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Selection of our last review
article for the Back Cover of
Theranostics!

(doi.org/10.7150/thno.129910)
on “STK17A (DRAK1) at the
crossroads of apoptosis,

immunity, and cancer:
Emerging roles and
therapeutic opportunities” by
Leticia Christina Pires

Goncgalves, Olivia Rastoin, Vira
Morozova, Clément Buzet,
Audrey Bennetot, Gilles Pages,
Cyril Ronco*, Maeva Dufies*

We are pleased to have
Florence Van Wyk De
Vries as hew member of
the group as PhD
student in the joint-
supervised PhD program
with IRCAN (Nice)!
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1,3,5-Trlazines: New Reactivity for the Generation of

We are pleased to have
Vira Morozova back to
the group as PhD
student in the joint-
supervised PhD program
with  the  University
Karazin (Ukraine)!

Presentation of Cyril
Ronco at GECO66
Congress, in the
presence of J. Hartwig,
V. Gouverneur, |. Marek,
and many other
wonderful scientists!



@ eness D Y ug-
Ll Potent In Vivo Anti-Melanoma Agent

| 9 o

st o M NG VT, st o i e

TR ==
: E,
T E % o e P e e R o e S ey | | i, @
(%@L.-:M Design, optimization and biological evaluation of new amidi »
derivatives as antimelanoma agents et
Q- Clément Buzet', Oleksandr Grytsai', Julie Bailly?, Thomas Botton?, Stéphane RocchiZ, Cyril Ronco™
a ; e -
B Despee moycr
Serdpesc earces e 35 BRAK VEK Trget hemapes e rodence. e hgugang e apen
Perapencs | A preimnany o4 actvty Asenes of 2

Presentations of
Oleksandr Grytsai,
Clement Buzet
and Leticia
Goncalves at the
Annual Seminar of
the Canceropole
Sud 2026.
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Roca Therapeutics is invited to pitch
and present a poster at the Annual
Seminar of the Canceropole Sud 2026.
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From Serendipity to Therapeutic Opportunity:
Translational Development of Amidinoureas

as Antimelanoma Agents

Cyril Ronco is invited to give a talk at
the Annual Seminar of the
Canceropole Sud 2026 on the
development of Amidinoureas as
Antimelanoma Agents supported by
the Canceropole. Robust synthetic
work by Oleksandr Grytsai, Clement
Buzet and others combined with
pharmacological studies leaded by
Cyril Ronco and biological studies in
the team of Stephane Rocchi with
Thomas Bottom (C3M, Nice).
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Congratulations to Jane Gonnelly
for her MSc defense for the Master
program MedBioChem.
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Discovery and Optimization of a Trichloroacetamidine Scaffold as a
Novel Antibacterial against Multidrug-Resistant Staphylococcus
aureus

Leticia Christina Pires Gongalves, Zakaria Moutaoukil, Juan A. Garcia-Sanchez, Safeh Khemiri,
Rachid Benhida, Pauline Meola, Patrick Munro, Raymond Ruimy, Laurent Boyer, and Cyril Ronco*
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STKI17A (DRAKI) at the crossroads of apoptosis,
immunity, and cancer: Emerging roles and therapeutic
opportunities

Leticia Christina Pires Gongalves'?, Olivia Rastoin't , Vira Morozova??, Clément Buzet!?, Audrey
Bennetot?, Gilles Pages!4, Cyril Roncol25, Maeva Dufies!4

Roca Therapeutics, Nice, France.

University Céte d'Azur, Institut de Chimie de Nice (ICN), CNRS UMR 7272, Nice, France.

V. N. Karazin Kharkiv National University, School of Chemistry, Kharkiv, Ukraine.

University Céte d'Azur, Institute for Research on Cancer and Aging of Nice (IRCAN), CNRS UMR 7284, INSERM U1081, Nice, France.
Institut Universitaire de France (IUF), Paris, France.

