the molecule via directing group-assisted metal-
catalyzed C-H bond activation reactions.’*™* However, such
a three-step directing group-assisted protocol has some limita-
tions: it contains two extra steps, (a) the incorporation of the
directing group before functionalisation, and (b) the removal of
that group after functionalisation. But, if the carboxylic acid
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group itself acts as a native directing group, functionalisation
might occur in a single step (Fig. 1).

As a native directing group, it can activate both C(sp*)-H and
C(sp®)-H bonds at proximal as well as distal positions of
aliphatic and aromatic compounds through five- and six-

Directing Group Free Approach
One step

o 0
@LOH . —> @k OH
b FG

DG DG

i Removal
Installation Directing Group Approach v

Three steps

Fig. 1 Carboxylic acids and their role in a directing group approach
(bottom) and a directing group-free approach (top). DG = directing
group.
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membered metallacycle formation. Apart from that, it can
also act as a traceless directing group,™ additive,'® and steric
inducer'”* that directly influence the mode of several C-H
activation reactions.

While prior reviews have predominantly focused on the
scope'>'®*'2¢ and mechanistic understanding®—* of carboxylic
acids, this review highlights the multifaceted roles of carboxylic
acids as well as the developments in this area including recent
studies and other important aspects. In this context, it is
important to mention that free or mono-N-protected amino
acids also utilize their carboxylic acid parts for coordination,
but those substrates are not included here because they are
a different class of substrates (or ligands). Since several
reviews*?” and mechanistic studies®®*** have already been
dedicated to this topic, we decided not to include this
compound class.

2. Coordination modes of
carboxylates

Carboxylic acids (more precisely carboxylates in reaction media)
have weaker coordinating ability® to transition metals in
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comparison to many other functionalities or ligands. Therefore,
the efficacy of the carboxylic acid moiety is reduced in the
medium, which eventually affects the kinetics of the reaction. In
the presence of a transition metal (e.g., Pd), it can adopt two
types of coordination mode, k" and k. In the k* mode, the metal
coordinates to two oxygen atoms of the carboxylate group in
a bidentate fashion while in the ' mode, the metal remains
attached to one oxygen atom of the carboxylate in a mono-
dentate fashion. Both of them remain in equilibrium with
a slight shift towards the k*> mode that is not suitable for C-H
bond activation.>®***>% Several crystal structures of cyclic
substrate-palladium complexes are available in the literature
which represent the k®> coordination mode of carboxylates
shared by two Pd atoms.*~**

It has been reported in many literature studies that hard
Lewis acidic metal salts, such as alkali metal ions (Na*, K*, Cs",
etc.), make the k' mode preferred through coordination with
a carboxylate in a bidentate fashion. Such binding allows Pd(u)
to reorient towards the targeted C-H bond (Fig. 2). However,
when such metals are absent the k" mode gets suppressed and
the k* mode helps in C-H activation.®

3. Carboxylic acids as native directing
groups

The major application of carboxylic acids can be witnessed as
native directing groups in different C(sp*)-H as well as C(sp®)-H
activation reactions. The carboxylate unit present in the
substrate coordinates to the palladium and subsequently
directs towards proximal as well as distal C-H bonds of that
substrate via the formation of a five- or six-membered pallada-
cycle. This part of the review discusses major advances in the
functionalisation of free carboxylic acids using Pd catalysis.

3.1. C(sp’)-H activation reactions of carboxylic acids

Aliphatic C-H bonds are rather stable and non-polar, prevent-
ing transition metals from being inserted into the C-H bond
and thus making the C-H bond cleavage step difficult. However,
a directing group that comes into close proximity of the
aliphatic C-H bond facilitates the insertion step. Among all the
directing groups, carboxylates have a weak coordination ability,
which dictates the overall reaction efficiency. The weak coor-
dinating nature can be improved by employing different ligands
or electrophiles, which can help the carboxylate moiety to bind
more strongly with the transition metal. To date, several
research groups have reported their studies on Pd-catalyzed

o] O O\
R—C/I R-C," \Pd"L,, ——— R—C". m*
\ V4 —~—— N
OH o 10
L,Pd
Kz coordination K1 coordination

(less favored) (more favored)

M = Na,KorCs

Fig. 2 Coordination modes of carboxylates with palladium.
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C(sp®)-H activation in proximal (o and ) as well as distal
positions (y and higher). Some asymmetric C(sp®)-H activation
reactions were also reported on palladium catalysis. Most of the
Pd-catalyzed o-C(sp®)-H activation reactions have been devel-
oped based on exogenous directing groups® that masked the
coordinating ability of the free carboxylates. But free carboxylic
acids can also selectively activate -, y- and higher C(sp*)-H
bonds with the help of suitable reagents and appropriate reac-
tion conditions. Palladium/platinum-catalyzed C(sp®)-H acti-
vation was first reported by the Chang group in 2006 to prepare
benzolactones from o-alkyl substituted aromatic carboxylic acid
derivatives.”® Following this, in the same year, White and
coworkers disclosed an interesting synthetic strategy for the Pd-
catalyzed macrolactonization of w-alkenoic acids using
Pd(OAc), with a phenyl bissulfoxide catalyst (Scheme 1).°°
Mechanistic studies revealed that the macrolactonization pro-
ceeded through a Pd-templated w-allyl carboxylate interme-
diate. In 2011, they extended this methodology to the total
synthesis of an erythromycin precursor, 6-deoxyerythronolide B
(6-dEB).”

3.1.1. Regioselective C(sp®)-H activation. Pd-catalyzed B-
C(sp®)-H activation of free carboxylic acids is quite a well-
explored area where the carboxylic acid moiety of the
substrate acts as a native directing group and can activate the
proximal B-C(sp®)-H bond via the formation of a five-membered
palladacycle.”® Apart from this, y-C(sp®)-H activation is also
reported and yet to be explored. It involves a six-membered
palladacycle. A quaternary carbon at the B-position is required
in most of the reactions. But reaching further distal positions (3-
and higher) remains challenging so far without the help of any
directing group.

3.1.1.1. B-C(sp®)-H arylation. In 2007, the Yu group first re-
ported a Pd-catalyzed B-C(sp®)-H arylation of pivalic acid and
similar aliphatic carboxylic acids containing quaternary centers
at a-positions using two different arylating reagents, a phenyl-
boronate ester and an aryl iodide (Scheme 2).>® In the former
case, only the monoarylated product was formed, while in the
latter one some amount of diarylated product was also
produced along with the monoarylated product.

(o] /\ o]
\ /
9 oS o S<py (1020 mol%) o
OH Pd(OAc), o
H BQ (2 equiv.), DCM - Z
Z 45°C, 72 h

Yield: up to 63%

6-deoxyerythronolide B, R=R'=H
Erythronolide B, R=OH, R'=H
Erythronolide A, R=R'=OH

Scheme 1 Pd bis-sulfoxide-catalyzed macrolactonization (White
etal, 2006).°¢
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Scheme 2 Pd-catalyzed B-C(sp®)—
carboxylic acids (Yu et al., 2007).57

H arylation of a-quaternary

Later, in 2017, the Zhao group came up with a new strategy to
obtain arylated free carboxylic acids in good yields (up to 80%)
using an amino acid as an exogenous ligand and aryl iodides as
arylating reagents (Scheme 3).*® Here, they have used acetyl-
protected glycine (L1) as a ligand. The scope of this work was
also extended to B-C(sp®)-H arylation of N-protected alanine
exploiting pyridine-based ligands which eventually led the way
to unnatural amino acids.

Subsequently, the van Gemmeren group also reported a Pd-
catalyzed B-C(sp®)-H arylation of free carboxylic acids using aryl
iodides in excess relative to carboxylic acids and acetyl protected
B-alanine (L2) as a ligand (Scheme 4).*°

Ar=1 (1 equiv.)
Pd(OAc); (10 mol%) o

1
Ligand L1 (30 mol%) RZR%OH

KoCO3 (50 mol%)

R’ i
szLOH

H Ag,CO; (1 equiv.) Ar
(2 equiv.) HFIP, 80-150 °C, 12-60 h Yield: up to 80%
0
AcHN
C! \)I\OH
________________________________ L
o) o) 820 0
Me z
OH OH OH
BzO
p-OMePh p-OMePh 'p-OMePh
80% 75% 60%

Scheme 3 Pd-catalyzed B-C(sp®)-
acids (Zhao et al., 2017).5°

H arylation of aliphatic carboxylic
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R1IH . R1/H
Ligand L2 (20 mol%
R2/H OH igand L2 (20 mol%) > RZH OH
Ag,0 (2 equiv.)
H Nay,HPO,4-7H,0 (1 equiv.) Ar
HFIP, rt, 10 min; Yield: up to 86%
80°C,24h
(o}
AcHN OH
L2

83% 75%

Scheme 4 Pd-catalyzed B-C(sp®)—H arylation of aliphatic carboxylic
acids (van Gemmeren et al., 2017).°

3.1.1.2. B-C(sp’)-H olefination. In 2018, the Yu group
designed a new bidentate thioether-based ligand (L3) to
promote B-C(sp®)-H olefination of a broad range of aliphatic
carboxylic acids followed by subsequent lactonization of the
olefinated product. This is the first example of a Pd-catalyzed -
C(sp®)-H olefination of free carboxylic acids without using any
auxiliary. The methodology is supported by a large number of
substrates being converted in good to excellent yields (up to
96%). The y-lactone products can be further used for the
production of various important aliphatic acids, e.g., B-vinylated
acids and +y-hydroxylated acids (Scheme 5).**

ZEWG (2 equiv.)

