Open Access Article. Published on 19 June 2024. Downloaded on 2/22/2026 5:21:27 AM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

RSC
Medicinal Chemistry

rsc.li/medchem

The Royal Society of Chemistry is the world's leading chemistry community. Through our high impact journals and publications we
connect the world with the chemical sciences and invest the profits back into the chemistry community.

IN THIS ISSUE
ISSN 2632-8682 CODEN RMCSCX 15(6) 1785-2200 (2024)

Cover

See Danijela Maksimovi¢-Ivanic,
Evamarie Hey-Hawkins et al.,
pp. 1921-1928.

Image created by and
reproduced by permission of
Christoph Selg from

Medicinal Chemistry

EDITORIAL

RSC Med. Chem., 2024, 15, 1921.

Introduction to the themed collection on ‘Targeting
RNA with small molecules’

Ruth Brenk, Peng Wu and Maria Duca*

REVIEWS

Unveiling sultam in drug discovery: spotlight on the
underexplored scaffold

Yie Kie Chong, Yee Swen Ong and Keng Yoon Yeong*

This journal is © The Royal Society of Chemistry 2024

Antibacterial

RSC Med. Chem., 2024, 15,1787-1795 | 1787


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d4md90026j
https://pubs.rsc.org/en/journals/journal/MD
https://pubs.rsc.org/en/journals/journal/MD?issueid=MD015006

™ LOYAL SOCIETY
OF CHEMISTRY

2/22/2026 5:21:27 AM.

RSC Sustalnabllltg

2024. Downloaded on

Dedicated to sustam&ble

chemistry and wlutlon y,

For an open, green and inclusive future

2
= 3
o 3
5 §
3
@.
S .
l
G -
=)
< 3
:
<
&
o
¢

rsc.li/RSCSus

Fundamental questions
Elemental answers



http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d4md90026j

Open Access Article. Published on 19 June 2024. Downloaded on 2/22/2026 5:21:27 AM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

REVIEWS

View Article Online

Small molecule targeted therapies for endometrial
cancer: progress, challenges, and opportunities

Fei-Fei Yang, Tian-Tian Zhao, Slieman Milaneh,
Chun Zhang, Da-Jun Xiang* and Wen-Long Wang*

Heterocyclic compounds as xanthine oxidase =
inhibitors for the management of hyperuricemia: oo prss
synthetic strategies, structure-activity relationship @fr _ '*
and molecular docking studies (2018-2024) R
Arshdeep Singh, Rabin Debnath, Viney Chawla
and Pooja A. Chawla* y
FeaN 4 A e
3% (180
Potential of covalently linked tamoxifen hybrids for
cancer treatment: recent update Fluorescent
hybrids
Shagufta,* Irshad Ahmad, Donna J. Nelson,
Maheen Imtiaz Hussain and Noora Ali Nasar R 4 .
(S Novel ligand
hybrids O hybrids
e
®
Organo- Tamoxifen
b g
Synthetic *®F labeled biomolecules that are selective (tiids ) (Ve

and promising for PET imaging: major advances and

applications

Manisha Lamba, Prasoon Raj Singh,
Anupam Bandyopadhyay* and Avijit Goswami*

This journal is © The Royal Society of Chemistry 2024

Proteins | Hormones ) Peptides

[Lipids)

( Carbohydrates | Faity acids| @ Ny | Carbohydrates|
N e/ 2
—

g Fatty acids |

Hormones
Amino acids| - [Nucleic acids|

[ Vitamins | [ Antibody Peptidy

Affibody

Antibody |  Amino acids

Affibody |

i }Gamms rays Annihilation

e €

‘ PET Imaging

RSC Med. Chem., 2024, 15,1787-1795 | 1789


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d4md90026j

Open Access Article. Published on 19 June 2024. Downloaded on 2/22/2026 5:21:27 AM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

RESEARCH ARTICLES

View Article Online

Rakdtene

Triple-negative Breast Cancer

Bipyraloxifene - a modified raloxifene vector against
triple-negative breast cancer

