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Utilisation of CO2 in the simultaneous installation
of the C–C and CvC bonds of α,β-unsaturated
carboxylic acids†
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Peter A. Byrne *b,c

Development of methods for the conversion of CO2 (a major waste product) into value-added chemicals

has become an area of great interest. Herein we report the development of a new retrosynthetic double dis-

connection strategy, translating to a highly efficient synthetic methodology in which both the CvC double

bond and the C–C bond of an α,β-unsaturated carboxylic acid can be constructed concurrently, with CO2

as a chemical feedstock. Central to the success of this methodology are “phosphonium carboxylate ylides”.

These unique new entities can undergo novel Wittig-type reactions, forming α,β-unsaturated carboxylic

acids with excellent stereoselectivity and perfectly regioselective installation of both the carboxyl group and

the CvC bond. The α,β-unsaturated carboxylic acid motif appears widely in the structures of pharma-

ceutical compounds and precursors thereof. The availability of a broadly applicable approach for synthesis-

ing α,β-unsaturated carboxylic acids will thus be highly valuable. Surprisingly, this represents the first general

direct Wittig-type methodology for formation of the alkene moiety in α,β-unsaturated carboxylic acids.

Introduction

From a waste utilisation perspective, CO2 is a highly attractive,
non-toxic, renewable resource for the construction of valuable
target compounds.1–8 At present, only a small number of
chemicals are made industrially using CO2,

8,9 and hence there
exists an extraordinary opportunity to expand the utilisation of
CO2 as a feedstock in chemical synthesis as the efficiency and
scalability of carbon capture strategies increase.10–20 Motivated
by this, we have developed a novel means of utilisation of CO2

for the synthesis of a particularly important class of carboxylic
acids in the context of pharmaceutical production –

α,β-unsaturated carboxylic acids.
The α,β-unsaturated carboxylic acid structural motif and

derivatives thereof appear with astonishing regularity in the
structures of pharmaceutical compounds and synthetic inter-
mediates leading to these compounds.21–29 For example, 38 of
the new drugs approved for clinical use since 2015 contain an

α,β-unsaturated carboxylic acid or derivative thereof in their
final structure or in a synthetic intermediate used to make
them.24,27,29–32 This motif also appears in the structures of
important commodity chemicals such as acrylic acid.33

α,β-Unsaturated carboxylic acids are frequently accessed by
various indirect methods34–38 which may involve multiple syn-
thetic steps either for the α,β-carboxylic acid syntheses
themselves or for preparation of the starting materials
required, and consequently involve use of a multiplicity of
reagents and solvents. Taking into account the entirety of the
synthetic sequence (rather than just the step in which the
α,β-unsaturated carboxylic acid is produced), more direct
syntheses of α,β-unsaturated carboxylic acids (and derivatives
thereof) become possible if CO2 can be incorporated into the
target compound(s). However, the pre-eminent existing strat-
egies for achieving such CO2 incorporations all rely on the ret-
rosynthetic approach shown in Scheme 1a – i.e., alkene or
alkyne carboxylation reactions involving formation of the Cα–

CO2 bond39–43 (see Scheme 2a for an example of a recent
leading strategy that uses CuCl, an additional ligand, MeI,
B2(pin)2, LiO

tBu at elevated temperatures).39

We envisaged that a particularly direct means of formation
of α,β-unsaturated carboxylic acids might be possible if a syn-
thetic approach based around the retrosynthetic double dis-
connection shown in Scheme 1b could be realised; this would
entail formation of both the CαvCβ double bond and the Cα–

CO2 bond in a single, one-pot procedure. Such a strategy
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would involve concurrent formation of three new carbon–
carbon bonds, enabling rapid increases in molecular complex-
ity to be achieved through a single process (with CO2 utilis-
ation incorporated). To achieve this goal, we envisaged utilis-
ation of a nucleophilic species (e.g., a phosphonium ylide or
phosphono carbanion) that is capable of reacting with CO2 to
form an adduct that can thereafter be deprotonated to produce
an anionic species that can undergo an olefination reaction
(see Scheme 3a) – e.g., a Wittig,44–53 Wadsworth–Emmons,54,55

Julia,56,57 or other related olefination.58–61 This would enable
installation of both the CvC double bond and the carboxyl
moiety (from CO2) of an α,β-unsaturated carboxylic acid in one
go (i.e., in a single process), thus realising the goal of the retro-
synthesis shown in Scheme 1b, with the nucleophilic species
mentioned above fulfilling the role of the carbon trianion
synthon (H–C3−) shown therein. Furthermore, such an
approach would have the advantage of providing a high degree
of control over the position in which the carboxyl moiety is
installed and over the placement (regiochemistry) and stereo-
chemistry of the CvC double bond, in contrast to existing
alkene and alkyne carboxylation methodologies. In addition, it
would employ carbonyl compounds as starting materials,
which are naturally abundant62 and can be sustainably derived
from biomass.63,64

However, although this approach appears to afford the
opportunity for straightforward access to α,β-unsaturated car-

boxylic acids, thus far, this very direct means of formation of
the CvC and Cα–CO2 bonds of α,β-unsaturated carboxylic
acids has not been exploited, despite the fact that carbanion
equivalents of the general type represented in Scheme 3a can
be generated from carboxylic acid precursors (which in some
cases can be synthesised using CO2 in a separate step)65,66

and have the capacity to undergo olefination reactions.65–69

Furthermore, our attempts as part of this project to effect one-
pot syntheses of α,β-unsaturated carboxylic acids via a
Wadsworth–Emmons-type CO2 utilisation approach (using
phosphono carbanions) proved unsuccessful. However, we did
find that a Wittig-type CO2 utilisation method could be employed
to enable efficient, one-pot construction of α,β-unsaturated car-
boxylic acids (Scheme 3b) with no requirement to isolate a car-
boxylic acid derivative of the ylide–CO2 adduct.

Central to the new methodology are unique new species
that we refer to as “phosphonium carboxylate ylides” (4).
These entities are formed in situ in two steps – (i) reaction of a
non-stabilised phosphonium ylide with CO2 to form a zwitter-
ionic intermediate (compound 3 in Scheme 3), and (ii) depro-
tonation of the zwitterionic ylide–CO2 adduct. While the
capacity of phosphonium ylides (2) to react with CO2 is
known,70–74 only a limited number of examples exploiting the

Scheme 1 Retrosynthetic approaches to α,β-unsaturated carboxylic
acids. (a) Existing methodologies: Cα–CO2 bond formation (alkene or
alkyne carboxylation); (b) this work: formation of the CαvCβ bond and
the Cα–CO2 bond in a single process.