R [o] Pd(TFA), (10 mol%) R!
R2 %OH Ligand L3 (10 mol%) .~ R? o)
Na,HPO4-7H,0 (1 equiv.)
H Ag2CO5 (1 equiv.) EWG

HFIP, 120 °C, 12 h Yield: up to 96%

via: Q—/Na*
R' I ,[ j
R2 (o] (\S
Pd(I)L  NHAc
H

" o 0
° mipsoMe Me
Me 2 (o] Me o]
CO,Bn CO,Bn P(0)(OEH),

o

95% 90%, 1:1dr 88%
(o]
Me
6 M HCI »> Me o
80 °C, overnight
CO,H
(o] 92%
Me, .
NaOH (4 equiv.) HO,C _
Me (o] > CO,H
EtOH/H,0, reflux Me>,\|,:\/\ 2
CO,Bn 78%
LAH (4 equiv.) HO OH
THF, rt Me Me OH
83%

Scheme 5 Pd-catalyzed B-C(sp®)-
acids (Yu et al,, 2018).*

H olefination of aliphatic carboxylic
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3.1.1.3. B-C(sp®)-H acetoxylation. Apart from arylation and
olefination reactions, even a B-C(sp®)-H acetoxylation was re-
ported by the van Gemmeren group in 2019 where phenyl-
iodine(ur) diacetate (PIDA) was used as an acetoxylating agent
and the sodium salt of hexafluoroisopropanol (HFIP) as an
additive. No external ligand was used here (Scheme 6).°

However, this protocol demands an excess amount of acid
substrate and is also restricted to tertiary carboxylic acids
(mostly pivalic acid and its derivatives). This shortcoming was
resolved by the Yu group who used acetic anhydride as the
acetoxylating agent and an acetyl protected a-amino acid as
a ligand (L4) in the presence of tert-butyl hydroperoxide (TBHP)
as the sole oxidant (Scheme 7).** An array of aliphatic carboxylic
acids with or without o-quaternary centers was compatible
under such reaction conditions.

The transformation proceeds via a Pd(u)/Pd(wv) cycle, initi-
ated with the ligand coordination to Pd(OAc), generating
LPd(OAc). After that, Int-I gets generated via B-C(sp®)-H acti-
vation of sodium carboxylate. Subsequent oxidation of Int-I to
Int-II by tert-butyl hydroperoxide (TBHP) and ligand exchange
by acetic anhydride (Ac,O) produces Int-III. It is worth
mentioning here that strained four-membered lactones can also
be formed via selective reductive elimination from Int-II which
upon attack by nucleophiles delivers a plethora of B-C(sp®)-H

PhI(OCOR), (1 equiv.) o

R1
Pd(OAc); (5 mol%) - sz‘\OH
NaHFIP(1 equiv.)

H OCOR
HFIP/(RCO),0, 100 °C, 24 h
Yield: up to 63%
CF3
[o]
(o] (o]
OH Me
% OH OH
OAc Me

63% 53% 47%

0

Me
Me

Scheme 6 Pd-catalyzed direct B-C(sp®)—H acetoxylation of aliphatic
carboxylic acids (van Gemmeren et al., 2019).%2

Ac,0 (2 equiv.)
Pd(OAC), (10 mol%) , 0
Ligand L4 (20 mol%) R
> R OH
Na,COj3 (1 equiv.)
OAc

H TBHP (2 equiv.)
HFIP, 60 °C, 12 h Yield: up to 74%

CO,H
NHAc
________________________________ [
o) [} o]
M
e\/\fLOH Mel)kOH &E\LOH
OAc OAc OAc

74% 72%, mono:di > 20:1 50%

Scheme 7 Pd-catalyzed ligand-enabled monoselective B-C(sp®)—H
acetoxylation of free carboxylic acids using a practical oxidant (Yu
etal, 2020).5%
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functionalised acids (discussed in detail in Scheme 8). On the
other hand, reductive elimination of Int-III leads to the desired
B-acetoxylated product and regenerates the active species
LPd(OAc) (Scheme 8).

3.1.1.4. B-C(sp®)-H lactonization. Recently, a novel catalytic
strategy for the synthesis of f-lactones directly from free
carboxylic acids was achieved by the Yu group without using any
olefin (Scheme 9).** A variety of a-substituted aliphatic carbox-
ylic acids were converted into the corresponding B-lactone
derivatives in good to excellent yields using Pd(CH;CN),Cl, as
a catalyst, a monoprotected amino acid (MPAA) as a ligand (L5),
and tert-butyl hydroperoxide (TBHP) as an oxidant. TBHP hel-
ped to generate a Pd(wv) intermediate which upon reductive
elimination generated a B-lactone. The stronger Pd-O‘Bu bond
in the Pd(iv) intermediate mainly influenced the selective
reductive elimination, i.e., B-lactone formation, preventing any
other side product formation through other rapid reductive
elimination processes. The steric bulk of the ~O’Bu group and
the larger bite angle of the monoprotected amino acid (MPAA)
ligand also played a crucial role in the reductive elimination
step by enhancing the rate of lactone formation.

This protocol was further extended to the late-stage modifi-
cation of drug molecules. Gemfibrozil, a drug molecule used to
regulate the lipid level in blood, was transformed into its B-
lactone derivative with 92% yield. The B-lactone derivative
formed was then functionalised with a variety of nucleophiles
(e.g., alkyl, aryl, alkenyl, alkynyl, cyano, halogens, thiophenyl,
etc.) to generate different types of bond, such as C-C, C-N, C-O,
C-X (X = halogen), and C-S at the B-position of that drug
molecule. Thus, the choice of an inexpensive oxidant TBHP and
the strategy to form different bonds at the B-positions of the

szkou

Na,CO;
gt 0 Pd(OAc),
RZ%OH l L

reductive
elimination

HOAc

®
Na\ OAc
o/~ PNt )
Pd _—
| \L ~ j
OAc L
R! 2
R® Int-m
tBUOH oxidative TBHP
€} addition
Na
OH
[ e
Ac,0 0=/ \I'!’d“’/L
C:
’ | ™1
; O'Bu
R R2

Scheme 8 Proposed catalytic cycle for the Pd-catalyzed p-C(sp*)—H
acetoxylation of free carboxylic acids (Yu et al,, 2020).%*
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Substrate Diversification
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QO 3
Me () OH
Me'
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Pd (1 mol%)

Me
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aqueous wash O‘("%:(o
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Nu = Alkyl, Aryl, Olefin, Alkyne, Nue

CN, F, Br, N3, NHNs, OH, SPh

Scheme 9 Pd-catalyzed B-C(sp®)-H
carboxylic acids (Yu et al.,, 2020).%*

lactonization of aliphatic

substrate acids makes this protocol highly versatile in the
context of synthetic efficacy.

3.1.1.5. B-C(sp®)-H alkynylation. Last year, the van Gemme-
ren group identified a novel class of N-protected ethylene
diamine-based ligands (L6 and L7) which enabled the direct -
C(sp®)-H alkynylation of free carboxylic acids (Scheme 10).%
Both a-quaternary and non-o-quaternary carboxylic acids per-
formed well under such reaction conditions where triisopro-
pylsilyl (TIPS) alkynyl bromide was used as an alkynylating
agent.

3.1.1.6. Late-stage 3-C(sp’)-H deuteration. Very recently, the
van Gemmeren group reported a regioselective late-stage B-
C(sp®)-H deuteration of free carboxylic acids using
ethylenediamine-based ligands having 2,6-disubstituted ben-
zamide moieties (L8) and deuterated hexafluoroisopropanol
(d4-HFIP) as a deuterating source (Scheme 11).°° This protocol
was further extended to deuteration of a wide array of bioactive
molecules having potential medicinal activities. Using this
methodology, they were also able to achieve deuteration at
nonactivated methylene B-C(sp*)-H bonds which had remained
untouched so far.

3.1.2. Distal C(sp®)-H activation

3.1.2.1. y-C(sp’)-H arylation. In 2019, one of our labs first
reported the ligand-enabled Pd-catalyzed regioselective distal y-
C(sp®)-H arylation of aliphatic carboxylic acids without the help
of any exogenous directing group. We used a monoprotected
amino acid (L1) as a suitable ligand and base to switch the
equilibrium from «k” to k', thus allowing the palladium to acti-
vate the distal y-C(sp*)-H bond and to access the y-arylated

2556 | Chem. Sci, 2022, 13, 2551-2573
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NH Ph Yield: up to 75%
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................................. L8 e
(o]
(o]
Pz
TIPS Mé OH
Me
OH TIPS
TIPS Me Me
NO,
75% 65% 65%
TIPS—=—Br (1.5 equiv.)
o) Pd(OAc); (10 mol%) o
Ligand L7 (30 mol%
H/\HLOH g : (. b) > /\HLOH
R Ag,0 (2 equiv.), LIHFIP (1 equiv.) TIPS R

H,0 (1.5 equiv.)

HFIP, 60 °C. 24 h Yield: up to 45%

AcHN~ - NHSOPh

Scheme 10 Pd-catalyzed direct B-C(sp®)—H alkynylation of free
carboxylic acids (van Gemmeren et al., 2020).5°

o Pd(OAc); (10 mol%)
Ligand L8 (20 mol%)

Ag,CO; (0.25 equiv.)
H d4-HFIP, 90 °C, 24 h

iPr O Me

R1
» R2 OH

Yield: up to 99%

73%

" e %
99% 83% 56%

Scheme 11 Pd-catalyzed late-stage B-C(sp®)—H deuteration of free
carboxylic acids (van Gemmeren et al., 2021).%°

aliphatic carboxylic acids in up to 88% yield. In contrast to the
previous reports where the diarylated product was formed due
to overreaction, it is important to mention that this protocol is
compatible with iterative diarylation carried out by sequential
incorporation of different aryl groups at other y-positions. But
the second arylation was performed at slightly higher temper-
ature (110 °C). The methodology was further extended to
synthesize substituted o-tetralone (Scheme 12).°” An optimiza-
tion study revealed that the use of the Na" salt was crucial for
the reaction, which probably facilitated the k' coordination

© 2022 The Author(s). Published by the Royal Society of Chemistry
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Scheme 12 Ligand-enabled Pd-catalyzed direct y-C(sp®)—H arylation
of free aliphatic carboxylic acids (Maiti et al., 2019).¢

mode of the carboxylate with palladium, and kinetic isotope
effect (KIE) experiments proved the C-H activation to be rate-
limiting.

