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Herein, we report a DDQ-mediated, metal-free oxidative cascade protocol for the synthesis of acridin-4-
yl(aryl)methanones and 4-benzoylacridin-9(10H)-ones (acridones) through sequential dehydrogenative
aromatization and C(sp?)—H oxidation of C4-substituted 1,2,3,4-tetrahydroacridines. With operational
simplicity, mild reaction conditions, and no transition metals, this cascade offers a step-economical and
metal-free approach to access acridine scaffolds. This method exhibits broad functional group tolerance
in delivering the desired products in good yields. Mechanistic investigations, including radical-trapping
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and nucleophile-probing experiments, support a pathway initiated by hydrogen atom transfer (HAT), fol-
lowed by a single electron transfer (SET), forming the key benzyl carbocation intermediates that undergo
subsequent oxidation to the final products. Notably, the formation of acridone products involves an inte-

rsc.li/obc grated oxidative dechlorination step.

electrochemical properties, along with excellent photostability.
These features make them attractive for a range of applications

Introduction
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Nitrogen heterocycles play a pivotal role in drug discovery and
pharmaceutical development, rendering their efficient syn-
thesis and structural diversification a prominent area of
research." Among these, acridines, tricyclic N-heterocycles
structurally related to anthracene, have progressed from their
use as dyes and pigments” to contemporary relevance in med-
icinal chemistry. Their derivatives exhibit diverse biological
activities, including antimalarial,® antibacterial,® antiviral,’
anticancer,® and antileukemic’ activities, as well as have the
ability to inhibit the enzyme acetylcholinesterase.®

On the other hand, acridones, a subclass of acridines
bearing a carbonyl group and a secondary amine at the C9-
and C10-positions, respectively, have also garnered consider-
able attention. These scaffolds exhibit broad pharmaceutical
relevance, with reported antiviral,® antimalarial,'® and antibac-
terial'' activities, and have been shown to act on multiple
clinically validated targets in cancer therapeutics (Fig. 1)."* In
addition to their pharmacological significance, acridines and
acridones also display noteworthy optical, photo-physical, and
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in materials science, including use as organic electronic
devices,"® organic light-emitting diodes (OLEDs),"* and fluo-
rescent probes for biomolecular imaging,"> and in laser
technologies.’® Given their structural and functional versati-
lity, the development of new synthetic approaches to access
functionalized acridines and acridones remains highly
desirable.
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Fig. 1 Biologically active acridine/acridone derivatives.
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DDQ (2,3-dichloro-5,6-dicyano-1,4-benzoquinone) is known
as a powerful oxidant offering three accessible oxidation
states, i.e., oxidized quinone, one-electron reduced semiqui-
none, and two-electron reduced hydroquinone, that enables a
wide array of oxidative transformations.'” Because of this,
DDQ has found broad utility in organic synthesis, particularly
in the oxidation of alcohols,'® phenols,'® ketones,*® aromatic
compounds,?’ imines,?* and heterocyclics.”® It has also been
employed in C-H bond functionalization,>® C-C bond for-
mation,* and dehydrogenation of saturated C-C,** C-0,*” and
C-N?® bonds. Additionally, DDQ has demonstrated reactivity
in cross-coupling reactions,”® chlorination-oxidation tandem
processes,’® protecting group removal,®>" and even visible light-
promoted reactions,®” further underscoring its versatility. In
tandem with advances in oxidative methodologies, several syn-
thetic approaches toward acridine frameworks have been devel-
oped. For example, Nagarajan and co-workers developed a het-
eroannulation strategy with quinoline alkynyl aldehydes and
indole for the synthesis of quino[2,3-b]carbazoles (Fig. 2A).**
Later, Kim et al. disclosed a Rh(m)-catalysed C(sp?)-H acti-
vation of benzaldehydes with anthranils followed by intra-
molecular electrophilic cyclisation, yielding 2-acyl acridines
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(Fig. 2B).>* In a related strategy, the same group employed
anthranils in a Rh(u)-catalysed C-H amination of aldimines,
which similarly delivered 2-acyl acridine derivatives upon intra-
molecular cyclization (Fig. 2C).>® In another approach, Balalaie
et al. established a base-promoted formal [4 + 2]-cycloaddition
reaction of allenoates and (Z)-2-(2-hydroxy-2-alkylvinyl)quino-
line-3-carbaldehydes in the presence of Cs,CO; for the syn-
thesis of functionalized acridines under mild conditions
through a sequential Michael addition, aldol condensation,
and isomerisation process (Fig. 2D).>® Recently, Langer et al.
synthesised dibenzo[a,]acridine and regioisomeric dibenzo
[c,h]acridine derivatives by a combination of site-selective
Pd-catalysed cross-coupling reaction and ring-closing alkyne-
carbonyl metathesis (Fig. 2E).*”