Scheme 2 Example of a leading method for synthesis of
α,β-unsaturated carboxylic acids involving Cu-catalysed carboxylation of
terminal alkenes.39

Scheme 3 Targeted synthetic strategy: CO2 utilisation in formation of
Cα–CO2 and CvC bonds in one process. a R3 = Ph or Me.
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potential for application of this in CO2 utilisation strategies
have been reported. Deprotonation of the zwitterionic ylide–
CO2 adducts affords reactive entities that open up the potential
for widespread exploitation of ylide–CO2 reactions in CO2 util-
isation applications, i.e., for incorporation of CO2 into the
structures of high value products. As will be shown below, we
found that phosphonium carboxylate ylides undergo Wittig
reactions with carbonyl compounds, thus affording a very
direct means of access to α,β-unsaturated carboxylic acids
using CO2 as a starting material. Astonishingly, despite the
ubiquity of the Wittig reaction in CvC bond construction,44–53

this represents the first general method for direct formation of
α,β-unsaturated carboxylic acids using Wittig reactions.75

Results and discussion

In this project, we have found that if the reaction of phos-
phonium ylide with CO2 is carried out in the presence of
excess base, the initial zwitterionic adduct formed (formation
of 3 from ylide 2 in Scheme 3b) is immediately deprotonated
to form a previously unreported entity (phosphonium carboxy-
late ylide 4) that is comparatively resistant to
decarboxylation.76,77 This can be used in situ to effect Wittig-
type reactions with a wide variety of structurally diverse alde-
hydes to produce, initially, α,β-unsaturated carboxylate salts (5;
see Scheme 3b). These can subsequently be protonated to
furnish the corresponding carboxylic acids (see further details
below). The α,β-unsaturated carboxylate salts formed in these
reactions (prior to treatment with acid) can be isolated (see
details of this in the ESI†).‡ The establishment of these enti-
ties as the initial products of these reactions supports the oper-
ation of the mechanism shown in Scheme 3b.

The ylide–CO2 combination step occurs readily at room
temperature over 1–2 hours,§ requiring CO2 pressure at only
atmospheric pressure levels, while the subsequent Wittig-type
reaction requires heating to between 80 and 105 °C for
24–48 hours, depending on the electrophilicity of the carbonyl
group involved.‡ The process occurs efficiently in both toluene
and THF,‡ but toluene is preferable for reactions of less elec-
trophilic aldehydes since it allows higher reaction tempera-
tures to be employed (see details below).

Although the acidity of the α-proton of zwitterionic species
3 makes it likely that the second deprotonation step (i.e., for-
mation of 4 from 3) requires only a relatively weak base in prin-
ciple, in practice it is necessary that the pKa of the base
employed is higher than the pKaH of the starting ylide (e.g., 2a
– see structure in Fig. 1 above), as otherwise the starting ylide
may undergo protonation (forming phosphonium salt, e.g., 1a)
in competition with CO2 activation. Thus, a second equivalent
of base of pKa higher than the pKaH of the starting ylide is

required. We investigated the efficacy of various bases in
Wittig CO2 utilisation reactions, and found that use of KHMDS
led to the highest yields of α,β-unsaturated carboxylic acid pro-
ducts.‡ In practice, to achieve the highest possible yields, we
observed that it was necessary to employ 2.9 to 3.5 equivalents
of KHMDS in total to effect the two deprotonation steps, in
part due to batch-to-batch variability in commercial solutions
of KHMDS or solutions we generated ourselves using solid
KHMDS.78‡ We also observed that the identity of the acid used
in the work-up to protonate the initial α,β-unsaturated carboxy-
late salt products has a significant bearing on the outcomes of
these reactions, with use of MsOH and (+)-CSA leading to the
highest yields.79

With effective reaction conditions in hand from our optimi-
sation studies, we set about employing the methodology for
the synthesis of a range of cinnamic acids and analogues
thereof using a variety of different aromatic aldehydes (see
Fig. 1). The E/Z ratios of the products were determined using
the integrations of characteristic signals of the E- and
Z-isomers in the 1H NMR spectra of the products, and are indi-
cated in brackets, where applicable, for products in Fig. 1 and
other figures below. In several instances, only signals of the
E-isomer could be detected in the 1H NMR spectrum of the
product. For these, we can conclude that the Z-isomer constitu-
tes no more than 2% of the product.

In Wittig CO2 utilisation reactions of ylide 2a (generated by
the reaction of 1a + KHMDS; see Fig. 1) with electron with-
drawing group-substituted benzaldehydes at 80 °C, yields of
67–97% of cinnamic acids 6–18 were obtained.¶ The benzal-
dehydes in this selection include para-, meta- and ortho-substi-
tuted examples, and functional groups such as aryl halides,
aryl nitriles, esters, ethers, and nitro groups are shown to be
tolerant to the reaction conditions. It is noteworthy that were
the carboxylic acids synthesised in this project to be accessed
using ester-stabilized ylides followed by ester hydrolysis, the
nitrile or ester-substituents on products 8 or 13 would be likely
to hydrolyse. Wittig CO2 utilisation reactions of ylide 2a with
benzaldehyde itself (giving product 19), with benzaldehydes
bearing weak electron donating substituents (resulting in for-
mation of products 20–23, 28 and 29), or with benzaldehydes
bearing alkoxy or phenoxy substituents (giving products
24–27) required higher temperatures and/or longer times for
the Wittig reaction part of the process to result in good to
excellent yields (68–93%).∥,** Higher temperatures (100 °C)
and longer reaction times were also required to produce good

‡See ESI Section 6.† Optimisation of reaction conditions & mechanistic
experiments.
§See ESI Section 4.† General set-up for CO2 addition during Wittig CO2 utilis-
ation reactions.

¶The E-isomer of each of p-cyanocinnamic acid (product 8) and p-nitrocinnamic
acid (product 9) was observed to undergo dimerisation (forming 4-membered
carbocyclic ring-containing derivatives of “β-truxinic acid”) upon exposure to
light. By taking great care to protect the reactions and purifications involving
these compounds from light, it was possible to isolate products 8 and 9 in yields
of 75% and 54%, respectively. See ESI Section 8† – Substrate scope of
α,β-unsaturated carboxylic acids, (3-(4-nitrophenyl)acrylic acid and 4-nitro-
β-truxinic acid dimer).
∥The importance of temperature in these reactions is illustrated by reactions of
m-tolualdehyde (to give m-methylcinnamic acid, product 28): At 80 °C, this reac-
tion gave 28 in a yield of only 29% after 70 hours of stirring, while if the reaction
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yields of α,β-unsaturated carboxylic acids 30–32 in Wittig CO2

utilisation reactions of heteroaryl aldehydes and in the corres-
ponding reactions of 2-naphthaldehyde (giving product 33)
and E-cinnamaldehyde (giving product 34).