Contemporarily, Shi and coworkers were also able to func-
tionalise the distal y-C(sp’)-H bond of amino acids and
respective peptide derivatives without the help of any exogenous
directing group using different electronically decorated aryl
iodides as coupling partners and silver phosphate (Ag;PO,) as
an additive which played a dual role of halide scavenger as well
as basic species to facilitate the C-H activation step.*®

3.1.2.2. y-C(sp’)-H olefination. In 2020, the van Gemmeren
group, the Yu group and one of our labs reported y-C(sp®)-H
olefination of aliphatic carboxylic acids. The van Gemmeren
group designed a catalytic system to promote y-C(sp®)-H

0 H N Ewe (2.5 equiv.) 0
Pd(OAc); (10 mol%)
1 OH Ligand L2 (20 mol%) 1 0
R H - » R
R2 Ag,CO3 (1.75 equiv.) R?
Nay,HPO4-H,0 (0.2 equiv.)
HFIP, 110 °C, 24-72 h

EWG
Yield: up to 68%

(o]
AcHN/\/u\OH
S
(o} (o}
o (o] (0]
Me Me Me
Me Me Me

CO,Et CO,CH,CF, CN

68% 54% 40%

Scheme 13 Ligand-enabled Pd-catalyzed direct y-C(sp*)—H olefina-
tion of free carboxylic acids (van Gemmeren et al., 2020).%°
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Ph
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o
M i Me
ue e om
- e
o~ OMe 07 N
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Scheme 14 Pd-catalyzed distal y-C(sp®)-H olefination of free
carboxylic acids (Yu et al., 2020).7°

olefination of aliphatic carboxylic acids followed by intra-
molecular Michael addition producing 3-lactones in moderate
to good yields (Scheme 13).%° N-Acetyl-B-alanine (L2) was found
to be a suitable ligand. It is worth noting that this is the first
report that supports a Pd(u)/Pd(0) catalytic cycle for distal vy-
C(sp®)-H olefination.

Contemporaneously, Yu and one of our groups reported
a similar methodology to synthesize 3-lactones under modified
conditions. In both cases, monoprotected «-amino acids
(MPAAs) were crucial to achieve high yields. While in Yu's work,
N-acetyl-a-phenylalanine (L9) (Scheme 14)" turned out to be the
best ligand for the scheme, we found N-acetyl-a-valine (L10)
(Scheme 15)” to be the most judicious choice of ligand. Using

- H\/\EWG (1.5 equiv.) o
PA(TFA), (10 mol%) o
OH Ligand L10 (20 mol%) R
R ~H Na,HPO, (1 equiv.) R?
R Ag,CO; (2 equiv.) EWG
HFIP, 120 °C, 12 h Yield: up to 82%
Me Me
AcHNIn/OH
(e]
L10
[o] (o]
0. [o]
o (0] 2 ¥
N—Me
Me CO,Bn Me CO,Me
Me
me Me Me H O

82% 63%, 1.2:1 dr

Scheme 15 Lactone formation via Pd-catalyzed y-C(sp®)-H activa-
tion of free aliphatic carboxylic acids (Maiti et al., 2020).
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various activated olefins and maleimides as coupling partners
we also achieved both 3-lactones and &-lactones, respectively.

The mechanism involves a Pd(u)/Pd(0) catalytic cycle in
which a six-membered palladacycle gets formed because of the
k' coordination mode of the carboxylate with Pd(u) in the
presence of Na' salt. Both six- and seven-membered lactones
can be prepared using this protocol just by changing the olefinic
coupling partner. A mechanistic study suggested C-H activation
as the rate-determining step (Scheme 16).

3.1.2.3. y-C(sp*)-H alkynylation. In 2020, the van Gemmeren
group reported a y-C(sp®)-H alkynylation of free aliphatic acids

P! R?

Na,HPO,

Ad'

reductive elimination C-H activation

o0 ®
q ;‘>Na
N o}
/
R? PdL,

olefin coordination

0 ®

R2 /6/ il '_6 /Na
PdL, R2
migratory PdL

R oo~ \I\

Scheme 16 Proposed mechanistic cycle for y-lactone formation
(Maiti et al,, 2020).

TIPS
(3 equiv.)
Pd(OAc), (20 mol%)
i OH Ligand L7 (60 mol%) _
R'R? o Agzo 2 equi\_l.)
LiHFIP (2 equiv.)
HFIP, 60 °C, 24 h
Ph

AcHN~ - NHSOzPh
Ph

Br

_ OH

Yield: up to 48%

TIPS

§
2
\

o

TIPS Me Me O

48% 40%

OH m

TIPS Bu Me O

§

TIPS Me Me O

34% 27%

Scheme 17 Pd-catalyzed direct y-C(sp®)-H alkynylation of free
carboxylic acids (van Gemmeren et al., 2020).°
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where a novel class of N-protected ethylene diamine-based
ligand (L7) helps in the direct y-C(sp®)-H activation (Scheme
17).* Here, triisopropylsilyl (TIPS) alkynyl bromide was used as
an alkynylating agent.

3.1.3. Benzylic C(sp®)-H activation. In 2011, the Martin
group developed a novel yet simple protocol to activate benzylic
C(sp*)-H bonds of free carboxylic acids to prepare biologically
active benzolactone scaffolds (Scheme 18).”> A wide array of
functional groups were well tolerated under such reaction
conditions and the mechanistic study revealed the C(sp*)-O
bond forming reductive elimination step as the rate-
determining step rather than C(sp*)-H bond cleavage.

A tentative mechanism proposed by the authors involves
a Pd(u)/Pd(0) cycle, where Ag(1) played a dual role in regenerat-
ing the catalyst as well as participating in the early

Pd(OAc), (10 mol%)
Rl OH Ligand L11 (30 mol%) -
H Ag,COj3 (3 equiv.)

KoHPO, (2.5 equiv.)
PhCI, 140 °C, 6-60 h

Yield: up to 95%

Me

Me

H

AcHN °

o
________________________________ Cifmeses
Me [o)
Dﬁ @i 3 00

TIPSO é
95% 57% 53%

Scheme 18 Synthesis of benzolactones via Pd-catalyzed direct
benzylic C(sp®)—H activation of free carboxylic acids (Martin et al.,
2011).7

RZ
2 Ag°

R {:& lAgzcos
2 Ag'

L,Pd" ‘@it
R2
O o reoxidation
L
R (o]
reductive
elimination

C H cleavage

Scheme 19 Mechanistic hypothesis for benzolactone synthesis
(Martin et al., 2011).72
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transmetalation step. Benzylic C(sp®)-H activation followed by
C-0 bond-forming reductive elimination leads to the formation
of product (Scheme 19).

After that, a Pd-catalyzed benzylic C(sp*)-H lactonization of
o-methyl benzoic acid substrates was reported by the Yu group
in 2020 using a 3-trifluoromethyl-2-pyridone ligand (L12) and
molecular oxygen as an oxidant to construct a broad range of
important benzolactone molecules (Scheme 20).7

They also reported an olefination at the benzylic position of
free carboxylic acids to synthesize d-lactones under modified
conditions. A monoprotected a-amino acid (L9) was used to
achieve higher yields (Scheme 21).7

3.1.4. Enantioselective C(sp®)-H activation. The Yu group
first designed a monoprotected aminoethyl amine (L13) as
a chiral ligand in 2018 to achieve an enantioselective Pd-
catalyzed C(sp®)-H arylation of a wide range of cyclopropane
carboxylic acids (Scheme 22).”* The group developed similar
methodology for arylation and vinylation reactions of cyclo-
propane and cyclobutane carboxylic acids using organoboron
reagents as coupling partners in the presence of either

fo) 0O, (5% in Ny, 400 psi)
Pd(PhCN),Cl, (10 mol%)
Ligand L12 (30 mol%)
KoHPO, (2.5 equiv.)
Ac,0 (2 equiv.)
PhCI (0.1 M), 140 °C, 20 h

(o]

et

Yield: up to 70%

70% 59% 56%

Scheme 20 Ligand-enabled Pd-catalyzed C(sp®)-H lactonization
using O, as an oxidant (Yu et al., 2020).7®

H P co,Bn 2 equiv)
OH Pd(OAc); (10 mol%) [ X}
Ligand L9 (10 mol%)
H AgoCO3 (2 equiv.)
KOACc (1 equiv.)
HFIP, 120 °C, 18 h

o

Yield: up to 89%

Scheme 21 Pd-catalyzed distal y-C(sp®)—H olefination of free
carboxylic acids (Yu et al.,, 2020).7°
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AcHN NMe,
.. RO
MeO,C
ST R N
, | A" “OH
4, "\\J\OH
Br

CF;
90%, 98:2 er

MeO,C
0.k
4, W OH

\V4

80%, 97:3 er

85%, 99:1 er

(Et0),0P o)
/\©'l,,v‘\\'u\0H

74%, 96:4 er

Scheme 22 Pd-catalyzed enantioselective C(sp®—H arylation of free
carboxylic acids (Yu et al,, 2018).74

monoprotected amino acid ligands (L14) or monoprotected
aminoethyl amine ligands (L15) (Scheme 23).”

3.2. C(sp®)-H activations of carboxylic acids

Though carboxylate-directed C(sp*)-H activation is still in its
infancy, the use of carboxylic acids as native directing groups in
C(sp?)-H activation is well established.

3.2.1. Regioselective C(sp’)-H activation. Auxiliary-free
C(sp*)-H activation of aromatic carboxylic acids is so far
limited to the proximal ortho-position only. In contrast, a very
limited number of distal meta-C(sp>)-H activations have very
recently been performed either using carboxylic acids as tran-
sient mediators or incorporating the carboxylate moiety in
directing entities. However, carboxylic acid-directed para-
C(sp®)-H activation has still not been explored.