L.CP.G. and OR. contributed equally to this work.
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( Positive effects

Antitumoral effect in cancers:
Testicular cancer
Osteosarcoma
Prostate cancer
Adenocarcinoma
Cervical cancer
Colon cancer
Ovarian cancer
Melanoma

In other diseases:
Liver transplants
Systemic lupus erythematosus
Bacterial infections

Negative effects

Protumoral effect in cancers: e \/ \
Glioblastoma
Glioma
Head and neck cancer
a A B B B
Gastric cancer
— STK17 STK17 STK17

N e, mm 4 bisclectve emere
Age related diseases a ‘::";;:";: inhibitors :::'ﬂ::

\ Diabetes mellitus

Check our last work in
ACS Medicinal
Chemistry Letters

Check our last review on
STK17A (DRAK1) in
Theranostics




Annuaire des
ambassadeurs de
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CyrilRonco is
invited to be part of
the Innovation
Ambassadeurs
team of the CNRS

LES AMBASSADEURS DE L'INNOVATION

Fiche biographique

RONCO CYRIL

MAIL CNRS cyril.ronco@unice.fr

MAIL SOCIETE

EMPLOYEUR PUBLIC UNIV COTE D-AZUR

STRUCTURE(S) DE RATTACHEMENT UMR7272 (Institut de Chimie de Nice)

TUTELLE(S) DE LA STRUCTURE CNRS, UNIV COTE D'AZUR

INSTITUT(S) DE RATTACHEMENT DE LA STRUCTURE CNRS Chimie

DELEGATION(S) REGIONALE(S) DE LA STRUCTURE DR20 - Cte d'Azur

BIOGRAPHIE DU CHERCHEUR

Recruté a I'Université Cote d’Azur en 2014, Cyril Ronco est Professeur de chimie médicinale et dirige
le groupe Drugs Advances & Innovations a I'Institut de Chimie de Nice. Il se consacre  la découverte
de petites molécules mémpeuﬂques en oncologie e( dans les pathologies inflammatoires et oculaires,
en étudiant les aux Son équipe combine criblages
modélisations in silico, synmese et profilage pour

molécules ciblant des protéines et voies de signalisation innovantes. Membre de I'institut
Universitaire de France, il a également été actif dans la Société de Chimie Thérapeutique.

BIOGRAPHIE D'INNOVATEUR

Pour Cyril Ronco, la chimie médicinale étant une saencs appliquée pav essence, la recherche
fondamentale et appliquée forment un etle de
médicaments. Co-mvel\leu'de 18 breveis dont 11 expk»tés commercialement, il porte un intérét
particulier a I'i et Jusqu’s au stade de candidats cliniques. Il a
cofondé les spin-offs ROCA Thorapeutm el BIPER et travaille a la création de
nouvelles startups avec pour objectif de répondre aux besoins thérapeutiques des patients.

Roca Therapeutu:s secures first-ever EMA recognition of
I as distinct indication - and
Orphan Drug Designation

Lead clinical candidate, RCT002, first-in-class eye-drop therapy

About RCT002

RCTO02 is a topically administered small-molecule drug candidate designed to target

CXCR2 and DRAK1, two key drivers of treatment resistance in retinal diseases. By
addressing oxidative stress and chronic

macrophage-driven inflammaticn, RCTO02 offers a navel, multi-mechanistic approach

distinct rom esting ant-vEGF theraples. The development of RCTDOZ Is supparted by @

to address both and in patients
experiencing vision loss after radiotherapy for uveal melanoma, head and
neck or brain cancers, on track to enter first-in-human clinical trials in
2026

Nice, France, August 26, 2025 - Roca Therapeutics (Roca), a pioneer in non-invasive,
first-in-class therapies for severe ocular diseases, today announces the granting of Orphan
Designation (ODD) by the European Medicines Agency (EMA) for its lead clinical
candidate, RCT002, in the treatment of Radiation Maculopathy. This requlatory milestone
is the result of Roca’s strategic and sustained efforts to elevate Radiation Maculopathy from
being viewed merely as a secondary medical complication to being formally recognized by
the EMA as a distinct and differentiated clinical indication.

Radiation is a ing retinal that arises from
exposure of the macular region to ionizing radiation. It commonly affects. patients who
have undergone radiotherapy, not only for ocular or periocular tumors, but a\so ler
malignancies of the head and neck or brain, where incidental radiation to the

accur. For this indication, there is currently no approved standard of care and of( labe\
treatment remains the prevailing clinical practice, albeit with poor results.