For reactions of very electron-rich benzaldehydes (bearing
3,4-dimethoxy or p-dimethylamino substituents, leading to
products 35 and 36, respectively) relatively low yields of 42%

(of 35) and 34% (of 36), respectively, were obtained. Since
these yields were likely to be due to the relatively low electro-
philicity of the carbonyl groups of the aldehydes involved, we
reasoned that by employing phosphonium ylides (and hence
carboxylate ylides) of higher nucleophilicity, higher yields
might be achievable in these challenging reactions. Previous
literature reports on Wittig reactions have demonstrated that
modifying Ph3P-derived ylides by replacing one P-phenyl group
with a P-alkyl group (while maintaining the other features of
the ylide in question) results in ylides of significantly higher
nucleophilicity.45,50,73,80 Prompted by these observations,
syntheses of α,β-unsaturated carboxylic acids 32 and 34–36
that had proved challenging using Ph3P-derived phosphonium
salt 1a as starting material (to produce ylide 2a) were
attempted using MePh2P-derived phosphonium salt 1b
instead, in the hope of exploiting the greater nucleophilicity of
ylide 2b and its derived carboxylate ylide, 4b (see Fig. 2 for

Fig. 1 α,β-Unsaturated carboxylic acids synthesized using methyltriphenylphosphonium bromide (1a).a Isolated yields after chromatography are
shown. The E : Z ratios of alkenes are shown in parentheses, where appropriate. These were determined using the relative integrations of character-
istic signals of the isomers in the 1H NMR spectra of the products. In the instances that no ratio is shown, only signals of the E-isomer could be
detected in the 1H NMR spectrum of the product. bConditions A: Wittig step: 20–24 hours, at 80 °C. cChromatography-free isolation (acid/base
workup only). dConditions B: Wittig step: 48–50 hours, 100 °C. eWittig step: 48 hours, 80 °C. f 1H NMR spectral yield shown in square brackets
(established by reference to integrations of signals of internal standard 1,3,5-trimethoxybenzene); difficulties during purification led to lower yields
upon isolation of the product. gWittig step: 45 hours, 80 °C.hWittig step: 60 hours, 100 °C.iWittig step: 68 hours, 110 °C.

temperature was increased to 100 °C (for 48 hours), a yield of 92% of 26 was
obtained, as shown in Fig. 1.
**A 1H NMR spectral yield of 81% was observed for the reaction producing com-
pound 26, showing that the synthetic method enables efficient formation of this
product. However, significant difficulties arose during purification of compound
26 by column chromatography (including in instances in which it was syn-
thesised using a second method) that resulted in a relatively low isolated yield
for this compound. Similar difficulties also arose in the chromatographic purifi-
cation of compound 36. For further details, see Section 8 of the ESI† – Substrate
scope of α,β-unsaturated carboxylic acids.

Research Article Organic Chemistry Frontiers
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structures). Gratifyingly, we found that use of 1b as starting
material enabled us to increase the yields of products 32 and
34–36 (32, from 51% to 80%; 34, from 59% to 66%; 35, from
42% to 77%; 36, from 34% to 51% (46% isolated);** see
Fig. 2). With a means in hand of improving yields in reactions
involving aldehydes of relatively low electrophilicity, we then
undertook Wittig CO2 utilisation reactions of a variety of other
relatively unreactive aromatic aldehydes (bearing electron
donating substituents on the aryl group) using 1b as the start-
ing phosphonium salt. This enabled us to access
α,β-unsaturated carboxylic acids 37–41 (see Fig. 2) in isolated
yields of 78%, 63%, 64%, 60%, and 56%, respectively. Use of
ylides with α-substitution (e.g., Ph3PvCHMe) in Wittig CO2

utilisation reactions does lead to formation of α,β-unsaturated
carboxylic acid products, but only in relatively low yields. We
surmise that this is a consequence of steric hindrance in the
derived phosphonium carboxylate ylide, as Wittig reactions of
analogous α,α-disubstituted ester-stabilised ylides are notor-
iously low yielding.45 Work is ongoing in our research group to
develop Wittig CO2 utilisation processes to enable access to
α,β-unsaturated carboxylic acids containing trisubstituted
alkenes.

Several of the products synthesised in this project are
important precursors employed in the industrial synthetic pro-
cedures used to access pharmaceutical compounds. For
example, compound 38 is a precursor for letermovir (see Fig. 2
and Scheme 4),31,81 a drug for treatment of T-cell lymphoma,
while compounds 30, 31, 35 and 37 (see Fig. 1 and 2) are,
respectively, precursors to chidamide,82 nalfurafine,83 istrade-
fylline,84 and Seletinoid G (42; Scheme 5). Compound 37 was

Fig. 2 α,β-Unsaturated carboxylic acids synthesized using dimethyldiphenylphosphonium triflate (1b).a Isolated yields after chromatography are
shown. The E : Z ratios of alkenes are shown in parentheses, where appropriate. These were determined using the relative integrations of character-
istic signals of the isomers in the 1H NMR spectra of the products. In the instances that no ratio is shown, only signals of the E-isomer could be
detected in the 1H NMR spectrum of the product. bNMR spectral yield shown in square brackets (established by reference to integrations of signals
of internal standard 1,3,5-trimethoxybenzene); difficulties during purification led to lower yields upon isolation of the product.

Scheme 4 Example of an α,β-unsaturated carboxylic acid-containing
precursor to a pharmaceutical agent (Letermovir) synthesized in this
work.

Scheme 5 Gram-scale synthesis of piperonyl acrylic acid (37) and use
to produce Seletinoid G (42). a See Section 8 of the SI for details of the
synthetic process used for the transformation of 37 to 42. b 1H NMR
spectral conversion.
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synthesised on gram scale and was subsequently used to form
Seletinoid G (42) in an NMR spectral yield of 53%
(Scheme 5).85,86 In addition, polyfunctional compound 41
(Fig. 2) is an analogue of anti-cancer compound rucaparib.87

Thus, the methodology reported herein provides a means of
utilising CO2 for the synthesis of pharmaceutical compounds
that can be derived from α,β-unsaturated carboxylic acids, and
has great potential utility for access to pharmaceutical com-
pounds and their precursors on scale.