3.2.1.1. ortho-C(sp’)-H activation

3.2.1.1.1. ortho-C(sp’)-H arylation. In 2007, the Yu group
first described an arylation of simple benzoic acids using phe-
nylboronic acids as coupling partners to synthesize arylated
benzoic acids in moderate to good yields (Scheme 24).>®

In the same year, the Daugulis group reported two catalytic
methods for direct ortho-C(sp”)-H activation of benzoic acids.
The first method is applicable to the arylation of electron-rich to
moderately electron-deficient benzoic acids using an aryl iodide
as a coupling partner in acetic acid as solvent and stoichio-
metric silver acetate for iodide removal. The second method
employs an aryl chloride as a coupling partner, n-butyl-di-1-
adamantylphosphine as a ligand, cesium carbonate as a base,
and DMF as solvent. This procedure is suitable for both
electron-rich and electron-deficient benzoic acids (Scheme
25).76

The following year, the Yu group disclosed another arylation
strategy using aryl trifluoroborates as coupling partners in the
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Scheme 23 Enantioselective Pd-catalyzed C(sp®)-H arylation and
vinylation of free carboxylic acids (Yu et al., 2019).7®
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Scheme 24 Pd-catalyzed ortho-C(sp?)—H arylation of benzoic acids
(Yu et al., 2007).%8

absence of silver salt; instead, benzoquinone with oxygen (O,)
was used as an oxidant. Both benzoic acids and phenylacetic
acids gave the desired ortho-arylated products in good to
excellent yields (Scheme 26).”
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Yield: up to 69%

Ar—1 (3 equiv.)
Pd(OAC); (5 mol%)
AgOAc (1.3 equiv.)
AcOH (3.5 equiv.)
9 100-130 °C, 4.5-7 h

RdOH_
H

Ar—CI (2-3 equiv.) o

Pd(OAC); (5 mol%)
Ar

n-BuAd,P (10 mol%)
Yield: up to 91%

Cs,CO03 (2.2 equiv.)
MS 3 A, DMF
145°C, 24 h

Scheme 25 Pd-catalyzed direct ortho-C(sp?)—H arylation of benzoic
acids (Daugulis et al., 2007).7®

Ar—BF;K (1.2-15 equiv.)
Pd(OAc), (10 mol%)
BQ (0.5 equiv.) n COZH
KoHPO, (1.5 equiv.)
'BUOH, 100-110 °C Ar
Oy/air (20 atm), 24-48 h Yield: up to 98%

98% 91% 68%

Scheme 26 Pd-catalyzed ortho-C(sp?)—H arylation of benzoic acids
and phenylacetic acids (Yu et al., 2008).7””

In 2011, they further extended the aforementioned arylation
strategy using a mono-N-protected amino acid (L16) as a ligand,
silver carbonate (Ag,COs) as an oxidant, and the same aryltri-
fluoroborates as coupling partners. Following this protocol,

Ar—BF3;K (1.5 equiv.)
Pd(OAc); (5 mol%)
BQ (5 mol%)

2 R2

R Ligand L16 (10 mol%)
R CO,H KHCO; (2 equiv.) > R! CO,H

H Ag,CO3 (2 equiv.) Ar
t-AmylOH, 110 °C, 2 h
Me Yield: up to 99%
Me CO,H
NHAc

98%

69% 97%

Scheme 27 Pd-catalyzed ortho-C(sp?)—H arylation of phenylacetic
acids (Yu et al., 2011).7
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they were able to synthesize a wide array of ortho-substituted
phenylacetic acid derivatives in good yields (Scheme 27).”® The
reaction underwent a Pd(u)/Pd(0) catalytic cycle initiated by
substrate coordination followed by C-H bond cleavage. Subse-
quent transmetalation followed by reductive elimination gave
the desired arylated product (Scheme 28).

In 2013, Larrosa and coworkers devised a protocol for aryla-
tion of ortho-substituted benzoic acids.” As ortho-disubstituted
compounds readily undergo protodecarboxylation in the pres-
ence of a metal, to overcome such difficulty they used silver
carbonate (Ag,CO;) as an oxidant and potassium carbonate
(K,CO3) as an additive, and were able to synthesize several
sterically hindered 2-aryl 6-substituted benzoic acids in good
yields (Scheme 29). Later on, they replaced the Ag(1) salt with an
inexpensive and organic analogue, tetramethylammonium
acetate (NMe4OAc), used for in situ catalyst generation and
developed a silver-free Pd-catalyzed ortho-C(sp®)-H arylation
method with a variety of substrates, such as benzoic acids,
benzamides, and different heterocyclic compounds.®*

After two years, the Su group developed a novel strategy for
ortho-C(sp*)-H arylation of unactivated electron-deficient ben-
zoic acids using aryl iodides as coupling partners and
a monoprotected amino acid (L16) as a ligand (Scheme 30).*

CF;
0 A CO,H
R
> KHCO,
H
CF;
R 0 co?K('a
[o]nz /
AcHN
Pd"
C-H HOAc
n cleavage
[o1 reoxidation
0 K
A
Pd’-L 10 )
n R P "/o
Pd
A HN/ \0
reductive c

elimination
CF; transmetalation 0
R Y oeozk Ar—BF;K

4
Ar ” C(\(
d“ KBF,

Scheme 28 Proposed catalytic cycle for Pd-catalyzed ortho-C(sp?)—
H arylation of phenylacetic acids (Yu et al., 2011).78

= c°2HH | Pd(OAC), (2 mol%) COZH - LR2
N . Ag,CO; (0.55 equiv. )
IR TK,CO; (05 equiv)
R? AcOH (4.5 equiv.)
. 120 °C, 24 h
(2 equiv.) Yield: up to 88%

Scheme 29 Pd-catalyzed ortho-C(sp?)—H arylation of ortho-
substituted benzoic acids (Larrosa et al., 2013).”°

© 2022 The Author(s). Published by the Royal Society of Chemistry

View Article Online

Chemical Science

Ar—1 (2 equiv.)
Pd(OAc), (8 mol%)

Ligand L16 (8 mol%)
Rt _@f‘\on Ag;C03 (0.5 equiv.)
H Cs,C0O3 (0.5 equiv.)
HFIP, 30 °C

Me
Me CO,H

o

Ar

Yield: up to 97%
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95%
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Scheme 30 Pd-catalyzed ortho-C(sp?)—H arylation of benzoic acids
at ambient temperature (Su et al,, 2015).5*

Using this protocol, a wide range of ortho-arylated benzoic acids
was synthesized in moderate to excellent yields at ambient
temperature.

The choice of the
fluoroisopropanol (HFIP) was responsible for such mild reac-
tion conditions. HFIP, being a strong proton donor, helped the
metal to come into close proximity of a particular C-H bond and
stabilized the metallacycle formed.** Furthermore, a kinetic
study suggested the role of the ligand in accelerating the C-H
activation step and also in improving the lifetime of the catalyst.

In the same year, Yu and coworkers reported a high yielding
monoselective ortho-arylation of enantiopure pivaloyl- or acetyl-
protected mandelic acid derivatives without using any external
ligand (Scheme 31). Apart from arylation, they also developed
different conditions for acetoxylation, iodination and olefina-
tion of mandelic acid and a-phenyl glycine derivatives. While
other functionalisations do not require any external ligands,
during olefination, monoselectivity was dependent on the
choice of the monoprotected amino acid (MPAA ligand).*

solvent was crucial as hexa-

3.2.1.1.2. ortho-C(sp’)-H alkylation. In 2007, the Yu group
first reported the methylation of simple benzoic acids using
methyl boronic acids as coupling partners to synthesize o-toluic
acids in moderate to good yields (Scheme 32).*

After that, in 2009 they developed another alkylation method
using alkyl halides as coupling partners under silver-free

conditions providing a new route to benzolactones
(Scheme 33).3
Ar—I (2 equiv.)
Pd(OAC); (5 mol%) X
X AgOAC (2 equiv.)
. {/\('\COZH KOAc@Bequiv)  _ piff : CO,H
AN HFIP, 80 °C, 24 h Ar
X = OAc, OPiv Yield: up to 89%

Scheme 31 Pd-catalyzed ortho-C(sp?)—H arylation of mandelic acid
and a-phenylglycine (Yu et al.,, 2015).83
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Scheme 32 Pd-catalyzed ortho-C(sp?)-H methylation of benzoic
acids (Yu et al., 2007).58

[o]
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Yield: up to 92%
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o Pd(OAC), (10 mol%)

KoHPO,/KHCO3 (2.5-3 equiv.)
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Scheme 33 Pd-catalyzed ortho-C(sp®)—H alkylation of benzoic acids
with alkyl halides (Yu et al.,, 2009).84

A few years later, they tried to disclose another ortho-alkyl-
ation method of aryl carboxylic acids using alkyl tri-
fluoroborates as coupling partners and a monoprotected amino
acid (L17) as a ligand which played a crucial role in C-H bond
cleavage. They found that both electron-deficient and electron-
rich substrates were compatible under the reaction conditions
(Scheme 34).%

Despite the extensive applicability of such high yielding
protocols in academia, Pd-catalyzed C-H activation reactions
are often associated with high catalyst loading, harsh reaction

R'—BF;K (1.5 equiv.)
Pd(OAc), (10 mol%)
Li,COj3 (2 equiv.)
Ligand L17 (20 mol%)

> R n CO,H
Ag,CO3 (2 equiv.) R

BQ (5 mol%) or DMF (1 equiv.)