Developed within two years from its proprietary platform, RCTO02is a game-
changing first-in-class small molecule eye-drop. RCTO02 has been rationally designed to
safely and concomitantly address resistant neovascularization, inflammation, fibrosis and
oxidative stress

“Recognition of Radiation Maculopathy as a distinct indication marks a critical step forward
in patient care - enabling earlier diagnosis, targeted therapeutic development and
expanded access to for patients vision loss after
radiotherapy for eye, head and neck or brain cancers,” said Zaki Sellam, executive
chairman of Roca Therapeutics. "This orphan designation also opens the door to
accelerated innovation and regulatory support, creating a clear pathway for investment in
a high-need, under-addressed therapeutic area.”

Roca is currently fundraising to support RCTOD2's first-in-human dlinical trial, on track to
commence in 2026.

data package. Its lead indication is Radiation
Maculopathy (RM); sccmoaw larger indications indlade Diabetic Mocuiar Edema (DME) and
other neovascular retinopathies.

About Roca Therapeutics
Co-founded from the ground up in 2021 by a team of academic innovators (Université Céte
ﬂMUVKNWJnSQFWJRCANIICN) and Landmark Bluvml.ures AG - who led the corporate
and drug rategy, Roca a Freng company, is
ploneering non- lnvas\v!, ist--class theraples for severe iar hecaes wih high unmet
medical m

Roca Theraneunfj' name was inspired by Monaco's ‘La Roca’ (The Rock), an iconic
landmark crowned by the Prince’s Palace. This was proposed by ene of the co-founders,
native to Monaco, to reflect both the company’s origins and its amitious mission to combat
disease.
The company Is developing topical small-molecule drugs based on a systems biology
approach, simultaneously targeting key pathogenic mechanisms such as exacerbated

ronic - hallmarks of

resistance to standard anti-VEGF therapies.
Roca has secured early-stage financial and strategic backing from the 38 Future Health
Fund. The company bya partners, including
SATT Sud-Est, Bp\"ﬂr\t!, Université Cite d'Azur, Eurobiomed, Incubateur PACA-Est,
Métropole Nice Cite 0'Azur, the Provence-Alpes-Cite d'Azur Regional Counc and
European Regional Development Fund (FEDER). These strategic partnerships and financial
milestones reflect strong confidence in RCTO02'S patential to reshape the therapeutic
landscape in retinal diseases and position Roca as a frontrunner in ophthalmic innovation
i roca-therapeutics.org

Media and analysts contact
Andrew Lloyd & Associates
Ceral Lesle ~ Julete Schmitc

rol /

U va 1273 952 451

Roca Therapeutics
secures first-ever EMA
recognition of Radiation
Maculopathy as
Orphan Drug
Designation



Inspiring the new
generation: We were very
pleased to have Lucas
Sacco as high school
trainee in the group!
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- competition. Cyril Ronco
épe - is now Full Professor!

“ 11ans

Full Professor
juin 2025 - aujourd'hui

/ Associate Professor (Maitre de Conférences)
sept. 2014 - juin 2025 - 10 ans 10 mois
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institut
| universitaire
de France

Bioorganic Chemistry
Volum e 158, May 2025, 108315

| Dg-o-Target Approach | Check our last
¥ publication in Bioorganic
Chemistry!

Optimised arylbiamidine derivative as
potent in vivo antimelanoma agent:
Drug-to-target approach reveals
nanomolar GSK3p inhibition

Potent in vivo

Oleksandr Grytsai ® !, Nedra Hamouda-Tekaya !,

Leticia Christina Pires Gongalves ° %, Rostyslav Bardovskyi °, Patricia Abbe ¥, Rachid
Benhida °© &, Stéphane Rocchi® &, Cyril Ronco °¢ & B
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o for Front Cover of

A Potent Solution for Tumor Growth and Angiogenesis Suppression

via an ELR*CXCL-CXCR1/2 Pathway Inhibitor

Ol Gy Mas Dufi® e Le o Ol R, L Chrin P Gomaes ACS Med Chem
Lou Mateo, Sandra Lacas-Gervain, Yibai Cao, Luc Demange, Gilles Pagi,* Rachid Benhida.*

and Cyil Ronco*
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Roca Therapeutics se bat
CONTRE LE CANCER DE L'OEIL

Coup de cceur

La levée de fonds bouclée
par 1a startup nicoise Iui
permettra de continuer
ses recherches pour lutter
contre le cancer de I'eeil.