The Wittig CO2 utilisation reactions of 4a (Fig. 1) and 4b
(Fig. 2) are all completely regioselective and result in exclusive
or almost exclusive formation of E-α,β-unsaturated carboxylic
acids. Since Wittig reactions of stabilised phosphonium ylides
generally exhibit very high E-selectivity (in particular Ph3P-
derived stabilised ylides),45,49,50 it is likely that E-alkene for-
mation is also kinetically favoured in the Wittig CO2 utilisation
reactions described above. High E-selectivity in reactions of
this type is consistent with the rationale proposed by
Aggarwal, Harvey and co-workers for selectivity in Wittig reac-
tions of stabilised ylides,49 with stereoselectivity being dictated
in formation of the transition state of the [2 + 2] cycloaddition
leading to the oxaphosphetane intermediate. In this instance,
kinetically favoured formation of the trans-oxaphosphetane

(via the transition state represented in Fig. 3a) should lead to
preferential formation of E-alkene. However, we did also
observe isomerisation of a Z-cinnamic acid (Z-27) under our
reaction conditions when it was deliberately added into the
reaction of ylide 2a + CO2 + p-(trifluoromethyl)benzaldehyde
(Scheme 6). Thus, augmentation of the amount of E-isomer
present (at the expense of the Z-alkene) may also contribute to
the observed high E-selectivity of Wittig CO2 utilisation
reactions.

Conclusion

We have designed a new retrosynthetic strategy which led to
the development of an efficient and straightforward route to
α,β-unsaturated carboxylic acids. A novel Wittig-type reaction
involving CO2 activation by phosphonium ylides was utilised
to generate a wide scope of α,β-unsaturated carboxylic acids, in
good yields and high levels of E-selectivity. This method allows
the installation of both the carboxyl group and the CvC bond
of an α,β-unsaturated carboxylic acid to be realised with
perfect regioselectivity, thereby addressing a problem that has
proved challenging in many existing alkene and alkyne carbox-
ylation methods. This approach thus enables utilisation of
CO2 while exploiting the unique advantages of the Wittig reac-
tion, and for the first time facilitates the creation of three new
carbon–carbon bonds (the CvC σ- and π-bonds and the Cα–

CO2 bond) in a single, one-pot process (see Scheme 1b above).
The methodology was shown to be applicable in the synthesis
of pharmaceutically-relevant compounds and for challenging
substrates, while improved yields can be achieved through use
of more reactive alkyldiphenylphosphine-derived carboxylate
ylides.
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jected to our standard reaction conditions and work-up procedure.

Research Article Organic Chemistry Frontiers

6278 | Org. Chem. Front., 2025, 12, 6273–6282 This journal is © the Partner Organisations 2025

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 2

3 
Ju

ly
 2

02
5.

 D
ow

nl
oa

de
d 

on
 3

/1
1/

20
26

 1
1:

53
:1

4 
A

M
. 

 T
hi

s 
ar

tic
le

 is
 li

ce
ns

ed
 u

nd
er

 a
 C

re
at

iv
e 

C
om

m
on

s 
A

ttr
ib

ut
io

n 
3.

0 
U

np
or

te
d 

L
ic

en
ce

.
View Article Online

http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d5qo00770d


Acknowledgements

This publication has emanated from research conducted
with the financial support of Research Ireland (Grant numbers
IRC GOIPG/2018/169 and IRC GOIPG/2021/802 and 20
FFP-P-8865), and the SSPC (the Research Ireland Centre for
Pharmaceuticals; Grant Number 12/RC/2275_P2). The work
used equipment provided by Science Foundation Ireland
though a research infrastructure award for process flow spec-
troscopy (ProSpect) (grant: SFI 15/RI/3221). The authors wish
to thank Dr Denis Lynch and Dr Lorraine Bateman from
University College Cork, and Dr Yannick Ortin and Dr Patricia
Fleming from University College Dublin for NMR spectroscopy
support, and Dr Jimmy Muldoon for mass spectrometry
support.

References

1 Recent reviews on CO2 valorisation: (a) Q. Liu, L. Wu,
R. Jackstell and M. Beller, Using carbon dioxide as a build-
ing block in organic synthesis, Nat. Commun., 2015, 6,
5933; (b) R. Cauwenbergh, V. Goyal, R. Maiti, K. Natte and
S. Das, Challenges and recent advancements in the trans-
formation of CO2 into carboxylic acids: straightforward
assembly with homogeneous 3d metals, Chem. Soc. Rev.,
2022, 51, 9371–9423; (c) C.-K. Ran, L.-L. Liao, T.-Y. Gao,
Y.-Y. Gui and D.-G. Yu, Recent progress and challenges in
carboxylation with CO2, Curr. Opin. Green Sustainable
Chem., 2021, 32, 100525.

2 Electrochemically mediated carboxylation with CO2:
(a) G.-Q. Sun, P. Yu, W. Zhang, W. Zhang, Y. Wang,
L.-L. Liao, Z. Zhang, L. Li, Z. Lu, D.-G. Yu and S. Lin,
Electrochemical reactor dictates site selectivity in
N-heteroarene carboxylations, Nature, 2023, 615, 67–72;
(b) G.-Q. Sun, L.-L. Liao, C.-K. Ran, J.-H. Ye and D.-G. Yu,
Recent Advances in Electrochemical Carboxylation with
CO2, Acc. Chem. Res., 2024, 57, 2728–2745.

3 L.-L. Liao, G.-M. Cao, Y.-X. Jiang, X.-H. Jin, X.-L. Hu,
J. J. Chruma, G.-Q. Sun, Y.-Y. Gui and D.-G. Yu, α-Amino
acids and peptides as bifunctional reagents:
Carbocarboxylation of activated alkenes via recycling CO2,
J. Am. Chem. Soc., 2021, 143, 2812–2821.

4 S. N. Alektiar and Z. K. Wickens, Photoinduced hydrocar-
boxylation via thiol-catalyzed delivery of formate across
activated alkenes, J. Am. Chem. Soc., 2021, 143, 13022–
13028.

5 L.-Q. Qiu, H.-R. Li and L.-N. He, Incorporating Catalytic
Units into Nanomaterials: Rational Design of Multipurpose
Catalysts for CO2 Valorization, Acc. Chem. Res., 2023, 56,
2225–2240.

6 (a) Y. Toda, Y. Komiyama, A. Kikuchi and H. Suga,
Tetraarylphosphonium salt-catalyzed carbon dioxide fix-
ation at atmospheric pressure for the synthesis of cyclic
carbonates, ACS Catal., 2016, 6, 6906–6910; (b) Y. Toda,
K. Hashimoto, Y. Mori and H. Suga, A Phosphonium Ylide

as a Ligand for [3 + 2] Coupling Reactions of Epoxides with
Heterocumulenes under Mild Conditions, J. Org. Chem.,
2020, 85, 10980–10987; (c) Y. Toda, D. Suenaga,
R. Yamaguchi and H. Suga, Mechanistic Insights into Urea-
, Thiourea-, and Isothiourea-Based Bifunctional
Tetraarylphosphonium Salt Catalysis for Conversion of
Carbon Dioxide to Cyclic Carbonates, Eur. J. Org. Chem.,
2024, e202400137.