Considering the biological and materials relevance of acri-
dines and acridones, efficient methods for their functionali-
zation are highly desirable. Specifically, C4-acylated acridines
(acridinyl ketones) represent valuable structural motifs.
However, direct oxidative access to acridinyl ketones remains
relatively underexplored, with current methods often relying
on multistep synthetic sequences, the use of pre-functiona-
lized substrates or transition-metal catalysis (as illustrated in
Fig. 2). To address this synthetic deficiency and enhance step-
economy, we envisioned a strategy that leverages oxidative
cascade reactivity for the efficient construction of functiona-
lized acridine frameworks (Fig. 2G). Building on our interest in
acridine-based scaffolds,*® and inspired by recent synthetic
strategies, herein, we disclose a DDQ-mediated protocol that
achieves aromatization-driven C(sp®)-H oxidation across five
contiguous carbon atoms of C4 functionalized 1,2,3,4-tetrahy-
droacridines, affording acridin-4-yl(aryl)methanones and
4-benzoylacridin-9(10H)-ones with broad functional group
compatibility (Fig. 2G).

Towards this objective, we initiated our study by synthesis-
ing C4-functionalized 1,2,3,4-tetrahydroacridines (3a-3u)
under deep eutectic solvent (DES) conditions (see the SI for
details).**” Following this, compound 3a was treated with DDQ
(2 equiv.) in toluene (3 mL) at 80 °C to afford an acridine
derivative. To our delight, these reaction conditions help dehy-
drogenative aromatisation and oxidation of vinylic C(sp®)-H,
leading to the formation of acridin-4-yl(phenyl)methanone
(4a) in 30% yield (Table 1, entry 1). After confirmation of the
product using complementary spectral data, we next focused
on optimisation studies to improve the reaction yield. The
investigated reaction conditions for the dehydrogenative oxi-
dative functionalization of compound 3a are summarised in
Table 1. The solvent screening revealed that toluene was an
effective solvent in comparison with other solvents screened
for dehydrogenative aromatization and oxidation (Table 1,
entries 1-7). Raising the reaction temperature from 80 °C to
100 °C led to a modest improvement in yield to 40% (Table 1,
entry 8). However, increasing the DDQ loading from 2 equiv. to
4 or 6 equiv. did not result in any significant enhancement of
the product yield (Table 1; entries 9 and 10). Gratifyingly, per-
forming the reaction under a molecular O, atmosphere with
2 equiv. of DDQ in toluene at 100 °C afforded 2-acyl acridine
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Table 1 Optimization of reaction conditions?

BN reaction conditions O BS e

P Z

N N

Ph 0% ph

3a 4a
SL Temp. Time Yield?
no. Oxidant Solvent (°C) (h) (%)
1 DDQ Toluene 80 6 30
2 DDQ ACN 80 6 10
3 DDQ DCE 80 6 20
4 DDQ THF 80 6 Trace
5 DDQ 1,4-Dioxane 80 6 ND¢
6 DDQ DMSO 100 6 ND
7 DDQ DMF 100 6 ND
8 DDQ? Toluene 100 2 40
9 DDQ (4 equiv.) Toluene 100 2 40
10 DDQ (6 equiv.) Toluene 100 2 40
11 DDQ + O, Toluene 100 1 78°+2
12 DDQ + N, Toluene 100 2 Trace

“Reaction conditions: all the reactions were carried out with 3a
(0.5 mmol) and DDQ (2 equiv.) in 3 mL of toluene under a molecular
O, atmosphere and conditions mentioned in the table. ® Isolated yield.
Not detected. Open air. “ The isolated yield is the average of three
runs (n = 3).

in 78% yield (Table 1; entry 11). The critical role of O, was vali-
dated by performing the reaction under air, which gave the
desired product in 40% yield. Also, the same reaction was per-
formed under a N, atmosphere to observe the formation of the
desired product, but only a trace amount was formed (Table 1,
entries 8 and 12). We also investigated the reaction in the pres-
ence of alternative oxidants/additives (TBN, NaNO,, m-CPBA,
TBHP, DMP, PIDA) in combination with DDQ, but these
attempts failed to produce the desired product, resulting in
complex mixtures (Table 1, entries 13-18in the SI). Among the
conditions tested, 2 equiv. of DDQ under a molecular O, atmo-
sphere in toluene at 100 °C (entry 11) were identified as the
optimal conditions for this protocol.