Aleksandr Kazimir, Tom Gotze, Blagoje Murganic,
Sanja Mijatovi¢, Danijela Maksimovic¢-Ivanic*
and Evamarie Hey-Hawkins*

v C
0
v H
Autophagy and o)
oN andalnvlsuvxs o
vs Bpyraloxfene '
ooy B S : Benzenesulfonamide decorated
i 2 o8 @ jn house ; . ST . .
oy ‘ Fastsyntheses @ & " i ; dihydropyrimidin(thi)ones: carbonic anhydrase
o )\@% ‘1 S0 . = profiling and antiproliferative activity
Ry N CAs inhibition . . .
o E*o w,© 9 : Hakan Aslan,* Gioele Renzi, Andrea Angeli,
| & i Cremictsmiry () ' llaria D'Agostino,* Roberto Ronca, Maria Luisa Massardi,
P N H based screening n ! . . . . .
N Camilla Tavani, Simone Carradori, Marta Ferraroni,
$ 8 MO0, b e PN o Paolo Governa, Fabrizio Manetti, Fabrizio Carta*
P R o Co. ’@\ ] oon MDA-MB-231 and : .
‘ >y = . uB7MG calines | and Claudiu T. Supuran
i Pingirs paacte® SO, MLt g

12472 nM inhibitors of
hCAs IX & Xil

... as Promising Anticancer Agents .

Cell count%

Design, synthesis, molecular docking and anti-
proliferative activity of novel phenothiazine
containing imidazo[1,2-alpyridine derivatives against
MARK4 protein

Avijit Bhakta, Sayeed Mukhtar, Saleha Anwar,
Shaista Haider, Mohammed Issa Alahmdi,
Humaira Parveen, Meshari A. Alsharif,
Mohmmad Younus Wani, Anindita Chakrabarty,
Md. Imtaiyaz Hassan and Naseem Ahmed*

o _{
HN.
-4
i<
NDM-1 covalent inhibitor
IC5p = 1.26 yM
FIC index as low as 0.125

Non- toxic towards normal cell
potent synergistic activity in cell

Treatment of Saimonella Lomita SL131 invaded Caco-2 cells
L, oot

-

.

- -

LAL S

Logys CFUImL

vE e

¥

Compound concentations

1790 | RSC Med. Chem., 2024, 15, 1787-1795

Design, synthesis and antibacterial activity
evaluation of ebselen derivatives in NDM-1
producing bacteria

Wanli Meng, Chenyu Liu, Guangxin Wu, Zhongyue Bai,
Zhihao Wang, Sheng Chen, Shengbiao Wan*
and Wandong Liu*

This journal is © The Royal Society of Chemistry 2024


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d4md90026j

Open Access Article. Published on 19 June 2024. Downloaded on 2/22/2026 5:21:27 AM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

RESEARCH ARTICLES

View Article Online

Cytotoxicity of phosphoramidate, bis-amidate and
cycloSal prodrug metabolites against tumour and
normal cells

Rebecca E. Farrell, Harrison Steele, Ryan J. Middleton,
Danielle Skropeta* and Guo-Jun Liu*

OH OH BxPC3
HZNJﬁN/OIPr @ ;’,f: 1004 ==
o) £ 804 T i
—o— _— —— 2 604 ™ 1
- ']
HO g 7
OB OH T 204
HN " HO £ %
—
[¢] < 0 20 40 60
—— —_— - time (h)

Prodrug metabolite toxicity evaluation

Identification of fragments targeting SMYD3 using
highly sensitive kinetic and multiplexed biosensor-
based screening

Edward A. FitzGerald, Daniela Cederfelt,

Bjarte Aarmo Lund, Nadine E. M. Myers, He Zhang,
Doreen Dobritzsch and U. Helena Danielson*

Fragment Library Kinetic screening Hits

Rmax620  pg/mm® .‘;\1
‘ ks 637E5 M5 w
\ kd  B67E-15" ',’f
Kd 1360 pM L ? s
o 5
\

Reference

e 5 &
£
£
£
®
2

—l) F]
2
5
2
3
&

Apo SMYD3

|

Blocked SMYD3

Lo=Nmwauvao N

Denatured SMYD3

¥4 €4 4 14

i

Biosensor surfaces

Phenylthiazoles with potent & optimum selectivity
toward Clostridium difficile

Mahmoud M. Seif El-Din, Mohamed Hagras*
and Abdelrahman S. Mayhoub*

\ Lyt
6 6
\ / pa
Human colon cells

\ N
8 5
LO‘ O @ s

Monkey kidney Cells ~ Lead Compound 1b
C. Difficile MIC >128 pg/mL

Microbiota N

Compound 5
C. Difficile MIC 30 ng/mL

Identification of chalcone analogues as anti-
inflammatory agents through the regulation of NF-
kB and IJNK activation

Die Zhang, Wenping Wang, Huiping Ou, Jinhua Ning,

Yingxun Zhou, Jin Ke, Anguo Hou, Linyun Chen,
Peng Li,* Yunshu Ma* and Wen Bin Jin*

This journal is © The Royal Society of Chemistry 2024

LPs —\ 4 LBD
TLP4
\mnpound

RSC Med. Chem., 2024, 15, 1787-1795 | 1791


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d4md90026j

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

Open Access Article. Published on 19 June 2024. Downloaded on 2/22/2026 5:21:27 AM.