7 J. Artz, T. E. Müller, K. Thenert, J. Kleinekorte, R. Meys,
A. Sternberg, A. Bardow and W. Leitner, Sustainable conver-
sion of carbon dioxide: An integrated review of catalysis
and life cycle assessment, Chem. Rev., 2018, 118, 434–504.

8 J. Davies, J. R. Lyonnet, D. P. Zimin and R. Martin, The
road to industrialization of fine chemical carboxylation
reactions, Chem, 2021, 7, 2927–2942.

9 J. Patricio, A. Angelis-Dimakis, A. Castillo-Castillo,
Y. Kalmykova and L. Rosado, Method to identify opportu-
nities for CCU at regional level—Matching sources and
receivers, J. CO2 Util., 2017, 22, 330–345.

10 H. Li, M. E. Zick, T. Trisukhon, M. Signorile, X. Liu,
H. Eastmond, S. Sharma, T. L. Spreng, J. Taylor and
J. W. Gittins, Capturing carbon dioxide from air with
charged-sorbents, Nature, 2024, 616, 1–6.

11 D. W. Keith, G. Holmes, D. S. Angelo and K. Heidel, A
process for capturing CO2 from the atmosphere, Joule,
2018, 2, 1573–1594.

12 E. Wang, R. Navik, Y. Miao, Q. Gao, D. Izikowitz, L. Chen
and J. Li, Reviewing direct air capture startups and emer-
ging technologies, Cell Rep. Phys. Sci., 2024, 5, 101791.

13 X. Shi, H. Xiao, H. Azarabadi, J. Song, X. Wu, X. Chen and
K. S. Lackner, Sorbents for the direct capture of CO2 from
ambient air, Angew. Chem., Int. Ed., 2020, 59, 6984–7006.

14 G. T. Rochelle, Amine scrubbing for CO2 capture, Science,
2009, 325, 1652–1654.

15 E. S. Sanz-Pérez, C. R. Murdock, S. A. Didas and
C. W. Jones, Direct capture of CO2 from ambient air, Chem.
Rev., 2016, 116, 11840–11876.

16 R. L. Siegelman, E. J. Kim and J. R. Long, Porous materials
for carbon dioxide separations, Nat. Mater., 2021, 20, 1060–
1072.

17 K.-J. Hsu, S. Li, M. Micari, H.-Y. Chi, L. F. Villalobos,
S. Huang, L. Zhong, S. Song, X. Duan, A. Züttel and
K. V. Agrawal, Graphene membranes with pyridinic nitro-
gen at pore edges for high-performance CO2 capture, Nat.
Energy, 2024, 9, 964–974.

18 A. Otto, T. Grube, S. Schiebahn and D. Stolten, Closing the
loop: captured CO2 as a feedstock in the chemical industry,
Energy Environ. Sci, 2015, 8, 3283–3297.

19 A. Kätelhön, R. Meys, S. Deutz, S. Suh and A. Bardow,
Climate change mitigation potential of carbon capture and
utilization in the chemical industry, Proc. Natl. Acad.
Sci. U. S. A., 2019, 116, 11187–11194.

20 E. A. Quadrelli, G. Centi, J.-L. Duplan and S. Perathoner,
Carbon dioxide recycling: emerging large-scale techno-
logies with industrial potential, ChemSusChem, 2011, 4,
1194–1215.

Organic Chemistry Frontiers Research Article

This journal is © the Partner Organisations 2025 Org. Chem. Front., 2025, 12, 6273–6282 | 6279

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 2

3 
Ju

ly
 2

02
5.

 D
ow

nl
oa

de
d 

on
 3

/1
1/

20
26

 1
1:

53
:1

4 
A

M
. 

 T
hi

s 
ar

tic
le

 is
 li

ce
ns

ed
 u

nd
er

 a
 C

re
at

iv
e 

C
om

m
on

s 
A

ttr
ib

ut
io

n 
3.

0 
U

np
or

te
d 

L
ic

en
ce

.
View Article Online

http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d5qo00770d


21 See https://Njardarson.Lab.Arizona.Edu/Content/Top-
Pharmaceuticals-Poster, andN. A. McGrath, M. Brichacek
and J. T. Njardarson, A graphical journey of innovative
organic architectures that have improved our lives,
J. Chem. Educ., 2010, 78, 1348.

22 S. P. France, E. A. Lindsey, E. L. McInturff, S. Berritt,
D. W. Carney, J. C. DeForest, S. J. Fink, A. C. Flick,
T. S. Gibson and K. Gray, Synthetic Approaches to the New
Drugs Approved During 2022, J. Med. Chem., 2024, 67,
4376–4418.

23 E. L. McInturff, S. P. France, C. A. Leverett, A. C. Flick,
E. A. Lindsey, S. Berritt, D. W. Carney, J. C. DeForest,
H. X. Ding, S. J. Fink, T. S. Gibson, K. Gray, A. K. Hubbell,
A. M. Johnson, Y. Liu, S. Mahapatra, I. J. McAlpine,
R. B. Watson and C. J. O’Donnell, Synthetic Approaches to
the New Drugs Approved During 2021, J. Med. Chem., 2023,
66, 10150–10201.

24 A. C. Flick, C. A. Leverett, H. X. Ding, E. L. McInturff,
S. J. Fink, S. Mahapatra, D. W. Carney, E. A. Lindsey,
J. C. DeForest, S. P. France, S. Berritt, S. V. Bigi-Botterill,
T. S. Gibson, R. B. Watson, Y. Liu and C. J. O’Donnell,
Synthetic Approaches to the New Drugs Approved During
2020, J. Med. Chem., 2022, 65, 9607–9661.

25 A. C. Flick, C. A. Leverett, H. X. Ding, E. McInturff,
S. J. Fink, S. Mahapatra, D. W. Carney, E. A. Lindsey,
J. C. DeForest, S. P. France, S. Berritt, S. V. Bigi-Botterill,
T. S. Gibson, Y. Liu and C. J. O’Donnell, Synthetic
Approaches to the New Drugs Approved During 2019,
J. Med. Chem., 2021, 64, 3604–3657.

26 A. C. Flick, C. A. Leverett, H. X. Ding, E. McInturff,
S. J. Fink, C. J. Helal, J. C. DeForest, P. D. Morse,
S. Mahapatra and C. J. O’Donnell, Synthetic Approaches to
the New Drugs Approved During 2018, J. Med. Chem., 2020,
63, 10652–10704.

27 A. C. Flick, C. A. Leverett, H. X. Ding, E. McInturff,
S. J. Fink, C. J. Helal and C. J. O’Donnell, Synthetic
Approaches to the New Drugs Approved During 2017,
J. Med. Chem., 2019, 62, 7340–7382.