With the optimized reaction conditions established, we pro-
ceeded to examine the scope and versatility of substrates for
the developed dehydrogenative aromatization strategy
(Scheme 1). This protocol exhibited robust performance across
a wide range of C4-functionalized 1,2,3,4-tetrahydroacridines,
affording acridin-4-yl(aryl)methanone derivatives (4a—4ac). The
tolerance for diverse electronic and steric properties on the C4-
aryl ring was first explored (4a-4j). The presence of ortho sub-
stituents (-Br, -OCH;3) was well tolerated, furnishing deriva-
tives (4c and 4d) in good yields, demonstrating the protocol’s
ability to handle steric hindrance. para-Substituted aryl rings
bearing electron-donating (4e and 4f) or heteroaryl (4i and 4j)
groups consistently provided good yields. Conversely, sub-
strates with electron-withdrawing groups (4g and 4h) afforded
moderate yields. The protocol demonstrated robust efficacy
with various substituents such as chlorine, bromine, and nitro
at the C7-position (4k-40) in good yields. Substitution with
alkyl groups such as -CHj; and -C(CHj3); at the C2-position

10490 | Org. Biomol. Chem., 2025, 23,10488-10495
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Scheme 1 Substrate scope of acridin-4-yl(aryl)methanone derivatives.
Unless otherwise mentioned, all the reactions were conducted using 3
(0.5 mmol) and DDQ (2 equiv.) in 3 mL of toluene at 100 °C under a
molecular O, atmosphere for 1-2 h. The yields are calculated based on
the isolated quantities of the product.

proceeded smoothly, providing the corresponding acridinyl
ketones (4p-4s) in moderate to good yields. Before the afore-
mentioned positions, the protocol also demonstrated compat-
ibility with other key functional groups. Notably, the incorpor-
ation of ester functionalities at the C9 position resulted in
excellent yields, particularly when a para-nitro group was
present on the appended aryl ring. This performance signifi-
cantly surpassed the yields obtained with analogous methyl
and methoxy substituents (4t, 4u, 4w, 4y-4aa). A similar high
efficiency was observed with the ester at the C9-position, where
para-nitro substitution on the aryl ring consistently afforded
the aromatized-oxidised products in very good yields (4v, 4x,
4ab). A heterocyclic thiophene unit was also compatible, pro-
viding an 82% yield (4ac). These collective findings underscore
the broad applicability and robustness of our developed meth-
odology for synthesizing a diverse array of substituted acridine
derivatives.

Surprisingly, subjecting 4-benzylidene-9-chloro-1,2,3,4-tetra-
hydroacridine (6a) to dehydrogenative aromatization with DDQ
resulted in an oxidative dechlorination, affording 4-benzoyla-

This journal is © The Royal Society of Chemistry 2025
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Scheme 2 Dehydrogenative aromatisation for the synthesis of 4-ben-
zoylacridin-9(10H)-one derivatives. Unless otherwise mentioned, all the
reactions were conducted with 6 (0.5 mmol) and DDQ (2 equiv.) in 3 mL
of toluene at 100 °C under a molecular O, atmosphere for 1-2 h. The
yields are calculated based on the isolated quantities of the products.

cridin-9(10H)-ones (7a-71) in good yields (Scheme 2). The
structures of the products were confirmed by spectral analysis
(*H, *3C, and LC-HRMS). In this case too, the substrate scope
was studied by varying the substitution on the 4-arylidene-9-
chloro-1,2,3,4-tetrahydroacridine derivatives for dehydrogena-
tive aromatisation using DDQ. As a general trend, the nature
of the substituents at the C4-position had minimal influence
on the aromatization process, with the reaction proceeding
efficiently for a diverse array of functional groups, including
both aromatic and heteroaromatic substituents. For example,
substrates bearing electron-donating groups such as -CHj,
—-OCHj;, and -N(CHj3), were readily converted to the aromatized
products (7b-7f) in good yields. Halogen-substituted aryl
groups such as chloro and bromo were also well tolerated, pro-
viding the desired products (7g and 7h) in 74% and 72%
yields, respectively. A moderate decrease in yield (65%) was
observed for the nitro-substituted derivative (7i), likely due to
its strong electron-withdrawing nature. Furthermore, naphtha-
lene, furan, and thiophene derivatives (7j, 7k, and 71) under-
went effective transformation under the oxidative conditions,
affording yields ranging from 63% to 75%. This substrate
scope highlights the broad applicability of this protocol for
synthesizing structurally diverse benzoylacridin-9(10H)-ones.
To show the scalability of this metal-free protocol, the syn-
thesis of product 4a or 7a was successfully carried out on a
gram-scale. Starting with 1.35 g (5.0 mmol) of the C4-functio-
nalized tetrahydroacridine (3a), the optimized DDQ-mediated
oxidation furnished the acridine-4-yl(aryl)methanone (4a)
product in 72% (1.02 g) yield (Scheme 3). The more complex
cascade synthesis of the acridone scaffold also demonstrated
robustness. 1.65 g (5.0 mmol) of the 9-chloro derivative (6a)
was smoothly converted to afford 7a in a good 69% isolated
yield (1.04 g).