(cc)

View Article Online

RESEARCH ARTICLES

The importance of tyrosines in multimers of cyclic
RGD nonapeptides: towards avp6-integrin targeted
radiotherapeutics

Neil Gerard Quigley, Maximilian Alexander Zierke,
Beatrice Stefanie Ludwig, Frauke Richter,

Nghia Trong Nguyen, Falco Reissig, Jakub Simecek,
Susanne Kossatz* and Johannes Notni*

Can large language models predict antimicrobial
peptide activity and toxicity?

® Inactive
m Active

Markus Orsi and Jean-Louis Reymond*

¥ Hemolytic y
® Non-Hemolytic /
No Data =

Amine-containing donepezil analogues as potent
acetylcholinesterase inhibitors with increased
polarity

Jonas Kaltbeitzel, Christian Kersten and Peter R. Wich*

Integrating a quinone substructure into histone
o — * deacetylase inhibitors to cope with Alzheimer's
Neuronal stem cell ‘Vw S disease and cancer

Neuronal progenitor

Cancer cells
®

> —— Melissa Guardigni, Giulia Greco, Eleonora Poeta,

- i exiBieaiiyiian @ BiSEASS : B Alan Santini, Elisa Tassinari, Christian Bergamini,

N Chiara Zalambani, Angela De Simone,
-—’_ Vincenza Andrisano, Elisa Uliassi, Barbara Monti,

i i Maria Laura Bolognesi,* Carmela Fimognari
' and Andrea Milelli*

1792 | RSC Med. Chem., 2024,15,1787-1795 This journal is © The Royal Society of Chemistry 2024


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d4md90026j

Open Access Article. Published on 19 June 2024. Downloaded on 2/22/2026 5:21:27 AM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

RESEARCH ARTICLES

View Article Online

Synthesis and functional evaluation of
proteinogenic amino acid-derived synthetic
cannabinoid receptor agonists related to MPP-5F-
PICA, MMB-5F-PICA, and MDMB-5F-PICA

Eric Sparkes, Jack W. Markham, Rochelle Boyd,
Michael Udoh, Rebecca Gordon, Humayra Zaman,
Katelyn A. Walker, Chianna Dane, Richard C. Kevin,
Marina J. Santiago, David E. Hibbs, Samuel D. Banister,
Adam Ametovski and Elizabeth A. Cairns*

- 30 derivatives - CB,/CB, functional evaluation
R)//? - RIS enantiomers - in silico docking

O —
NH

A\
N

CP55,940
R-MDMB-5F-PICA
S-MPP-5F-PICA
R-MPP-5F-PICA
S-TYR-5F-PICA
R-LYS-5F-PICA

1504

1004

504

Response( %CP55,940)
LR R

Design, synthesis, and biological evaluation of 1,2,4-

oxadiazole-based derivatives as multitarget anti-
Alzheimer agents

Mohammed Salah Ayoup,* Mohamed Reda Barakat,
Hamida Abdel-Hamid, Enab Emam, Yasair S. Al-Faiyz,
Aliaa A. Masoud, Doaa A. Ghareeb, Amr Sonousi

and Asmaa E. Kassab*

« &40

5
NH op

o

=NS7 AChE inhibition (IC5=0.048 uM)
z/ MAO-B inhibition (IC5,=74.68 uM)

v Docking studies

v ADME studies

o v" AChE inhibition (IC5,=0.0158 uM)
v Docking studies
v ADME studies

Anti-Alzheimer disease

Rosavin improves insulin resistance and alleviates
hepatic and kidney damage via modulating the
cGAS-STING pathway and autophagy signaling in
HFD/STZ-induced T2DM animals

Hebatallah S. Ali* et al.

