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Merging both C—H and C-C activation in a tandem process is a
marked challenge. A novel Rh(i)-catalyzed C-H activation/ring
opening C—-C cleavage/cyclization of carboxylic acids with cyclo-
propanols was developed for the synthesis of 3-substituted phtha-
lides and «,f-butenolides. This reaction displays excellent
functional group tolerance with respect to both carboxylic acids
and cyclopropanols and features relatively mild conditions.
Remarkably, the utility of this method was highlighted by the rapid
construction of bioactive compounds bearing a 3-substituted
phthalide framework via late-stage functionalization.

Rh(m)-catalyzed functionalizations of a C-H bond have pro-
vided a straightforward tool for the expeditious assembly of
complex molecules from simple and readily available feed-
stocks in the last decade.” On the other hand, metal-catalyzed
ring opening reactions via C-C bond cleavage have also been
identified as an efficient strategy to construct natural
products.” Although these two significant strategies have broad
applications, they almost evolved individually and their combi-
nation with each other is still in its infancy. Arguably merging
both C-H and C-C activation in a tandem process would give us
an ideal method to increase the structural diversities of mole-
cules, but is a marked challenge.’

Three-membered cyclopropanols, a class of versatile syn-
thetic building blocks, have attracted considerable attention for
their reactivity in metal-catalyzed ring opening C-C bond
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cleavage with different electrophiles and nucleophiles, leading
to various types of C-C or C-X bond formation (Fig. 1).” Despite
these advantages, the substrates need prefunctionalization and
transformations involving C-H coupling partners have been
rarely reported. In 2016, Li and his co-workers realized an
elegant Rh(m)-catalyzed oxidative coupling between arenes
and cyclopropanols via a C-H activation/C-C cleavage
process.> Very recently, Shen and Han developed a Cu(n)-
mediated ring opening/alkynylation of tertiary cyclopropanols
with terminal alkynes.” Although these studies showed the
advantages of step and atom economy through C-H activation,
the development of a new reaction mode of cyclopropanols via
a cascade C-H activation/C-C cleavage strategy is still difficult
but is highly desirable. As part of our continuing efforts on
exploring new C-H functionalizations,® we envisioned that
carboxylic acids with cyclopropanols would be ideal substrates
for a new cascade reaction mode design due to three reasons:
(1) carboxylic acids and cyclopropanols are easily available and
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Fig. 1 Ring opening C-C cleavage reactions of cyclopronanols.
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diversified; (2) cyclopropanols are prone to undergo ring open-
ing and used as good nucleophiles; (3) if successful, this
reaction would provide a powerful and general protocol for
accessing 3-substituted phthalides and o, f-butenolides.” Nota-
bly, the phthalides and o, f-butenolides are an important class
of natural heterocyclic products, which have attracted broad
attention because of their various pharmacological activities.®

However, there is one challenging issue to be addressed in
this scenario: metal-catalyzed ring opening/B-H elimination or
protodemetallation or dimerization® of cyclopropanols might
become the predominant pathway instead of cascade C-H
activation/C-C cleavage. Herein, we report a Rh(m)-catalyzed
cascade C-H activation/ring opening C-C bond cleavage/
cyclization of carboxylic acids with cyclopropanols for the
synthesis of 3-substituted phthalides and o,f-butenolides
under mild conditions.

To test our hypothesis, we commenced our optimiza-
tion studies by choosing ortho-methylbenzoic acid (1a) and
1-phenylcyclopropan-1-ol (2a) as model substrates (Table 1).
When they were performed in 1,4-dioxane at 80 °C, in the
presence of [Cp*RhCl,],/AgOAc and K,CO; (0.5 equiv.) for 24 h,
the desired product 3aa was indeed obtained in 21% yield"°
(Table 1, entry 1). Notably, switching K,CO; to Cs,CO; and
increasing the amount of Cs,CO; to 1.0 equiv. provided 3aa in
34%yield (Table 1, entry 4). Further solvent screening indicated
that the yield of 3aa could be significantly enhanced to 55% in
CH;CN (Table 1, entry 7). Considering that 2a could undergo a
ring opening/protonation to produce byproduct propiophe-
none; therefore, we increased the amount of 2a to 2.5 equiv.
and the yield of 3aa was improved to 63% (Table 1, entry 8). To
our delight, the Rh(m)-catalyzed C-H activation/ring opening
was facilitated by adding 4 A MS at 0.1 g mmol " loading,
affording 3aa in 75% isolated yield (Table 1, entry 10). And
switching Cs,CO; to K;PO, afforded 3aa in 63% yield.