To gain mechanistic insights into the DDQ-mediated dehy-
drogenative aromatisation, a series of control experiments
were carried out. As shown in Scheme 4, each sub-experiment

This journal is © The Royal Society of Chemistry 2025
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was designed to probe a specific mechanistic stage in the
DDQ-mediated oxidation sequence. The reaction was first per-
formed in the presence of TEMPO, a well-known radical sca-
venger. The formation of the corresponding TEMPO-adduct
(8), confirmed by HRMS (Scheme 4a), supports the involve-
ment of radical intermediates in the reaction pathway. In a
parallel experiment, 3a when treated with DDQ followed by the
addition of TEMPO after 15 min of starting the reaction
yielded a TEMPO-adduct (9) (confirmed by HRMS;
Scheme 4b), indicating the existence of the radical nature of

Org. Biomol. Chem., 2025, 23,10488-10495 | 10491
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the pathway and reaction sequence, ie. aromatisation and
C(sp®)-H oxidation. To further examine the mechanistic
sequence, 3a was reacted with DDQ in the presence of MeOH
as a nucleophile to observe the formation of 4a. It is note-
worthy that the HRMS analysis after 20 minutes indicated the
presence of a MeOH adduct (10), revealing the formation of a
carbocation (Scheme 4c). The same was analysed (HRMS ana-
lysis) after 40 min to observe the formation of a methoxy
adduct (11) (Scheme 4d). This indicates that the reaction pro-
ceeds via aromatization followed by C(sp*)-H oxidation. This
was further supported by the detection of a hydroxylated inter-
mediate (12) for subsequent oxidation of the C-OH group to
furnish the final ketone (4a) (Scheme 4e). Taken together,
these observations clarify the stepwise transformation from
tetrahydroacridine to acylated acridine, highlighting the
radical-to-cationic mechanism operating in this cascade.

In light of the aforementioned mechanistic investigation
and literature reports,’”?**° a plausible mechanism for the
present DDQ-mediated dehydrogenative aromatisation and
C(sp®)-H oxidation of 1,2,3,4-tetrahydroacridines is proposed,
as depicted in Fig. 3. A hydrogen atom transfer (HAT) from

o}
H,0 cl CN
120,
cl CN
o
DbQ
DDQH,

route B

SET

View Article Online
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1,2,3,4-tetrahydroacridines to DDQ followed by single electron
transfer (SET) along route A instead of via route B (SET and
then HAT) is presumed to be the predominant pathway for the
formation of a resonance-stabilised benzyl carbocation (I or
II'). Subsequently, the carbocation (II or II') undergoes DDQH-
assisted H-elimination to furnish the dihydroacridine species
(T or II'). These intermediates then participate in a HAT
process to generate radical IV or IV’, which undergoes tauto-
merization to form a more stabilized radical species (V or V').
A subsequent SET process takes place to deliver the acridinyl
carbocation (VI or VI'), while suppressing another competitive
pathway involving the initial SET, followed by HAT. Finally,
nucleophilic attack by the H,O molecule on VI or VI', followed
by the DDQ-mediated dehydrogenation closing cycle, delivers
the corresponding product 4 or VIII'.

In the case of 9-chloro-1,2,3,4-tetrahydroacridine deriva-
tives, the initially formed (aromatised and C(sp®)-H oxidised)
intermediate (VIII') further undergoes dechlorination via the
formation of carbocation intermediate IX'. Then the nucleo-
philic attack by the H,O molecule provides a hydroxylated
ketone (XI'), which upon tautomerisation yields the final com-

DDQH"

route A

SET

©
DDQH

pDQ’

pbQ DDAH; 112 0,
SET
H,0
pbQ
HAT

DDQH"

Fig. 3 Plausible mechanism for the DDQ-mediated dehydrogenative aromatisation and C(sp?)-H oxidation of C4-functionalized 1,2,3,4-

tetrahydroacridines.
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Fig. 4 Plausible mechanism for the dechlorination of (9-chloroacridin-
4-yl)(phenyl)methanone.

pound 7 (Fig. 4). To confirm the elimination of Cl~, a control
experiment was performed where the gas effluent was intro-
duced into a solution of silver nitrate (AgNO3) to give a white
precipitate (AgCl) (for more details see the SI), indicating the
release of chloride ions (CI7) from the C9 position into the
reaction medium.