HFD/STZ- induced T2DM

M, R. rosea
1 IocRN Acorarnr2

LREX mirciers 1

LN— e,
Lc3B 4

LC3B degradation
Auophagy |

Actvation of STING signling

Discovery of dibenzylbutane lignan LCA derivatives
as potent anti-inflammatory agents

Zhen Wang, Juan Zhang, Conghao Gai, Jing Wang,
Xiaobin Zhuo, Yan Song, Yan Zou, Peichao Zhang,
Guige Hou, Qingguo Meng,* Qingjie Zhao*

and Xiaoyun Chai*

This journal is © The Royal Society of Chemistry 2024

o
Q %JL 0, !
1 b _

Anti-inflammatory
IxBa
on — —_—
A o = 65
in vitro s

[ ™ |

. N g | IL6 | ™|

mvivo Paw edema l

RSC Med. Chem., 2024, 15,1787-1795 | 1793


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d4md90026j

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

Open Access Article. Published on 19 June 2024. Downloaded on 2/22/2026 5:21:27 AM.

(cc)

View Article Online

RESEARCH ARTICLES

Unveiling the potent activity of a synthetic ion
transporter against multidrug-resistant Gram-
positive bacteria and biofilms

Sudip Mukherjee, Sopan Valiba Shinde, Pinaki Talukdar
and Jayanta Haldar*

Non-toxic synthetic ion-transporter
Eftciont o Sy berls B e pere Mature VIRSA biofilm

Nl

Generation of ° ° o
®e
HCI

%\m .

Permeabilization g o ©
otusceral 938

Disrupted MRSA biofilm

7 CO,H Photodynamic treatment of Staphylococcus aureus
405-nm 405-nm with non-iron hemin analogs in the presence of
3dog | ihi(30s) light 30s) | 8109 hvdrogen peroxide
reduction ¢ 3 reduction Y g p
S. aureus: S. aureus: . . .
15-30 nm | "M H202 1 th Hz‘% <15nM Badhu Prashanthika Sivasubramaniam,
/ (post-growth) Benjamin M. Washer, Yuichiro Watanabe,
CO,H Kathryn E. Ragheb, J. Paul Robinson and Alexander Wei*
M-PpIX(CI)
M= Al, Ga, In
3 Generative model Identification of SARS-CoV-2 Mpro inhibitors
it through deep reinforcement learning for de novo
s drug design and computational chemistry
Scoring components
" < approaches
O Q
s,i;o © Sk S J / @ Julien Hazemann, Thierry Kimmerlin, Roland Lange,
AR X8 Y / 30 Structure . . .
oo ¢ e L rermaton Aengus Mac Sweeney, Geoffroy Bourquin, Daniel Ritz
P 8T ety / and Paul Czodrowski*
o T 4 '

@ oXeo {j = 5o

Mpro chemical space
Docking followed  New hit-to-lead

primery
its bySBDD or SAR  starting points

Hit expansion

; Synergy between the clavanins as a weapon against
g*\ 2 Synerh;i‘;;tc air multidrug-resistant Enterobacter cloacae
g; Clavanins g N \ Marvin D. Naing, Samuel A. Juliano
[y |3 ng 2 and Alfredo M. Angeles-Boza*
Clavs _ ClavD

« “/
22T,

E. cloacae

1794 | RSC Med. Chem., 2024, 15, 1787-1795 This journal is © The Royal Society of Chemistry 2024


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d4md90026j

Open Access Article. Published on 19 June 2024. Downloaded on 2/22/2026 5:21:27 AM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

RESEARCH ARTICLES

View Article Online

Deuterium labeling improves the therapeutic index D-DSePA
of 3,3'-diselenodipropionic acid as an anticancer o o
agent: insights from redox reactions R N |\\ /I\
D |
V. V. Gandhi, M. K. Pal, B. G. Singh, R. P. Das, 130 %
A. P. Wadawale, S. Dey* and A. Kunwar* % 105
o 90
o
£
‘g 45
5
0
DSePA D-DSePA
Discovery of aurones bearing two amine O g
functionalities as SHIP2 inhibitors with insulin- G T2 & s
sensitizing effect in rat myotubes Y | Seeememmznetne

Phei Ching Lim, Beow Keat Yap, Yi Juin Tay,
Nur Aziah Hanapi, Siti Rafidah Yusof
and Chong-Yew Lee*

CORRECTION

Insulin
receptor

Correction: Highly potent and selective phosphatidylinositol 4-kinase llI§ inhibitors as broad-spectrum anti-

rhinoviral agents

Avinash G. Vishakantegowda, Dasom Hwang, Prashant Chakrasali, Eunhye Jung, Joo-Youn Lee, Jin Soo Shin*

and Young-Sik Jung*

This journal is © The Royal Society of Chemistry 2024

RSC Med. Chem., 2024, 15, 1787-1795 | 1795


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d4md90026j