Table 1 Optimization of the reaction conditions®

[}
0 [Cp*RhCly], (4 mol%)
AgOAc (2 equiv.) O o] Q
—_———
@\/‘LOH + OH Base, Solvent
H 3& Additive

1a 2a 3aa

Entry® Base (equiv.) Additive (equiv.) Solvent Yield®

1 K,CO; (0.5) — 1,4-dioxane 21%

2 Cs,CO; (0.5) — 1,4-dioxane 24%

3 NazPO, (0.5) — 1,4-dioxane 22%

4 Cs,CO3 (1)  — 1,4-dioxane 34%

5 Cs,CO3 (1) — DCE Trace

6 Cs,CO3 (1) — DCM Trace

7 Cs,CO5 (1) — MeCN 55(59)%"
8’ Cs,CO; (1) — MeCN 63%

9° Cs,CO; (1) 4 AMS (0.05 g mmol ™) MeCN 61%

10> Cs,CO; (1) 4 AMS (0.1 g mmol™!) MeCN 72(75)%*
11 K;PO, 4 AMS (0.1 g mmol™) MeCN 63%"°

“ Reaction conditions: 1a, 2a (2 equiv.), [Cp*RhCl,], (4 mol %), AgOAc
(2 equiv.), base, solvent (0.5 mL), additive, 80 °C. ? 2a (2.5 equiv.). ¢ The
yields were determined by 'H NMR and CH,Br, was an internal
standard. ¥ Isolated yield.
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Table 2 Scope of cyclopropanols?<?
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CCDC 2058379 3ea, 44% 3fa, 51%
|
Yo by G o SIS
o 9 O 0 o O o o
Cr 9, :
3ha, 64%"° 3ia, 76%" 3ja, 78%" 3ka, 52%°
Q Q 0,
0 9 0 o o 0
0

3la, 71%° 3ma, 72%°

;

O

3ga, 40%"°

O
e}
O

o}
O
{o]

3na, 77%° 30a, 63%°

¢ Standard conditions 1:1a (0.1 mmol), 2 (0.25 mmol), [Cp*RhCL,],
(4 mol %), AgOAc (0.2 mmol), Cs,CO; (0.1 mmol), 4 A MS (0.1 g mmol ),
80 °C, MeCN (1 mL), 24 h. ? 3ga, 3ha, 3ia, 3ja using K;PO, (0.1 mmol) as
base. ¢ 3ka, 3la, 3ma, 3na, 30a for 48 h. ¢ Isolated yields.

With the optimal reaction conditions in hand, we next
investigated the scope of cyclopropanol coupling with 1a. As
shown in Table 2, a variety of aryl-substituted cyclopropanols
bearing both electron-withdrawing and electron-donating
groups were tolerated and gave the corresponding products in
modest to good yield (3aa, 3ba, 3ca, 3da and 3ea). It is
noteworthy that the cyclopropanol substituted with furan also
reacted smoothly with 1a to give the desired product 3fa in 51%
yield. Although substituted benzylcyclopropanols exhibited low
effectiveness under the standard conditions, they were amen-
able to the fine-tuning conditions by just changing Cs,CO; to
K;PO, (3ga, 3ha, 3ia). Gratefully, alkyl-substituted cyclopropa-
nols were also conducted efficiently, such as phenoxymethyl-
(3ja), cyclopropyl-(3ka), cyclobutane-(3la), cyclopentyl-(3ma),
and cyclohexyl-(3na), and they could give excellent yields after
extending the reaction time. Interestingly, the substrate derived
from dodecanoic acid could also provide 3oa in 63%
isolated yield.

The scope of carboxylic acid substrates was next examined
(Table 3). Generally, ortho, meta-substituted benzoic acids
bearing electron-rich and electron-poor groups all performed
well under the standard conditions (3ab, 3ac, 3ad, 3ae, 3af, 3ag
and 3ak). Interestingly, a mixture of mono, di-substituted pro-
ducts (3ah and 3ah’) was obtained in moderate yield due to the
weak directing effect from an ester group. In addition, the
incorporation of two substituents into benzoic acid (3ai, 3aj,
3ak and 3an) also gave moderate to good yields. To our delight,
various «,f-unsaturated carboxylic acids (3al, 3am, 3ao, 3ap and
3aq) were also suitable for the protocols with modest yields. As
such, the present reaction could provide a general and efficient

This journal is © The Royal Society of Chemistry 2021
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Table 3 Scope of benzoid acids®™
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Table 4 The potential utility of the protocol®°

Standard Condition 2

1 2a 3ab-3aq
o) o) o) 0
Ph o 9 o 9Q K 0o 0 cl 0 0
0 OO0 OO0 OO0
3ab, 69% 3ac, 40% 3ad, 52% 3ae, 77%