Conclusions

In conclusion, we have developed a DDQ-mediated oxidative
cascade protocol for the synthesis of acridin-4-yl(aryl)metha-
nones and 4-benzoylacridin-9(10H)-ones via dehydrogenative
aromatisation and C(sp’)-H oxidation of C4-functionalized
1,2,3,4-tetrahydroacridines. This metal-free transformation
proceeds under mild reaction conditions, exhibits a broad sub-
strate scope, and demonstrates tolerance to diverse functional
groups, affording the desired products in good yields. The
operational simplicity and versatility of this method highlight
its potential utility for accessing diverse acridine-based
scaffolds of interest in both medicinal chemistry and materials
science.

Author contributions

T. Shirisha and D. Kashinath designed the work, and S. Majhi
and A. Parida performed all the synthesis and characterization
studies. T. Shirisha and A. Parida contributed to the synthesis
of the starting materials. The manuscript was written by
T. Shirisha, S. Majhi and D. Kashinath. All authors have
approved the final version of the article before submission.

Conflicts of interest

There are no conflicts to declare.

This journal is © The Royal Society of Chemistry 2025

View Article Online

Paper

Data availability

The analytical data of the compounds reported in this article
are available in the article and its supplementary information
(SI). "TH-NMR, "*C-NMR and High Resolution Mass data of all
newly synthesized compounds are given in the supplimentary
information. See DOI: https://doi.org/10.1039/d50b01306b.

Acknowledgements

TS, AP, and SM thank the MoE for the fellowship. The authors
thank the Central Research Instrumentation Facility (CRIF),
NIT Warangal, for help with the analytical data. DK thanks
DST (SERB), New Delhi, for the financial support (SB/FT/
CS-136/2012 and SB/EMEQ-103/2014).

References

1 (a) N. Kerru, L. Gummidi, S. Madddila, K. K. Gangu and
S.  B. Jonnalagadda, Molecules, 2020, 25, 1909;
() M. M. Heravi and V. Zadsirjan, RSC Adv., 2020, 10,
44247-44311; (¢) O. O. Ajani, K. T. Lyaye and
O. T. Ademosun, RSC Adv., 2022, 12, 18594-18614;
(d) A. Kumar, A. K. Singh, H. Singh, V. Vijayan, D. Kumar,
J. Naik, S. Thareja, J. P. Yadav, P. Pathak, M. Grishina,
A. Verma, H. Khalilullah, M. Jaremko, A. H. Emwas and
P. Kumar, Pharmaceuticals, 2023, 16, 299; (e) S. Majee,
Shilpa, M. Sarav, B. K. Banik and D. Ray, Pharmaceuticals,
2023, 16, 873; (f) K. T. Jha, A. Shome, Chahat and
P. A. Chawla, Bioorg. Chem., 2023, 138, 106680; (g) W. Luo,
Y. Liu, H. Qin, Z. Zhao, S. Wang, W. He, S. Tang and
J. Peng, Eur. J. Med. Chem., 2024, 279, 116838;
(k) A. Lesniewska and P. Przybylski, Eur. J. Med. Chem.,
2024, 275, 116556; (i) C. M. Marshall, J. G. Federice,
C. N. Bell, P. B. Cox and J. T. Njardarson, J. Med. Chem.,
2024, 67, 11622-11655; (j) Mallapa, M. Chahar,
N. Choudhary, K. K. Yadav, M. T. Qasim, R. Zairov, A. Patel,
V. K. Yadav and M. Jangir, J. Iran. Chem. Soc., 2025, 22, 1-
33.

2 S. Adhikari and A. K. Mitra, J. Iran. Chem. Soc., 2023, 20,
2399-2455.

3 (a) A. Kumar, K. Srivastava, S. R. Kumar, S. K. Puri and
P. M. S. Chauhan, Bioorg. Med. Chem. Lett., 2009, 19, 6996~
6999; (b) X. M. Yu, F. Ramiandrasoa, L. Guetzoyan,
B. Pradines, E. Quintino, D. Gadelle, P. Forterre, T. Cresteil,
J. P. Mahy and S. Pethe, ChemMedChem, 2012, 7, 587-605;
(c) V. Tomar, G. Bhattacharjee, Kamaluddin, S. Rajakumar,
K. Srivastava and S. K. Puri, Eur. J. Med. Chem., 2010, 45,
745-751.