28 A. C. Flick, H. X. Ding, C. A. Leverett, S. J. Fink and
C. J. O’Donnell, Synthetic Approaches to the New Drugs
Approved During 2016, J. Med. Chem., 2018, 61, 7004–
7031.

29 A. C. Flick, H. X. Ding, C. A. Leverett, R. E. Jr. Kyne, K.
K.-C. Liu, S. J. Fink and C. J. O’Donnell, Synthetic
Approaches to the New Drugs Approved During 2015,
J. Med. Chem., 2017, 60, 6480–6515.

30 M. Takayama and Y. Yoshida, Compounds Exhibiting
Thrombopoietin Receptor Agonism, US7601746B2, 2009.

31 E. S. Kim, Letermovir: first global approval, Drugs, 2018, 78,
147–152.

32 S. Morita, K. Otsubo, J. Matsubara, T. Ohtani and
M. Uchida, An efficient synthesis of a key intermediate
towards (S)-(−)-nadifloxacin, Tetrahedron: Asymmetry, 1995,
6, 245–254.

33 M. Limbach, Chapter Four - Acrylates from Alkenes and
CO2, the Stuff That Dreams Are Made of. in Adv.

Organomet. Chem, ed. P. J. Pérez, Academic Press, 2015, pp.
175–202.

34 R. Menegatti, Green Chemistry – Aspects for the
Knoevenagel Reaction, in Green Chemistry –
Environmentally Benign Approaches, ed. M. Kidwai, Intech,
2012. Available from: https://www.intechopen.com/books/
green-chemistry-environmentally-benign-approaches/green-
chemistry-aspects-for-knoevenagel-reaction.

35 M. Bellassoued, N. Lensen, M. Bakasse and S. Mouelhi,
Two-Carbon Homologation of Aldehydes via Silyl Ketene
Acetals: A New Stereoselective Approach to (E)-Alkenoic
Acids, J. Org. Chem., 1998, 63, 8785–8789.

36 A. B. Concepcion, K. Maruoka and H. Yamamoto,
Organoaluminum-promoted cycloaddition of trialkylsilylk-
etene with aldehydes: A new stereoselective approach to
cis-2-oxetanones and 2-(Z)-alkenoic acids, Tetrahedron,
1995, 51, 4011–4020.

37 J. M. Concellón and C. Concellón, Direct reaction of dibro-
moacetic acid with aldehydes promoted by samarium diio-
dide: An easy, efficient, and rapid synthesis of (E)-
α,β-unsaturated carboxylic acids with total stereoselectivity,
J. Org. Chem., 2006, 71, 1728–1731.

38 Hydrolysis of α,β-unsaturated esters to access
α,β-unsaturated carboxylic acids: M. Gómez-Gallego,
M. Sierra and M. J. Mancheño, Comprehensive Organic
Functional Group Transformations II (COFGT-II), 2004.

39 H. Sahoo, L. Zhang, J. Cheng, M. Nishiura and Z. Hou,
Auto-tandem copper-catalyzed carboxylation of undirected
alkenyl C–H bonds with CO2 by harnessing β-hydride elim-
ination, J. Am. Chem. Soc., 2022, 144, 23585–23594.

40 M. Schmalzbauer, T. D. Svejstrup, F. Fricke, P. Brandt,
M. J. Johansson, G. Bergonzini and B. König, Redox-neutral
photocatalytic C−H carboxylation of arenes and styrenes
with CO2, Chem, 2020, 6, 2658–2672.

41 J. Hou, A. Ee, W. Feng, J.-H. Xu, Y. Zhao and J. Wu, Visible-
light-driven alkyne hydro-/carbocarboxylation using CO2

via iridium/cobalt dual catalysis for divergent heterocycle
synthesis, J. Am. Chem. Soc., 2018, 140, 5257–5263.

42 H. Cheng, B. Zhao, Y. Yao and C. Lu, Carboxylation of
terminal alkynes with CO2 catalyzed by bis(amidate)
rare-earth metal amides, Green Chem., 2015, 17, 1675–
1682.

43 S. Wang and C. Xi, Nickel-Catalyzed Arylative carboxylation
of alkynes with arylmagnesium reagents and carbon
dioxide leading to trisubstituted acrylic acids, Org. Lett.,
2018, 20, 4131–4134.

44 G. Wittig and G. Geissler, Zur Reaktionsweise des
Pentaphenyl-phosphors und einiger Derivate, Justus Liebigs
Ann. Chem., 1953, 580, 44–57.

45 E. Vedejs and M. Peterson, Stereochemistry and mecha-
nism in the Wittig reaction, Top. Stereochem., 1994, 21, 1–
157.

46 B. E. Maryanoff and A. B. Reitz, The Wittig olefination reac-
tion and modifications involving phosphoryl-stabilized car-
banions. Stereochemistry, mechanism, and selected syn-
thetic aspects, Chem. Rev., 1989, 89, 863–927.

Research Article Organic Chemistry Frontiers

6280 | Org. Chem. Front., 2025, 12, 6273–6282 This journal is © the Partner Organisations 2025

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 2

3 
Ju

ly
 2

02
5.

 D
ow

nl
oa

de
d 

on
 3

/1
1/

20
26

 1
1:

53
:1

4 
A

M
. 

 T
hi

s 
ar

tic
le

 is
 li

ce
ns

ed
 u

nd
er

 a
 C

re
at

iv
e 

C
om

m
on

s 
A

ttr
ib

ut
io

n 
3.

0 
U

np
or

te
d 

L
ic

en
ce

.
View Article Online

https://Njardarson.Lab.Arizona.Edu/Content/Top-Pharmaceuticals-Poster
https://Njardarson.Lab.Arizona.Edu/Content/Top-Pharmaceuticals-Poster
https://Njardarson.Lab.Arizona.Edu/Content/Top-Pharmaceuticals-Poster
https://www.intechopen.com/books/green-chemistry-environmentally-benign-approaches/greenchemistry-aspects-for-knoevenagel-reaction
https://www.intechopen.com/books/green-chemistry-environmentally-benign-approaches/greenchemistry-aspects-for-knoevenagel-reaction
https://www.intechopen.com/books/green-chemistry-environmentally-benign-approaches/greenchemistry-aspects-for-knoevenagel-reaction
https://www.intechopen.com/books/green-chemistry-environmentally-benign-approaches/greenchemistry-aspects-for-knoevenagel-reaction
http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d5qo00770d


47 A. W. Johnson, Ylides and Imines of Phosphorus, Wiley,
1993.

48 P. A. Byrne and D. G. Gilheany, The modern interpretation
of the Wittig reaction mechanism, Chem. Soc. Rev., 2013,
42, 6670.