R‘E:[Hn\cozri
H

(n=0,1) ‘BuOH, 110°C, 2-4 h Yield: up to 85%
O'Bu
Me CO,H
NHBoc
L/
Me Me Me
CO,H CO,H
Me Ph

Scheme 34 Ligand-accelerated Pd-catalyzed ortho-C(sp?)—H alkyl-
ation of aryl carboxylic acids using alkyl boron reagents (Yu et al.,
2013).8°
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conditions and the use of Ag salts as oxidants which result in
some practical problems for industrial applications. To address
such hurdles, in 2015 the Yu group came up with a relatively
benign method using a new alkylating agent. An epoxide (in
which the carbon atoms are in a higher oxidation state than in
an alkene) was employed to synthesize 3,4-dihydroisocoumarin
derivatives in one step. The reaction underwent ortho-C(sp®)-H
alkylation followed by C-O cyclization. Both terminal and
internal epoxides performed well (Scheme 35).%¢

3.2.1.1.3. ortho-C(sp’)-H olefination. Carboxylate directed
C(sp®)-H olefination was first explored by the Larock group in
1984. The reaction proceeded via an electrophilic thallation,
followed by a Pd-catalyzed olefination of the arylthallium
intermediate with simple alkenes and subsequent cyclization to
yield isocoumarin derivatives (Scheme 36).*”

In 1998, the Miura group came up with a Pd/Cu-co-catalyzed
olefination strategy of several substituted benzoic acids with
butyl acrylate and styrene to synthesize benzolactones under
thallium-free conditions.®*®

After that, in 2010, Yu and coworkers designed a ligand-
dependent catalytic system to perform C(sp®)-H olefination of
a wide range of synthetically useful phenylacetic acids using
molecular oxygen as the terminal oxidant (Schemes 37 (ref. 89)
and 38 (ref. 90)). They clearly mentioned the role of a monop-
rotected amino acid as a ligand which was responsible for
changing the mechanism of C-H bond cleavage from an

o o
Pd(OAc); (0.5-1 mol%)
OH O Ligand L18 (1-2 mol%) (o]
R VAN - > R!
H R2 KOAc (1 equiv.) R2
(2 equiv.) HFIP, 75 °C, 24 h )
M Me Yield: up to 96%
e
CO,H
Me’ 2
NHAc
..................................... S S
o
M
e o Me o Me o
OPh OTBS
OBn

Scheme 35 Synthesis of 3,4-dihydroisocoumarins via Pd-catalyzed
ortho-C(sp?)—H alkylation using epoxides (Yu et al., 2015).5¢

TI(CF3CO,)s
| |
= H heat, 24 h = TI(CF3CO,);
R2
1) R\ (2 equiv)
o]
PdCl, (10 mol%)
R (] CH4CN, 1t, 16-20 h
|
NG
R? 2) Na,CO3 (2 equiv.)
R' EtsN (2 equiv.)
Yield: up to 87% 5 h, reflux

Scheme 36 Synthesis of isocoumarins via Pd-catalyzed thallation—
olefination of benzoic acids (Larock et al., 1984).%”
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H P ewe (2 equiv)
Pd(OAC), (5 mol%)
EWG

CO,H _BQ (5 mol%), KHCOg3 (2 equiv.)
1 atm O,, -AmylOH, 85 °C, 48 h
Yield: up to 98%

=
CO,Et Me 2 co,Et MeO COMe

98% 92% 46%

c02H

Scheme 37 Pd-catalyzed ortho-C(sp?)—H olefination of arene
carboxylic acids (Yu et al., 2010).2°

H .
A Ewe (2 equiv.)
R?2 Pd(OAC), (5 mol%) R?
Ligand L16 (10 mol%)
R! CO,H KHCO;3 (2 equiv.) R CO,H
H 1 atm Oy, -AmylOH Z EWG
90°C,2h
Me Yield: up to 99%
Me CO,H
NHAc
L16
F 0 Me CF,
/°°2H Ph CO,H CO,H
I COEt P co,kt Zcome

99% 98% 94%

Scheme 38 Ligand-accelerated Pd-catalyzed ortho-C(sp®)—H olefi-
nation of arene carboxylic acids (Yu et al., 2010).%°

electrophilic palladation to a concerted metalation-deprotona-
tion (CMD) (Scheme 39).”° Using a similar concept, they further
reported sequential ortho-C(sp*)-H olefination of phenylacetic
acid derivatives (Scheme 40).**

After that, in 2013, the Lee group developed a straightfor-
ward protocol for the synthesis of isocoumarins and 3-benzyli-
denephthalides via Pd-catalyzed C-H olefination followed by
oxidative coupling of benzoic acids and vinyl arenes. The
directing ability of various substituents helps in the formation
of both lactones in pure form (Scheme 41).>

In 2019, the Zeng group designed a carboxylate-directed
domino C(sp*)-H activation strategy to synthesize pyrano[4,3-
blindole-1[5H]-one motifs from readily available indole-3-
carboxylic acids and olefins via carboxylate-directed sequential
ortho-C(sp*)-H alkenylation and remote olefinic C(sp”)-H acti-
vation (or lactonization). This strategy proved to be superior
with respect to the selectivity being obtained in the reaction of
the carboxylic acids with acrylates through a conventional
Michael addition (Scheme 42).%

3.2.1.1.4. ortho- and other proximal C(sp”)-H carboxylations.
In 2008, Yu and coworkers designed a simple protocol to
synthesize dicarboxylic acids, which was the first Pd-catalyzed
reaction for direct carboxylation of benzoic acids and phenyl-
acetic acid derivatives. The first palladacycle generated from
a carboxylic acid was characterized by X-ray crystallography.

© 2022 The Author(s). Published by the Royal Society of Chemistry
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H,0

1120, \>/> pdll
reoxidation C-H
activation
R2

© ®
O K

reductive 1 h

elimination R /O

Pd'
Pd“—H

olefin H N
coordination }/ CO,Et
P-hydride

R2 elimination
||/
R Coz <® e . Pd

|
CO,Et R' / —/\
1,2-migratory CO.Et
insertion

Pd'” “CO,Et

Scheme 39 Proposed catalytic cycle for ligand-accelerated Pd-
catalyzed ortho-C(sp?)—H olefination of arene carboxylic acids (Yu
et al.,, 2010).°°

H\/\RZ (2 equiv.) R?
" Pd(OAc), (5 mol%) 2
Ligand L10 (10 mol%)
Rt ‘C(\COZH KHCOs 2equiv) _ COH
H 1 atm Oy, t-AmylOH F R2
90°C,6h ,
Yield: up to 96%
" H P R2 2 equiv,) .
Pd(OAc), (5 mol%)
. {:(\C%H BQ (5 mol%) - @:\/c\om
H KHCOj3 (2 equiv.) = R2
1 atm O,, -AmylOH
90°C,48h R%?=CO0,Bn
Yield: 70%

Me Me

Pd(OAc), (5 mol%)
Ligand L10 (10 mol%) [ _~
\/\
KHCOj3 (2 equiv.)

o 1 atm Oy, -AmylOH | (2equiv.)
L10 90°C,6h
R2=R*=EWG R®
=
R CO,H
g

Yield: up to 94%

Scheme 40 Sequential Pd-catalyzed ortho-C(sp?)—H olefination of
arene carboxylic acids (Yu et al., 2010).**

They further extended this protocol for carboxylation of vinylic
C-H bonds (Scheme 43).**

3.2.1.1.5. ortho-C(sp®)-H halogenation. In 2008, the Yu group
first reported ortho-C(sp®)-H halogenations of a wide range of
arene carboxylic acids using iodoacetic acid (IOAc) and N-bro-
mosuccinimide (NBS) as the halogenating source (Scheme 44).%*
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Pd(OAc),
(5 mol%)
Ag,0
(1 equiv.)
DMP, 4 AMS
110 °C

H ,\'3

>
R'= Me, OMe

Yield: up to 80%

Scheme 41 Synthesis of isocoumarins and 3-benzylidenephthalides
via ligand-free Pd-catalyzed oxidative coupling of benzoic acids and
vinyl arenes (Lee et al.,, 2013).%2

H P~ Ewe (3 equiv.) %

Pd(OAC), (10 mol%)
R1 (o)
> \ J—ewe

Ligand L9 (30 mol%)
3,5-diBu-1,2-BQ (2.5 equiv.)

- CO,H
Dgl
N H

\ KoHPO, (2 equiv.) N
R2 } R?
MeCN, air, 80 °C, 24 h
Ph Yield: up to 76%
AcHNLn/OH
(e]
L9
(o] o
Q  oBu OEt q Me
\ \ \ O
N ° N ° N
Me 'Pr Me
76% 73% 57%

Scheme 42 Pd-catalyzed carboxylate-directed domino C(sp?)—
activation strategy (Zeng et al., 2019).%®

Pd(OAc), (10 mol%)

R COH Ag,CO; (2 equiv.) R COH
> NaOAc (2 equiv.) >
H 1 atm CO, 1,4-dioxane COzH
130 °C, 18 h Yield: up to 93%
1 R2 1 R2
R Pd(OAC), (10 mol%) RR
rL A CO,H Ag,CO3 (2 equiv.) R;\ CO,H
- NaOAc (2 equiv.) !
H 1 atm CO, 1,4-dioxane COzH
150 °C, 18 h Yield: up to 88%
H Pd(OAC), (10 mol%) COH
CO,H Ag,CO3 (2 equiv.) CO,H
HJ\( K,HPO, (1 equiv.) HTS
Ph 1 atm CO, 1,4-dioxane Ph
110°C, 12 h Yield: 68%

Scheme 43 Pd-catalyzed carboxylation of aryl and vinyl C(sp?)-
bonds (Yu et al., 2008).%

Two years later, they devised another novel strategy for
monoselective ortho-iodination of phenylacetic acids using
Pd(OAc), as a catalyst. Late-stage functionalisation and concise
synthesis of drug molecules make this protocol versatile in the
context of synthetic utility (Scheme 45).%
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Pd(OAc), (5 mol%)
CO,H CO,H
R S 0, I0Ac (2-4 equiv.) or NBS (4 equiv.) R@[ 0,
| e |
2 DCE, 80-100 °C, 2-36 h ANy

X=1, Br
Yield: up to 95%

Scheme 44 Pd-catalyzed monoselective ortho-halogenation of
C(sp?)—H bonds of arene carboxylic acids (Yu et al., 2008).%

Pd(OAG), (5 mol%)

1 R2 12
R R OH PhI(OAc); (2 equiv.) RR OH
7 1, (2 equiv.) 7T
R4 » R
(A y© DMF, 60 °C, 12 h A~ ©

no light

R'=R2 = H, Alkyl Yield: up to 90%

Scheme 45 Pd-catalyzed monoselective ortho-iodination of phe-
nylacetic acids (Yu et al.,, 2010).%®

Very recently, the Li group reported ortho-selective iodin-
ation of hydrocinnamic acids utilizing an aryl iodide as the
unique source of iodine employing the very carboxylate based
directing group (Scheme 46).°

3.2.1.1.6. ortho-C(sp’)-H amidation. Pd-catalyzed C(sp®)-H
amidation was first reported by the Yu group in 2012. They
synthesized anthranilic acids from lithium carboxylates with
high regioselectivity using ethyl mesitylsulfonyloxycarbamates
as amidating reagents (Scheme 47).”