4 (a) M. O. Anderson, J. Sherrill, P. B. Madrid, A. P. Liou,
J. L. Weisman, J. L. DeRisi and R. K. Guy, Bioorg. Med.
Chem., 2006, 14, 334-343; (b) R. P. Tripathi, S. S. Verma,
J. Pandey, K. C. Agarwal, V. Chaturvedi, Y. K. Manju,

Org. Biomol. Chem., 2025, 23,10488-10495 | 10493


https://doi.org/10.1039/d5ob01306b
https://doi.org/10.1039/d5ob01306b
http://creativecommons.org/licenses/by-nc/3.0/
http://creativecommons.org/licenses/by-nc/3.0/
https://doi.org/10.1039/d5ob01306b

Open Access Article. Published on 29 October 2025. Downloaded on 2/15/2026 9:59:55 PM.

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

(cc)

Paper

10

11

12

13

A. K. Srivastva, A. Gaikwad and S. Sinha, Bioorg. Med.
Chem. Lett., 2006, 16, 5144-5147.

M. Tonelli, G. Vettoretti, B. Tasso, F. Novelli, V. Boido,
F. Sparatore, B. Busonera, A. Ouhtit, P. Farci, S. Blois,
G. Giliberti and P. La Colla, Antiviral Res., 2011, 91, 133-
141.

(@) C.-H. Chen, Y.-W. Lin, X. Zhang, T.-C. Chou, T.-J. Tsai,
N. Kapuriya, R. Kakadiya and T.-L. Su, Eur. J. Med. Chem.,
2009, 44, 3056-3059; (b) X. Lang, L. Li, Y. Chen, Q. Sun,
Q. Wu, F. Liu, C. Tan, H. Liu, C. Gao and Y. Jiang, Bioorg.
Med. Chem., 2013, 21, 4170-4177; (c) S. A. Gamage,
J. A. Spicer, G. J. Atwell, G. J. Finlay, B. C. Baguley and
W. A. Denny, J. Med. Chem., 1999, 42, 2383-2393.

(@) M. Gensicka-Kowalewska, G. Cholewinski and
K. Dzierzbicka, RSC Adv., 2017, 7, 15776-15804;
(b) P. Prasher and M. Sharma, Med. Chem. Commun., 2018,
9, 1589-1618.

(@) G. F. Makhaeva, S. V. Lushchekina, N. P. Boltneva,
O. G. Serebryakova, E. V. Rudakova, A. A. Ustyugov,
S. O. Bachurin, A. V. Shchepochkin, O. N. Chupakhin,
V. N. Charushin and R. J. Richardson, Bioorg. Med. Chem.,
2017, 25, 5981-5994; (b) T. Shirisha, S. Majhi, K. Divakar
and D. Kashinath, Org. Biomol. Chem., 2024, 22, 790-804;
(¢) T. Shirisha, S. Majhi, K. Divakar and D. Kashinath, New
J. Chem., 2025, 49, 1072-1082.

M. B. Mazzucco, L. B. Talarico, S. Vatansever, A. C. Carro,
M. L. Fascio, N. B. D’Accorso, C. C. Garcia and
E. B. Damonte, J. Biomed. Sci., 2015, 22, 29.

R. A. Dodean, P. Kancharla, Y. Li, V. Melendez, L. Read,
C. E. Bane, B. Vesely, M. Kreishman-Deitrick, C. Black, Q. Li,
R. J. Sciotti, R. Olmeda, T.-L. Luong, H. Gaona, B. Potter,
J. Sousa, S. Marcsisin, D. Caridha, L. Xie, C. Vuong, Q. Zeng,
J. Zhang, P. Zhang, H. Lin, K. Butler, N. Roncal, L. Gaynor-
Ohnstad, S. E. Leed, C. Nolan, S. J. Huezo, S. A. Rasmussen,
M. T. Stephens, J. C. Tan, R. A. Cooper, M. J. Smilkstein,
S. Pou, R. W. Winter, M. K. Riscoe and J. X. Kelly, J. Med.
Chem., 2019, 62, 3475-3502.