49 R. Robiette, J. Richardson, V. K. Aggarwal and J. N. Harvey,
Reactivity and selectivity in the Wittig reaction: A compu-
tational study, J. Am. Chem. Soc., 2006, 128, 2394–2409.

50 P. A. Byrne and D. G. Gilheany, Unequivocal experimental
evidence for a unified lithium salt-free Wittig reaction
mechanism for all phosphonium ylide types: Reactions
with β-heteroatom-substituted aldehydes are consistently
selective for cis-oxaphosphetane-derived products, J. Am.
Chem. Soc., 2012, 134, 9225–9239.

51 E. E. Coyle, B. J. Doonan, A. J. Holohan, K. A. Walsh,
F. Lavigne, E. H. Krenske and C. J. O’Brien, Catalytic Wittig
Reactions of semi- and nonstabilized ylides enabled by
ylide tuning, Angew. Chem., Int. Ed., 2014, 53, 12907–12911.

52 C. J. O’Brien, J. L. Tellez, Z. S. Nixon, L. J. Kang,
A. L. Carter, S. R. Kunkel, K. C. Przeworski and G. A. Chass,
Recycling the waste: The development of a catalytic Wittig
reaction, Angew. Chem., Int. Ed., 2009, 48, 6836–6839.

53 L. Longwitz, A. Spannenberg and T. Werner, Phosphetane
oxides as dedox cycling catalysts in the catalytic wittig reac-
tion at room temperature, ACS Catal., 2019, 9, 9237–9244.

54 W. S. Wadsworth and W. D. Emmons, The utility of phos-
phonate carbanions in olefin synthesis, J. Am. Chem. Soc.,
1961, 83, 1733–1738.

55 J. A. Bisceglia and L. R. Orelli, Recent progress in the
Horner-Wadsworth-Emmons reaction, Curr. Org. Chem.,
2015, 19, 744–775.

56 M. Julia, Recent advances in double bond formation, Pure
Appl. Chem., 1985, 57, 763–768.

57 G. Sakaine, Z. Leitis, R. Ločmele and G. Smits, Julia–
Kocienski Olefination: A Tutorial Review, Eur. J. Org. Chem.,
2023, e202201217.

58 N. Kano and T. Kawashima, The Peterson and related reac-
tions, in Mod. Carbonyl Olefin, 2003, pp. 18–103.

59 L. Horner, H. Hoffmann, H. G. Wippel and G. Klahre,
Phosphororganische verbindungen, XX. phosphinoxyde als
olefinierungsreagenzien, Chem. Ber., 1959, 92, 2499–2505.

60 F. N. Tebbe, G. W. Parshall and G. S. Reddy, Olefin homolo-
gation with titanium methylene compounds, J. Am. Chem.
Soc., 1978, 100, 3611–3613.

61 J. Merad, P. S. Grant, T. Stopka, J. Sabbatani, R. Meyrelles,
A. Preinfalk, J. Matyasovsky, B. Maryasin, L. González and
N. Maulide, Direct stereodivergent olefination of carbonyl
compounds with sulfur ylides, J. Am. Chem. Soc., 2022, 144,
12536–12543.

62 P. Ertl and T. Schuhmann, A systematic cheminformatics
analysis of functional groups occurring in natural products,
J. Nat. Prod., 2019, 82, 1258–1263.

63 H. Zang, K. Wang, M. Zhang, R. Xie, L. Wang and E.
Y.-X. Chen, Catalytic coupling of biomass-derived alde-
hydes into intermediates for biofuels and materials, Catal.
Sci. Technol., 2018, 8, 1777–1798.

64 T. P. Vispute, H. Zhang, A. Sanna, R. Xiao and G. W. Huber,
Renewable chemical commodity feedstocks from integrated
catalytic processing of pyrolysis oils, Science, 2010, 330,
1222–1227.

65 (a) Y. Wang, C. M. Young, H. Liu, W. C. Hartley,
M. Wienhold, D. B. Cordes, A. M. Z. Slawin and
A. D. Smith, A desilylative approach to alkyl substituted
C(1)-ammonium enolates: application in enantioselective
[2 + 2] cycloadditions, Angew. Chem., Int. Ed., 2022, 61(38),
e202208800; (b) A. Brook, J. Duff and D. Anderson,
Preparation and reactions of triarylsilylmethylmetallic
reagents, Can. J. Chem., 1970, 48(4), 561–569.

66 (a) D. R. Brittelli, Phosphite-mediated in situ carboxyvinyla-
tion: A new general acrylic acid synthesis, J. Org. Chem.,
1981, 46, 2514–2520; (b) G. A. Koppel and M. D. Kinnick,
Carboxyvinylation; A one-step synthesis of α, β-unsaturated
acids, Tetrahedron Lett., 1974, 15, 711–713.

67 J. Ma, J. Lin, L. Zhao, K. Harms, M. Marsch, X. Xie and
E. Meggers, Synthesis of β–substituted γ–aminobutyric acid
derivatives through enantioselective photoredox catalysis,
Angew. Chem., Int. Ed., 2018, 57, 11193–11197.

68 P. Coutrot and A. Ghribi, A simple and efficient route to
2-alkyl-2-alkenoic acids and 2-phenyl-2-alkenoic acids by
the Horner synthesis. Application to the stereoselective syn-
thesis of the pheromone Manicone, Synthesis, 1986, 790–
792.

69 P. A. Grieco, C.-L. J. Wang and S. D. Burke,
Trimethylsilylacetic acid dianion: application to organic
synthesis, J. Chem. Soc., Chem. Commun., 1975, 537–538.

70 C. N. Matthews, J. S. Driscoll and G. H. Birum, Mesomeric
phosphonium inner salts, Chem. Commun., 1966, 736–737.

71 H. Bestmann, T. Denzel and H. Salbaum, Reaktion von
phosphinalkylenen mit CO2 eine neue muglichkeit zur
synthese von carbonsauren, allenen und acylyliden,
Tetrahedron Lett., 1974, 15, 1275–1276.

72 H. Zhou, G.-X. Wang, W.-Z. Zhang and X.-B. Lu, CO2

adducts of phosphorus ylides: Highly active organocatalysts
for carbon dioxide transformation, ACS Catal., 2015, 5,
6773–6779.

73 H. Sabet-Sarvestani, M. Izadyar, H. Eshghi and N. Norozi-
Shad, Evaluation and understanding the performances of
various derivatives of carbonyl-stabilized phosphonium
ylides in CO2 transformation to cyclic carbonates, Phys.
Chem. Chem. Phys., 2020, 22, 223–237.