3.2.1.1.7. ortho-C(sp’)-H acylation. Pd-catalyzed ortho-acyl-
ation of benzoic acids was first explored by Ge and coworkers by
employing a-oxocarboxylic acids as acylating reagents. An array
of benzoic acids and a-oxocarboxylic acids performed well
under such reaction conditions and gave the desired acylated
products in good to excellent yields (Scheme 48).%®

3.2.1.1.8. ortho-C(sp’)-H deuteration. In 2014, the Yu group
reported a Pd-catalyzed ortho-deuteration of several arene

Pd(OAc); (10 mol%)
Ligand L19 (20 mol%)

CO,H
R‘C(\/
+
H

AgOBz (10 mol%) Mel, K,CO3

MeO NOz  NaoAc (0.5 equiv.) Acetone

(2 equiv.) HFIP, 90 °C, 24 h 60°C,2h
Ph
JOL CO,H
H N OH R
H o) |
L19 Yield: up to 93%

Scheme 46 Pd-catalyzed carboxylate-assisted ortho-C(sp?)—
iodination of arenes (Li et al,, 2021).%¢

o}
Pd(OAc), (10 mol%)
~n-OMes  KOAc (1 equiv.)

Q®
H CO,Et Dioxane, 90 °C, 6 h

(1.5 equiv.)

(o]
LT
.

)
CO,Et
Yield: up to 73%

Scheme 47 Pd-catalyzed ortho-amidation of arene carboxylic acids
(Yu et al., 2012).%7
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[o] (o]
(o] Pd(TFA), (10 mol%)
Ag,CO3 (3 iv.
R OH, R1J\,(°“ _AgC03 (3 eauiv) _ o OH
DME, 150 °C, 24 h R,
H o

(3 equiv.) Yield: up to 85%
Scheme 48 Pd-catalyzed ortho-acylation using a-oxocarboxylic
acids (Ge et al., 2013).%8

1) Pd(OAc), (10 mol%)
H Na,COj3 (1.5 equiv.)

[D4lacetic acid D
R—'\ nCO,H 120 °C, 12 h - R—'\ NCO,H
= " 2) NaOH (20 equiv.) l 5

H,O/DCM
120 °C, 12 h

(n=0,1) Yield: up to 99%

Scheme 49 Pd-catalyzed ortho-deuteration of arene carboxylic acids
(Yu et al,, 2014).%°

carboxylic acids using [D,]acetic acid as a deuterium source. A
number of substituted phenylacetic acids and benzoic acids
were deuterated at ortho-positions in good to excellent yields
(Scheme 49).”

3.2.1.1.9. ortho-C(sp’)-H  hydroxylation.  ortho-C(sp®)-H
hydroxylation was first explored by the group of Yu in 2009. An
"0 labeling study supported the role of oxygen (O,) as the
hydroxylation source (Scheme 50)."*°

Very recently, they designed a bifunctional tautomeric ligand
(L20) containing pyridone and pyridine moieties to hydroxylate
the ortho-C(sp*)-H bonds of a wide array of arene carboxylic
acids including the heterocyclic compounds which were previ-
ously inaccessible. O, was used as a hydroxylating source and
Pd(OAc), as a catalyst. The pyridone motif of the ligand accel-
erates the C-H bond cleavage step and the pyridine motif helps
in O, activation (Scheme 51).**

3.2.1.2. Distal C(sp®)-H activation

3.2.1.2.1. meta-C(sp’)-H arylation. Distal C(sp”)-H activa-
tion is mainly dependent on the template (or directing group)
based strategy which proceeds via a high energy demanding
macrocyclic transition state to reach a particular distal C(sp?)-H
bond. The main drawback of this strategy is that installation
and removal of the template (or directing group) require extra
steps. In this context, the Catellani reaction offers a good
alternative to this previously well-explored strategy.'®* It was

Pd(OAc), (10 mol%)
KOACc (2 equiv.), BQ (1 equiv.)
1 atm O, or air, DMA, 115 °C, 15 h o

CO,H CO,H
X X
H OH
Yield: up to 82%

J@ECOZH Me\CECOZH /@ECOZH
F OH OH NC OH
82% 78% 50%

Scheme 50 Pd-catalyzed ortho-hydroxylation of C(sp?)—H bonds of
arene carboxylic acids (Yu et al., 2009).1°°
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Pd(OAc), (10 mol%) COH

Ligand L20 (10 mol%)
H OH
R{T BQ (1.5 equiv.) - R A

Z KOAc (2 equiv.), 1 atm O, Z

X
DMF, 110 °C, 24 h
Yield: up to 81%

CF; 0H HO.C
N CO2H |
F3C - HO NN

N~ "OH

81% 80%

Scheme 51 Tautomeric ligand-enabled Pd-catalyzed ortho-C(sp?)—H
hydroxylation of arene carboxylic acids (Yu et al., 2021).2°*

introduced by Prof. Marta Catellani'® and later brilliantly
applied in meta-C(sp”)-H alkylation by the Yu group'™
employing norbornene as a transient mediator. This strategy
involves a Pd-relay chemistry which helps in switching the
ortho-selectivity to meta-selectivity in C(sp”)-H activation of the
same substrate bearing a simple ortho-directing group by cata-
lyst control.

In 2017, the Yu group applied this Pd-relay chemistry in
ligand-controlled auxiliary-free meta-C(sp®)-H arylation of phe-
nylacetic acids using various aryl iodides as coupling partners,
2-carbomethoxynorbornene (NBE-CO,Me) as a transient medi-
ator, and monoprotected 3-amino-2-hydroxypyridine (L21) as
a ligand. They further extended this strategy for the free meta-
arylation of mandelic acid and phenylglycine (Scheme 52).%

While previously the k' coordination mode of carboxylates
was utilized extensively for ortho-functionalisations of benzoic
acids, in 2019, Li and co-workers reported for the first time
a remote meta-selective directing group exploiting the k> coor-
dination of the carboxylates. It was hypothesized that the

Ar—I (2.5 equiv.)
Pd(OAc), (10 mol%)
Ligand L21 (20 mol%)
Ag,CO3 (0.75 equiv.)
KyHPO, (2 equiv.)
NBE-CO,Me (1.5 equiv.)

H HFIP, 100 °C, 24 h Ar
Yield: up to 95%

R2 R2

CO,H CO,H

» R1

o
FsC NH
/ s I N
~
MeO,C N~ “OH
NBE-CO,Me L21

Scheme 52 Pd-catalyzed auxiliary-free meta-C(sp?)—H arylation of
phenylacetic acids (Yu et al., 2017).1°%

Chem. Sci., 2022, 13, 2551-2573 | 2565


http://creativecommons.org/licenses/by-nc/3.0/
http://creativecommons.org/licenses/by-nc/3.0/
https://doi.org/10.1039/D1SC05392B

Open Access Article. Published on 10 January 2022. Downloaded on 3/13/2026 11:09:47 PM.

Chemical Science

m
& L

Ar—I (2 equiv.)
Pd(OAc); (10 mol%)
Ligand L9 (20 mol%)

Ag,CO3 (1 equiv.) Mel
Cs,CO;3 (0.5 equiv.) K,CO;
H E HFIP, 100 °C, 24 h
DGy
X = CH,, CHR', 0 X. J\ -Me
Ph @Econe
OH
AcHN/('(
o) DGe.ye
L9
Yield: up to 77%
m:others = up to >99:1
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DGE.me ©/\)\DGF-M9 \Q/\)J\DGF_ME
Ar Ar Ar

77%, mono:di = 2.21:1
m:others = 95:5

72%
m:others = 96:4

70%
m:others = 98:2

Scheme 53 Pd-catalyzed carboxylate-assisted meta-C(sp?)—H aryla-
tion of hydrocinnamic acid derivatives (Li et al,, 2019).1°¢

absence of metal counterions made the Pd" carboxylate
complex adopt k* coordination over k. This strategy was found
to be well compatible with both Pd/Pd° and pd"/pd" (or Pd"/
Pd™) catalytic cycles featuring meta-arylation of hydrocinnamic
acid derivatives (Schemes 53).°¢

This work was further extended to a series of benzylsulfo-
namide derivatives by the same group in 2020 (Schemes 54).%

3.2.1.2.2. meta-C(sp°)-H olefination. In 2019, the Li group
reported the first carboxylate-assisted remote meta-selective
olefination of hydrocinnamic acid derivatives. Here, in the
absence of metal counterions k> coordination of the

Thisarticleislicensed under a Creative Commons Attribution-NonCommercial 3.0 Unported Licence.