M. Aarjane, S. Slassi, B. Tazi, M. Maouloua and A. Amine,
J. Chem. Sci., 2019, 131, 85.

(@) R. Veligeti, R. B. Madhu, J. Anireddy, V. R. Pasupuleti,
V. K. R. Avula, K. S. Ethiraj, S. Uppalanchi, S. Kasturi,
Y. Perumal, H. S. Anantaraju, N. Polkam, M. R. Guda,
S. vallela and G. V. Zyryanov, Sci. Rep., 2020, 10, 20720;
() N. Khunnawutmanotham, W. Jumpathong,
C. Eurtivong, N. Chimnoi and S. Techasakul, J. Chem. Res.,
2020, 44, 410-425; (¢) T. T. Yadav, M. Murahari, G. J. Peters
and M. Yc, Eur. J. Med. Chem., 2022, 239, 114527.

(a) A. Golcs, B.A Adam, P. Vezse, P. Huszthy and T. Téth,
Eur. J. Org. Chem., 2021, 2485-2497; (b) M. Aarjane,
S. Slassi and A. Amine, J. Mol. Struct., 2020, 1199, 126990;
(¢) R. C. Pereira, A. D. R. Pontinha, M. Pineiro and
J. S. S. de Melo, Dyes Pigm., 2019, 166, 203-210;
(d) M. Pordel, H. Gheibi and A. Sharif, J. Fluoresc., 2025, 35,
4997-5034; (e) N. Oztiirk, M. G. Bekmez, B. S. Arslan,
E. Bulut, D. Avci, I. Sisman and M. Nebioglu, Dyes Pigm.,
2024, 225, 112061.

10494 | Org. Biomol Chem., 2025, 23, 10488-10495

14

15

16

17

18

19

20

21

22

23

24

25

26

27

28

29

30

View Article Online

Organic & Biomolecular Chemistry

N. Tka, M. A. H. Ayed, M. B. Braiek, M. Jabli and P. Langer,
Beilstein J. Org. Chem., 2021, 17, 2450-2461.

(@) J. C. Stockert and A. Blazquez-Castro, Chemosensors,
2023, 11, 540; (b) Y.-C. Chan, C.Y. Li, C.-W. Lai,
M.-W. Wu, H.-J. Tseng and C.-C. Chang, Appl. Sci., 2020,
10, 8708.

H.-R. Wang, X.-K. Tian, J.-R. Zhang, M.-Y. Wen and
X.-G. Yang, Dalton Trans., 2022, 51, 11231-11235.

M. A. Alsharif, Q. A. Raja, N. A. Majeed, R. S. Jassas,
A. A. Alsimaree, A. Sadiq, N. Naeem, E. U. Mughal,
R. L. Alsantali, Z. Moussa and S. A. Ahmed, RSC Adv., 2021,
11, 29826-29858.

Q. Huang, B.-Z. Zheng and Q. Long, J. Chem. Sci., 2010,
122, 203-207.

T. Tomakinian, R. Guillot, C. Kouklovsky and G. Vincent,
Angew. Chem., 2014, 126, 12075-12079.

(@) T. Katsina, L. Clavier, ]J.-F. Giffard, N. M. P. Da Silva,
J. Fournier, R. Tamion, C. Copin, S. Arseniyadis and
A. Jean, Org. Process Res. Dev., 2020, 24, 856-860;
(b) M. Bouquet, A. Guy, M. Lemaire and ]. P. Guetté, Synth.
Commun., 1985, 15, 1153-1157.

O. Dilek, S. Patir, T. Tilki and E. Ertirk, Tetrahedron Lett.,
2023, 124, 154603.

B. Bortolotti, R. Leardini, D. Nanni and G. Zanardi,
Tetrahedron, 1993, 49, 10157-10174.

(@) M. Shariati, G. Imanzadeh, A. Rostami, N. Ghoreishy
and S. Kheirjou, C. R Chim., 2019, 22, 337-346;
(b) z.-L. Wang, H.-L. Li, L.-S. Ge, X.-L. An, Z.-G. Zhang,
X. Luo, J. S. Fossey and W.-P. Deng, J. Org. Chem., 2014, 79,
1156-1165; (¢) Y. H. Jang and S. W. Youn, Org. Lett., 2014,
16, 3720-3723.

(a) V. S. Batista, R. H. Crabtree, S. J. Konezny, O. R. Luca
and J. M. Praetorius, New J. Chem., 2012, 36, 1141;
(b) Y. Cui and P. E. Floreancig, Org. Lett., 2012, 14, 1720-
1723.