Lidée

Depuls ph.s de dix s, quare chercheurs
Maeva Dufies et

Gllles Pages del' Insmut de recherche sur
le cancer et le vieillissement de Nice
(IRCAN), et deux chimistes, Cyril Ronco et
Rachid Benhida de I'lnstitut de Chimie de
Nice (ICN), — travaillent pour comprendre
les mécanismes de résistance dans les can-
cers, plus précisément le mélanome weéal
(de I'ceil), trés agressif. De leurs travaux
sont nées en 2019 une molécule brevetée,
12 RCTO01, et une biotech Roca Therapeu-
tics en avril 2021 3 Nice. Cellei vient de
cléturer une levée de fonds - dont le mon-
tant reste confidentiel — qui leur permet de
poursuiure leurs recherches pour transfor-
mer la RCTO01 en potentiel médicament.

Le produit

« Notre molécule est une sorte de torpille
chimique qui va toucher les cellules tumo-
rales, les vaisseaux sanguins et fes mau-
vaises cellules du systeme immunitarre,
explique Maeva Dufies, cofondatrice et

g de Roca Therapeutics. Le tour de
inancement d’amorcage mené par 38
Fonds Avenir Sante Il et fa SAl | Sud-Est
qui nous permet de valider notre candidat
médicament, de faire toutes les démons-
trations in vitro et in vivo, de miewx com-
prendre le mécanisme d'action de notre
molécule. On avart Ia théone, mantenant,
on a les premieres pistes. » Le cancer de
Fosil n'est pas le seul concemé par la
RCT001 : « Efle fonctionnera aussi sur
ceux de la téte, du cou et du rein. »

L’investissement|

Pas de chiffre d'affaires pour la biotech créée 3
Nice en avrl 2021 «il n'y en aura pas avart
fongtemps », confime sa pdg et cofondatrice
car la commerdalisation medcanemssu
de la moléaule n'est

sieurs années. D‘whleveedefmdsmlm

création, « Nous avions été accompagnés par
Fincubsteur Paca-£s2, soutenus ﬁnanuersnP:m
par [Université Cote d'Azur. » En tout, la star-
tup a levé 3 M€ grice aux
ments privés et publics qul s'agisse d'une co-
maturation de la SATT Sud-Est, de subventions
du Cancéropdle PACA, de la bourse French
Tech Emergence de Bpifrance. « Nous avons
auss été laurats du concours iLsb 2022 [qu
rezorrpersem les projecs de creation d'entre-
prises de technologies innovartes, ndir] et du
ngimme d’lnvemsselmm avenir (P’A) 3n

- qui a un contrat
bomsonmcleCNRSdomm:ssmbsfm
dateurs et dont elle exploite les brevets -
compte douze collaborateurs.

Le défi
« Gelule ? Cachet ? Nous allons devorr definir
e melleur enrobage pour administrer le pro-
duit actf 3 horme, explique la dir

qui, avec son équipe, lavat déja déterming
bt de Iétape preclnique. Nous avions dors
opte pour une solution liquice. »

bjectif]

Les ines &t 7 «On recherche dés
et nove e oo do o o
série A, préve mi-2023, pour financer lesssi
dinique chee les patients attents d'un mélano-
me uveal métastatique ainsi que chez ceux
souffrant d'un cancer du ren, de 3 téte et du
cou meeastatique. » Les résultats ne sont pas

comme prévu, Roca Therapeutics emisage de
B arand laborataire
phamaceiaue q rédseala phase 3 des
essais ot commercalsera le

«dans e meillur des cas en 032, Et e nlest
que 5 que |a biotech percevra des royalties.
> WG theageutis oy KARINE WENGER

Spotlight and article
in national /nserm

magazine for

antibacterials team

project.

Fundraising for Roca

Therapeutics -

completion of seed

funding round.
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