Q,
0o O o 9

Dy &

O,

N 0,
i, %
3af, 68% 3ag, 60% 3ah, 20% 3ah', 31%
0
Q 0 Q
o/ 0 0 S 9 Qo Q o Q
N\ o\
L0 0
O\
3“;‘;‘;‘; Sgeégz% 3ak, 50% 3al, 66% 3am, 66%
o : ; Qs
5 o O o O Qo 9 (e}
oo 4 : :
o ®
3an, 32% 3a0, 72% 3ap, 46% 3aq, 27%

“ Standard Conditions 2:1 (0.1 mmol), 2a (0.25 mmol), [Cp*RhCL],
(4 mol %), AgOAc (0.2 mmol), K;PO, (0.1 mmol), 4 A MS (0.1 g mmol 1),
80 °C, MeCN (1 mL), 24 h. ” Isolated yields.

protocol for the synthesis of 3-substituted phthalides and
o, f-butenolides.

Fragment-based drug design has emerged as an efficient
strategy to accelerate lead compound discovery,"" and this
encouraged us to use this Rh(ui)-catalyzed C-H activation/ring
opening for late-stage functionalization of important drug
scaffolds and natural products (Table 4). Repaglinide, a drug
molecule for diabetes, S(+)-Ibuprofen and Mefenamic acid, two
non-steroidal anti-inflammatory drugs, and deoxycholic acid
methyl ester were successfully assembled with a 3-substituted
phthalide scaffold in synthetically useful yields (37-90%) albeit
with a 1:1 dr value. To demonstrate the practicality of this
protocol, a gram-scale synthesis experiment between repagli-
nide and S(+)-Ibuprofen was performed, which gave 5 in
73% yield.

To further study the mechanism of this reaction (Fig. 2),
firstly, a kinetic isotope effect experiment has been established
with substrates 1g and its isotopically labeled d-1g under the
standard conditions, and the KIE value was determined to be
2.6, indicating that C-H activation could be a rate-determining
step. Secondly, it was found that 59% deuterium was observed
at the ortho-position of 1g when substrate 1g with D,O was
treated in MeCN at 80 °C, in the presence of [Cp*RhCl,],/AgOAc
and K3;PO, (1 equiv.) for 2 h. These results confirmed that the
initial generation of rhodacycle was a reversible step. Thirdly, to
examine whether an «,f-unsaturated ketone is a reaction inter-
mediate, substrate 9 was subjected to the standard conditions
and 3aa was isolated in 44% yield, which suggested that an
a,f-unsaturated ketone might be involved in the catalytic cycle
(Fig. 2¢).
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“ Standard conditions 1:1a (0.1 mmol), 2p (0.25 mmol), [Cp*RhCL,],
(4 mol %), AgOAc (0.2 mmol), Cs,CO; (0.1 mmol), 4 A MS
(0.1g mmol '), 80 °C, MeCN (1 mL), 48 h, the yield was given by
isolated yield. ? Standard conditions 2:1 (0.1 mmol), 2 (0.25 mmol),
[CP*RhCL], (4 mol %), AgOAc (0.2 mmol), K;PO, (0.1 mmol), 4 A MS
(0.1g mmol~*), 80 °C, MeCN (1 mL), 24 h. ¢ The yield of the gram-scale reaction.
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Fig. 2 Mechanistic studies.

On the basis of these experiments above and previous
reports,"> (Fig. 1) a possible mechanism was proposed in
Fig. 3. The catalytically active species [Cp*Rh(OAc),] is first
generated by a counteranion exchange from [Cp*RhCl,], with
AgOAc. After that, a 5-membered rhodacycle A could be formed
via C-H activation, followed by ligand exchange to afford
intermediate B. Subsequently, f-C elimination could occur to
generate the intermediates C and a by-product F was formed by
protonation. Next, -H elimination might take place prior to
reductive elimination to get intermediate D. Then migratory
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Fig. 3 Proposed mechanism.

insertion might take place to provide intermediate E. Finally, -
H elimination could occur instead of protonation to give the
intermediate G, followed by Michael addition to afford desired
product 3aa with Rh (1), which was oxidized by Ag(i) and
reformed the active catalyst [Cp*Rh(OAc),] for the next cycle.
In summary, we have developed a general and efficient
method to synthesize 3-substituted phthalides and o,f-
butenolides via Rh(m)-catalyzed cascade C-H activation/ring
opening C-C cleavage/cyclization of carboxylic acids with cyclo-
propanols. The reaction is characterized by a broad substrate
scope, excellent functional group tolerance, and mild condi-
tions. Moreover, this catalytic methodology has been success-
fully applied to late-stage functionalization of bioactive
compounds by the introduction of 3-substituted phthalides.
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