74 Activation of CO2 by α-silyl phosphonium ylides has been
shown to enable formation of silyl ester-stabilised phos-
phonium ylides by migration of the silyl group from C to
O. These were used in standard Wittig reactions to produce
conjugated silyl esters: H. J. Bestmann, R. Dostalek and
R. Zimmermann, Phosphanalkylene, 52. umsetzung von [1-
(trimethylsilyl) alkyliden] triphenylphosphoranen mit koh-
lendioxid und folgereaktionen, Chem. Ber., 1992, 125,
2081–2084.

75 Direct synthesis of α,β-unsaturated carboxylic acids has
been done in a handful of instances, all of which employ
glyoxylic acid as the aldehyde and none of which involve

Organic Chemistry Frontiers Research Article

This journal is © the Partner Organisations 2025 Org. Chem. Front., 2025, 12, 6273–6282 | 6281

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 2

3 
Ju

ly
 2

02
5.

 D
ow

nl
oa

de
d 

on
 3

/1
1/

20
26

 1
1:

53
:1

4 
A

M
. 

 T
hi

s 
ar

tic
le

 is
 li

ce
ns

ed
 u

nd
er

 a
 C

re
at

iv
e 

C
om

m
on

s 
A

ttr
ib

ut
io

n 
3.

0 
U

np
or

te
d 

L
ic

en
ce

.
View Article Online

http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d5qo00770d


CO2 utilisation. See for example: A. El-Batta, C. Jiang,
W. Zhao, R. Anness, A. L. Cooksy and M. Bergdahl, Wittig
reactions in water media employing stabilized ylides with
aldehydes. synthesis of α,β-unsaturated esters from mixing
aldehydes, α-bromoesters, and Ph3P in aqueous NaHCO3,
J. Org. Chem., 2007, 72, 5244–5259.

76 Example of decarboxylation of carboxymethylphosphonium
salt: D. B. Denney and L. C. Smith, Preparation and reac-
tions of some phosphobetaines, J. Org. Chem., 1962, 27,
3404–3408.

77 Example of decarboxylation of zwitterionic phosphonium
ylide–CO2 adducts: J. Zheng, J. Cai, J.-H. Lin, Y. Guo and
J.-C. Xiao, Synthesis and decarboxylative Wittig reaction of
difluoromethylene phosphobetaine, Chem. Commun., 2013,
49, 7513–7515.

78 Using the method ofR. E. Ireland and R. S. Meissner,
J. Org. Chem., 1991, 56, 4566–4568, we observed through
titrations of the KHMDS solutions that we employed for
our reactions that there is significant batch-to-batch varia-
bility in the concentrations of these solutions. See ESI†
Section 6 – Optimisation of conditions for the Wittig CO2

utilization reaction, and Section 7 – Potassium bis(tri-
methylsilyl)amide (KHMDS) titrations.

79 See Section 6 in the ESI† for details. Example where chan-
ging the acid used in the aqueous work-up lead to varying
yields of the intended product: D. Limnios and
C. G. Kokotos, 2,2,2-Trifluoroacetophenone: An organo-
catalyst for an environmentally friendly epoxidation of
alkenes, J. Org. Chem., 2014, 79, 4270–4276.

80 Computational studies have shown that the CO2 activation
reactions of ylides bearing electron-donating alkyl substitu-
ents on phosphorus are substantially more thermo-
dynamically favourable than the corresponding reactions
of Ph3P-derived ylides: H. Sabet-Sarvestani, M. Izadyar and
H. Eshghi, Phosphorus ylides as a new class of compounds
in CO2 activation: Thermodynamic and Kinetic Studies,
J. CO2 Util., 2017, 21, 459–466.

81 T. Goldner, G. Hewlett, N. Ettischer, H. Ruebsamen-
Schaeff, H. Zimmermann and P. Lischka, The novel anticy-
tomegalovirus compound AIC246 (Letermovir) inhibits
human cytomegalovirus replication through a specific anti-
viral mechanism that involves the viral terminase, J. Virol.,
2011, 85, 10884–10893.

82 Z.-Q. Ning, Z.-B. Li, M. J. Newman, S. Shan, X.-H. Wang,
D.-S. Pan, J. Zhang, M. Dong, X. Du and X.-P. Lu,
Chidamide (CS055/HBI-8000): a new histone deacetylase
inhibitor of the benzamide class with antitumor activity
and the ability to enhance immune cell-mediated tumor
cell cytotoxicity, Cancer Chemother. Pharmacol., 2012, 69,
901–909.

83 S. Inan and A. Cowan, Nalfurafine. Nalfurafine, a kappa
opioid receptor agonist, inhibits scratching behavior sec-
ondary to cholestasis induced by chronic ethynylestradiol
injections in rats, Pharmacol., Biochem. Behav., 2006, 85,
39–43.

84 L. Cummins and M. E. Cates, Istradefylline: A novel agent
in the treatment of “off” episodes associated with levo-
dopa/carbidopa use in Parkinson disease, Ment. Health
Clin., 2022, 12, 32–36.

85 S. O. Kim, Y. Han, S. Ahn, S. An, J. C. Shin, H. Choi,
H.-J. Kim, N. H. Park, Y.-J. Kim, S. H. Jin, H. S. Rho and
M. Noh, Kojyl cinnamate esters are peroxisome prolifera-
tor-activated receptor α/γ dual agonists, Bioorg. Med. Chem.,
2018, 26, 5654–5663.

86 J.-C. Cho, H. S. Rho, H. S. Baek, S. M. Ahn, B. Y. Woo,
Y. D. Hong, J. W. Cheon, J. M. Heo, S. S. Shin, Y.-H. Park
and K.-D. Suh, Depigmenting activity of new kojic acid
derivative obtained as a side product in the synthesis of
cinnamate of kojic acid, Bioorg. Med. Chem. Lett., 2012, 22,
2004–2007.

87 Z. B. Jenner, A. K. Sood and R. L. Coleman, Evaluation of
rucaparib and companion diagnostics in the PARP inhibi-
tor landscape for recurrent ovarian cancer therapy, Future
Oncol., 2016, 12, 1439–1456.

Research Article Organic Chemistry Frontiers

6282 | Org. Chem. Front., 2025, 12, 6273–6282 This journal is © the Partner Organisations 2025

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 2

3 
Ju

ly
 2

02
5.

 D
ow

nl
oa

de
d 

on
 3

/1
1/

20
26

 1
1:

53
:1

4 
A

M
. 

 T
hi

s 
ar

tic
le

 is
 li

ce
ns

ed
 u

nd
er

 a
 C

re
at

iv
e 

C
om

m
on

s 
A

ttr
ib

ut
io

n 
3.

0 
U

np
or

te
d 

L
ic

en
ce

.
View Article Online

http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d5qo00770d

	Button 1: 