L. Zhai, R. Shukla and R. Rathore, Org. Lett., 2009, 11,
3474-3477.

(@) P. Rose, S. Emge, C. A. Konig and G. Hilt, Adv. Synth.
Catal., 2017, 359, 1359-1372; (b) W. Zhang, H. Ma, L. Zhou,
Z. Sun, H. Du, H. Miao and J. Xu, Molecules, 2008, 13,
3236-3245.

(@) Z.-L. Wang, X.-L. An, L.-S. Ge, J.-H. Jin, X. Luo and
W.-P. Deng, Tetrahedron, 2014, 70, 3788-3792;
(b) C.-H. Chen, Y.-W. Lin, X. Zhang, T.-C. Chou, T.-J. Tsai,
N. Kapuriya, R. Kakadiya and T.-L. Su, Eur. J. Med. Chem.,
2009, 44, 3056-3059.

S. Hati, U. Holzgrabe and S. Sen, Beilstein J. Org. Chem.,
2017, 13, 1670-1692.

(@) D. Cheng, C. Yu, Y. Pu and X. Xu, Tetrahedron Lett.,
2022, 90, 153609; (b) Y. Zhang and C.-J. Li, J. Am. Chem.
Soc., 2006, 128, 4242-4243; (¢) M. Shariati, A. Rostami,
G. Imanzadeh and S. Kheijou, Mol. Catal., 2018, 461, 48-
53.

A. Ali, F. Cheng, W.-H. Wen, X. Ying, J. Kandhadi, H. Wang,
H.-Y. Liu and C.-K. Chang, Chin. Chem. Lett., 2018, 29,
1888-1892.

This journal is © The Royal Society of Chemistry 2025


http://creativecommons.org/licenses/by-nc/3.0/
http://creativecommons.org/licenses/by-nc/3.0/
https://doi.org/10.1039/d5ob01306b

Open Access Article. Published on 29 October 2025. Downloaded on 2/15/2026 9:59:55 PM.

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

(cc)

Organic & Biomolecular Chemistry

31

32

33

34

35

(@) M. A. Rahim, S. Matsumura and K. Toshima,
Tetrahedron Lett., 2005, 46, 7307-7309; (b) L. Liu and
P. E. Floreancig, Org. Lett., 2010, 12, 4686-4689.

(@) K. Nakayama and Y. Okada, J. Org. Chem., 2023, 88,
5913-5922; (b) P. Natarajan and B. Konig, Eur. J. Org
Chem., 2021, 2145-2161.

K. S. Prakash and R. Nagarajan, Tetrahedron, 2013, 69,
8269-8275.

S. Kim, S. H. Han, N. K. Mishra, R. Chun, Y. H. Jung,
H. S. Kim, S. H. J. S. Park and . S. Kim, Org. Lett., 2018, 20,
4010-4014.

S. Kim, A. Kundu, R. Chun, S. H. Han, A. K. Pandey, S. Yoo,
P. Junghyun, S. Hyung, J. M. Ku and L. S. Kim, Asian J. Org.
Chem., 2018, 7, 2069-2075.

This journal is © The Royal Society of Chemistry 2025

36

37

38

39

View Article Online

Paper

T. S. Shirazian, H. Z. Tejeneki, A. Nikbakht, F. Rominger
and S. Balalaie, Eur. J. Org. Chem., 2022, €202200830.

E. Ammon, P. Heine, M. A. A. Cordero, S. Lochbrunner,
A. Villinger, P. Ehlers and P. Langer, Org. Biomol. Chem.,
2023, 21, 4504-4517.

(@) T. Shirisha, S. Majhi and D. Kashinath, ChemistrySelect,
2024, 9, €202403503; (b) T. Shirisha, S. Majhi,
S. Balasubramanian and D. Kashinath, Org. Biomol. Chem.,
2024, 22, 1434-1440.

(@) H. P. Kim, H. Yu, H. Kim, S.-H. Kim and D. Lee,
Molecules, 2018, 23, 3223; (b) J. Baek, E.-K. Je, J. Kim, A. Qi,
K.-H. Ahn and Y. Kim, J. Org. Chem., 2020, 85, 9727-9736;
(c) D. Kumar, A. Salam, T. K. Sahu, S. S. Sahoo and
T.J. Khan, Org. Chem., 2021, 86, 15096-15116.

Org. Biomol. Chem., 2025, 23,10488-10495 | 10495


http://creativecommons.org/licenses/by-nc/3.0/
http://creativecommons.org/licenses/by-nc/3.0/
https://doi.org/10.1039/d5ob01306b

	Button 1: 