E Ar—I (2 equiv.)
Q Pd(OAc), (10 mol%)
B s=0 Ligand L1 (20 mol%)
R' i -
= M _N Ag,CO3 (1 equiv.) Mel, K,CO3
© Cs,C0; (50 mol%) Acetone
H HO,C HFIP, 100 °C, 24 h 60°C,4h
) Q
DGk X s=0

L1 DGe.me

Yield: up to 60%
m:others = up to >99:1

(o] (o]
Me g:o Me g:o
|O i |O ]
DGr.ye DGk.we
i CO,Me ! CO,Me ! NO,

Me Br OMe

60% 54% 30%
m:others = 91:9 m:others > 99:1 m:others = 93:7

Scheme 54 Pd-catalyzed carboxylate-assisted meta-C(sp?)—H ary-
lation of benzylsulfonamides (Li et al., 2020).3*
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F (H)
AcHN/g( OH
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........................................... m:others _—_UP}P_???_I Sreseames
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DGr.ye
A
=
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Scheme 55 Pd-catalyzed carboxylate-assisted meta-C(sp?)—H olefi-
nation of hydrocinnamic acid derivatives (Li et al., 2019).1°¢

carboxylates became more facile than k' coordination and the
protocol was compatible with both Pd/Pd° and Pd"/Pd" (or Pd"/
Pd™) catalytic cycles (Schemes 55).°° The following year, they
applied the same strategy to a series of benzylsulfonamide
derivatives (Schemes 56).%

3.2.1.2.3. meta-C(sp°)-H iodination. Very recently, the Li
group devised a meta-selective iodination strategy of hydro-
cinnamic amides utilizing an aryl iodide as the iodinating
source employing the very carboxylate based directing group
(Scheme 57).%¢

H P ewe 2 equiv.)

(I)I Pd(OAc); (10 mol%)
]! 5=0 Ligand L9 (35 mol%)
|
Me’N AgOAc (3°equiv.) Mel, K,CO3
& HFIP, 90 °C, 24 h Acetone
HO,C 60 °C, 4 h
F
DG (l?
F R §=O
Ph me N
AcHN/g‘/OH 7 MeO,C
o EWG F
Ed DG.ve
Yield: up to 87%
............................................... miothers = up to >99:1_____
o o F
§=0 §=0 -0
| | sl'
DGe.ype DGr.ye ¢ DGrme
A
N X
CO,Et CeFs CO,Et
87%, mono:di = 8.7:1 75%, mono:di = 3.5:1 68%

m:others = 86:14 m:others = 98:2 m:others > 99:1

Scheme 56 Pd-catalyzed carboxylate-assisted meta-C(sp?)—H olefi-
nation of benzylsulfonamides (Li et al., 2020).3®
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Scheme 57 Pd-catalyzed carboxylate-assisted meta-C(sp?)—H

iodination of arenes (Li et al., 2021).°¢

HZ~ar (1 equiv) T
H CO;Na Pd(OAC); (5 mol%) ) COpH
X Ligand L23 (10 mol%) <
BQ (5 mol%) @ Me ®
R R' KHCO3 (0.5 equiv.) R R!

t-AmylOH, 1 atm O, Yield: up to 73%
90 °C, 48 h ee: up to 97%
Me O
Me. __~ on’ 05 H;0
NHBoc
L23

Scheme 58 Pd-catalyzed enantioselective C(sp?)—H olefination of
diphenylacetic acids (Yu et al., 2010).27

3.2.2. Enantioselective C(sp’)-H activation. Though Pd-
catalyzed C(sp*)-H activation of free carboxylic acids is well
explored, the enantioselective version of these reactions
through stereoselective palladium insertion has become
a significant challenge and is still in its infancy.

In 2010, the Yu group demonstrated the Pd-catalyzed enan-
tioselective C(sp*)-H olefination of diphenylacetic acids using
a monoprotected a-amino acid (L23) as a chiral ligand (Scheme
58).107

Three years later, they reported the synthesis of chiral ben-
zofuranone motifs via Pd-catalyzed C(sp*)-H activation followed
by intramolecular C-O bond formation. This was the first
example of a Pd-catalyzed enantioselective C(sp*)-H activation
through a rare Pd(u)/Pd(wv) catalytic cycle (Scheme 59).'%

4. Carboxylic acids as traceless
directing groups

The utilization of carboxylic acids is not limited to native
directing groups; they can also be used as removable directing
groups for C-H activation of arenes. In such a case, they at first
direct to their proximal C-H bond for the metalation and
eventually dissociate via a decarboxylation process upon
completion of the directed C-H functionalisation. Several
reports’®*** are already available in the literature. All of them
have been systematically compiled by Larrosa and coworkers in
a review," and some of the examples are discussed here.

© 2022 The Author(s). Published by the Royal Society of Chemistry
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R2 R® Pd(OAc), (5 mol%)

oH Ligand L23 (40 mol%) R? g
R1<@fS( Phi(OAc), (1.5 equiv.) RL@S:O
H o KOAc (2 equiv.) g
-BuOH, 80 °C, 12 h
Yield: up to 86%
Me O ee: up to 96%

Me

MeO o
51%, 95% ee

MeS'
37%, 89% ee

86%, 96% ee

Scheme 59 Pd-catalyzed enantioselective C(sp®)—H activation/C-O
bond formation (Yu et al., 2013).2°8

Kozlowski and coworkers first developed Pd-catalyzed
decarboxylation of aromatic carboxylic acids in 2007. They
showed that electron-rich bis-ortho-substituted aromatic acids
underwent decarboxylation under mild conditions. This reac-
tion worked especially well for sterically hindered carboxylic
acids (Scheme 60).'*

Later, in 2011, the Larrosa group came up with a new
protocol of formal meta-selective direct C-H arylation using
iodoarenes as coupling partners and carboxylic acids as trace-
less directing groups (Scheme 61)."° This method was
compatible with a wide variety of electron-donating and
electron-withdrawing groups at the meta-position through
bypassing the electronic preferences of substituents in arene
rings. This strategy provides an efficient alternative to expensive
Suzuki couplings to access meta-substituted biaryl compounds.

Then, in 2015, they utilized a similar concept to investigate
the Pd-catalyzed tandem arylation/protodecarboxylation of
readily available salicylic acids (Scheme 62).°° Here, [1,3-

Rs RS
Pd(TFA), (20 mol%)
4 4
R COH TFA (10 equiv.) o R H
RS R 5% DMSO/DMF, 70 °C RS R
R? R2

Yield: up to 99%

Scheme 60 Pd-catalyzed decarboxylation of aromatic carboxylic
acids (Kozlowski et al., 2007).1°°

Me
CO,H
z Pd(OAC), (2 mol%) o
R H I Me R
z | Ag,CO3 (1 equiv.) z | Me
o + AcOH (35 equiv) L
2 S
4 130°C, 16 h 1
R N R
(3 equiv.) Yield: up to 85%

Scheme 61 Pd-catalyzed meta-selective direct C—H arylation (Lar-
rosa et al., 2011).1°
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OH PEPPSI-IPr (2 mol%) OH ;
Ag,CO3 (0.5 equiv.)
1
” COH 1 rz —K2CO; (0.5 equiv.) R
y * AcOH, 150 °C, 16 h Q

R2

(3 equiv.) Yield: up to 85%

Scheme 62 Pd-catalyzed C—H arylation/decarboxylation of salicylic
acids (Larrosa et al., 2015).1*

bis(2,6-diisopropylphenyl)imidazole-2-ylidene](3-chloropyridyl)
palladium(u) dichloride (PEPPSI™-IPr) was found to be the best
catalyst, leading to a wide array of meta-arylated phenols with
good regioselectivity. These meta-arylated phenols can be easily
transformed into a variety of meta-substituted biaryls to high-
light the versatility of this approach.

The following year, Hong and coworkers devised a Pd-
catalyzed cascade reaction via a traceless directing group
approach starting from di(hetero)aryl acetic acids and acrylates
(Scheme 63)."**

The overall strategy carboxyl-directed C-H
alkenylation/carboxyl-directed secondary C-H activation and
rollover/intramolecular C-C bond formation/decarboxylative
aromatization as key steps. This method was compatible with
a wide range of substituents, leading to several synthetically
useful anthracene derivatives. It also provides a convenient
route to access various useful structural motifs, polyacenes,
heteroacenes, etc. The mechanism proposed by the author is
shown in Scheme 64.

involved

5. Synthetic applications

As shown in the previous chapters, the Pd-catalyzed carboxylate-
assisted C-H activation has been established as a powerful tool
in synthetic chemistry. Along with the development of the
methodologies, the range of synthetic applications was also
investigated because carboxylic acids not only enable easier
access to valuable products via synthetic precursors or key
intermediates but are also important functionalities in
numerous drug molecules, agrochemicals and natural
products.

The synthesis of 2-tetralone and naphthoic acid natural
product cores, and the diversification of commercial drug
scaffolds were demonstrated by the Yu group in 2009 via an aryl

H2~co,R (15 equiv,)
Pd(OACc); (10 mol%) H
Ligand L23 (10 mol%)
K,CO3 (1 equiv.) R Oee R?
BQ (10 mol%), O,
fAmylOH, 90 °C, 24 h
Me O CO,R

Me OH Yield: up to 92%

NHBoc
L23

CO,H

Scheme 63 Pd-catalyzed cascade synthesis of acenes (Hong et al.,
2016) 12
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Scheme 64 Proposed mechanism for Pd-catalyzed cascade synthesis
of acenes (Hong et al., 2016).**

C-H olefination approach (Scheme 65).* Through this, a simple
one-step elaboration of nonsteroidal anti-inflammatory drugs
(NSAIDs, e.g. ibuprofen and naproxen) was shown. Further-
more, 2,3-dimethoxyphenylacetic acid was used as a simple
feedstock to obtain an olefinated intermediate (Scheme 65,
third row) that subsequently gave, in a four-step straightforward
sequence, a 2-tetralone derivative. Additionally, structural
components of the natural products of neocarzinostatin and
kedarcidin were obtained with the aid of either protecting
group- or ligand-controlled position selectivity. In the first case,
a triisopropylsilyl group affords the selective synthesis of the
olefin which is then further transformed by procedures reported
in the literature (Scheme 65, PG-controlled olefination).
Notably, a regioselective olefination can be achieved by the
introduction of amino acid derivatives as ligands. An inter-
esting example is given by the synthesis of the naphthoic acid
core of kedarcidin via an olefinated intermediate (Scheme 65,
ligand-controlled olefination).

In 2010, Yu and co-workers again amended the synthetic
toolbox of carboxylate-assisted C-H activation by an ortho-
iodination protocol (Scheme 66).” Besides the general utility of
this methodology, they present another possibility for an
expedient alteration of several nonsteroidal anti-inflammatory
drugs (NSAIDs). Furthermore, a short two-step procedure for
both lumiracoxib and diclofenac was developed.

As mentioned at the beginning of this chapter, carboxylic
acids are ubiquitous motifs in nature. An example is (+)-lith-
ospermic acid that bears even two -COOH groups. Concerning
the C-H olefination approach mentioned above, this has to be
considered as the key step in the total synthesis of natural
products. Indeed, in 2011, a highly convergent and simplified
route was published to obtain an antiviral agent by a late-stage
coupling of the olefin unit and the dihydrobenzofuran core
(Scheme 67).'** Despite uncertainties like side reactions on
more electron-rich arene moieties, and the possibility of
a favorable or unfavorable dihedral angle, the anticipated

© 2022 The Author(s). Published by the Royal Society of Chemistry
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Pd(OAC), (5 mol%)
T BQ (5 mol%), L24 (0-10 mol%)
B

2

R? KHCO3 (2 equiv.), -AmylOH Hs R R3
R1~E':f<C°2H 85°C, 1atm O, 48h RL@iic\ozH
Ha ae A pe

. Mev\rCOZH

HN.
A R PG
L24

Drug Diversification Me

Me
R! R!
CO,H conditions CO,H
_—
R? H R? Z R®

NSAIDs

OMe
Z CO,t-Bu

Yield: 88 - 93%

OMe
4 steps Meomo
——————————————

synthesized by C-H Olefination 2-Tetralone
Hg
i-PrO.
CO,H 2 steps
MeO 7 CO,Et
OMe

synthesized by ligand-controlled
position-selective C-H olefination

Neocarzinostatin
(o]

/ ’o_z

Me
HO
HO

synthesized by PG-controlled
position-selective C-H olefination

Scheme 65 Site-selective Pd-catalyzed aryl C—H olefination (Yu et al.,
2009).5°

transformation succeeded with a yield of 93%. This result
emphasizes not only the directing power of the carboxylate but
also the importance of the amino acid ligand (c¢f table in
Scheme 67).

Two years later, the groups of Baran and Yu collaborated for
a ligand-accelerated C-H alkylation. The site-selective reaction
was integrated into the synthesis of the natural product
(+)-hongoquercin and thereby served as another example for the
feasibility of the Pd-catalyzed C-H bond activation directed by
a carboxylic acid (Scheme 68)."” After optimization of the
reaction using m-toluic acid as a model substrate, potassium
methyltrifluoroborate (MeBF;K) emerged as the best alkyl
source and Boc-protected phenylalanine as a ligand of choice.
The site-selective methylation afforded the (+)-hongoquercin A
precursor in a reasonable yield of 45% along with 15% of doubly
methylated side product and 32% of recovered starting mate-
rial. However, the final and subsequent Pd-catalyzed C-H
oxidation step resulted in a diminished yield of only 15%.

© 2022 The Author(s). Published by the Royal Society of Chemistry
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Pd(OAc), (5-10 mol%)
PhI(OAc), (0.75 equiv.)

2 2
R* 3 I, (0.75 equiv.) R* 3
R1 COZH DMF, 60 C, no |Ight - R1 COZH
H formed Pdl, |
recyclable
Drug Diversification
Me Me
R CO.H conditions - R CO,H
H 1
NSAIDs Yield: 60 - 75%
Drug Syntheses CO,H cl
Ullmann H
coupling Lumiracoxib
> Yield: 41%
R H F
— CO,H
Cl
I Ullmann H
_ coupling Diclofenac
M=HorK e )
or ;@ Yield: 61%
Me Cl

Scheme 66 Pd-catalyzed drug synthesis and diversification (Yu et al.,
2010).%°

OMe MeO.
MeO. m
MeO
I 0 ® Pd(OAc),/L25
oA K" 0, (1 atm), KHCO,
O  tAmylOH, 85 °C
MeO H \CO,Me | e
MeO O0° precursor of
OMe K (+)-Lithospermic acid
Pd(OAc),
entry (mol%) time (h) ligand L25 yield (%)
1 5 12 5 mol% BQ 31
2 5 24 5 mol% BQ 50
3 5 2 10 mol% Ac-lle-OH 93
4 2 10 4 mol% Ac-lle-OH 91

Scheme 67 Total synthesis of (+)-lithospermic acid via late-stage Pd-
catalyzed C—H olefination (Yu et al., 2011).*¢

Pd(OAC), (10 mol%)
L26 (20 mol%)
1,4-BQ (5 mol%), Ag,CO3
LizCO:;, MeBF ;K

tBuOH, 90 °C, 12h

CO,H
HN.
Boc
L26 60% (45 %, R = H)
(15 %, R = Me)
32% (recovered sm)
Pd(OAc); (10 mol%) R=H <10% (without ligand)
KOAc, O, (10 atm)
R=0H (+)-hongoquercin A

DMA, 115 °C, 15 h

Scheme 68 Pd-catalyzed C-H alkylation in the synthesis of
(+)-hongoquercin A (Yu and Baran et al., 2013).*”
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Later, in 2015, the Lei group used the power of the Pd-
catalyzed C-H activation in a challenging total synthesis of
the monoamine oxidase inhibitor (—)-incarviatone A (Scheme
69).1% Starting with inexpensive phenylacetic acid they per-
formed a C-H alkylation as an initial step for the introduction of
a propyl substituent on a gram scale (A). After further steps that
built up the indane backbone, the benzylic carboxylic acid
paved the way for iodination in the distal position (B).

The van Gemmeren lab provided a method for the B-C(sp*)-
H activation of propionic acid and other aliphatic acids in 2017
(Scheme 70).°® Also, this transformation was accelerated by an
amino acid derivative and gave reasonable yields even without
the supporting Thorpe-Ingold effect. In addition to a broad
substrate scope, the authors disclosed another possibility to
obtain the bait marker iophenoxic acid in three steps starting
from 2-methylbutanoic acid.

Recently, the group of Yu published another study that
highlights the synthetic utility of the carboxylate-assisted C-H
activation catalyzed by palladium and thereby provides a fast
access to tetralin, chromane and indane core structures. Finally,
they applied their approach in a four-step synthesis of (+)-rus-
sujaponol F (Scheme 71).*° In the first coupling, pivalic acid
was attached to the phenylacetic acid derivative using Pd(OAc),

total synthesis with
two carboxylate assisted
C-H activation steps

@
'

B)on

C-H alkylation

PA(OAC),/L17, n-PrB(OH),

" (:CCOZH Ag,CO3, K,CO3, t-BUOH @@)m
H Ot-Bu Me

Me CO,H Yield: 30 % (39% brsm)
gram scale
NHBoc
C-H iodination L17
Me Me
WwCO.H Pd(dppf)Cly, I WwCOH
(B) Phl(OAc),, DMF
H - I

Yield: 68% brsm
gram scale

Scheme 69 Pd-catalyzed gram-scale procedures for the total
synthesis of (—)-incarviatone A (Lei et al., 2015) '8

Pd(OAc), (10 mol%) OMe I OH

H Ac-B-Ala-OH (20 mol%) 2 steps
- >

CO,H

CO,H 3-iodoanisole (2.5 equiv.) COH

Ag,0 (2 equiv.)
Me Na,HPO, - 7 H,0 (1 equiv.) Me Me
HFIP, RT, 10 min Yield: 79% iophenoxic acid
80°C,24 h
Scheme 70 Synthesis of iophenoxic acid via -C(sp®)—H arylation (van
Gemmeren et al., 2017).%°
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L27 (10 mol%)

Me CsOAc (1 equiv.)
Ag,CO3 (1 equiv.)

from 2,6-dimethyl HFIP, 80 °C, 12 h
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M
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Me H H
Yield: 62%

Pd(CH3CN)4(BF4),

SPh N-fluoro-2,4,6-Me;-

NHAc pyridinium-BF 4
L27 Ag,CO3 (1 equiv.)
HFIP, 90 °C, 12 h

HO
Me EtO,C  Me
OH M CO,H
L M
Me' e Me e
(x)-russujaponol F Yield: 41%

4 steps, Yield: 28%

Scheme 71 Total synthesis of (4)-russujaponol F (Yu et al., 2021).1*°

and an acetylated aminoethyl phenyl sulfide as a ligand.
Subsequently, this product was subjected to optimized condi-
tions with an F'-source as an oxidant to afford the indane motif
by cyclizing C(sp®)-H/C(sp®)-H coupling.

6. Conclusion and outlook

Pd-catalyzed C-H activation of free carboxylic acids has evolved as
an interesting and widely recognized topic in the domain of C-H
functionalisation. Extensive research has been carried out around
the globe on this topic by a number of renowned research groups
showcasing the multifaceted role of carboxylic acids in C-H acti-
vation. The major advantage of carboxylic acids is that it is
a potential directing group for C(sp®)-H and C(sp*}-H bond func-
tionalisations. Being a native directing group, it excludes extra
effort to attach and detach an external unit as a directing entity. The
extent of this directing ability has reached distal y-positions of free
aliphatic carboxylic acids, while in case of arene systems carbox-
ylate motifs have been used for meta-C-H olefination. The current
state-of-the-art demands propagation towards even farther posi-
tions of aromatic and aliphatic systems. In this aspect, exposure to
base metals and rare transition metals other than palladium is
scarce. A systematic development to close this loophole is of utmost
importance apart from their application as chelating groups,
carboxylic acids are well-established additives. However, a thorough
mechanistic study to shine light on their role as additives is yet to
be performed. Therefore, a number of aspects in this emerging
topic are expected to reveal a lot more, which will eventually add
significant value to the work of chemists in academia and industry.
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