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SPOTLIGHT

Louise Robinet de Plas

PhD student: Neurology
Research Small Molecules
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Functional characterization of genetic
variations in an epilepsy associated gene

Epilepsy, particularly in its infantile
form, is a significant neurological
disorder associated with high
morbidity. Despite extensive research,
the genetic bases and mechanisms
driving developmental epileptic
encephalopathies (DEE), a rare
and severe group of epilepsies,
characterized by early seizures,
frequent epileptiform activity, and
developmental slowing or regression,
remain poorly understood. Among
these disorders, those caused by
mutations in genes encoding ion
channel subunits are of particular
interest, as these channels play
a fundamental role in neuronal
communication.

Although genotype—-phenotype
correlations are emerging to better
understand disease mechanisms,
functional studies largely rely on
heterologous systems, highlighting
the need to investigate variants

in human iPSC-derived neuronal
networks. Genetics sequencing
technologies and the use of patient-
derived induced pluripotent stem
cells derived offer relevant in vitro
models to study variants and their
impacts on epileptic activities. DEE
patients are selected based on
clinical observations at the Center
for Rare Epilepsies at Robert-Debré
IHU. Somatic cells from patients
will be reprogrammed into iPSCs,
which will then be differentiated
into neurons. These patient-specific
models will be characterized using
electrophysiological readouts to
correlate the impact of mutations
onion channel function and neuronal
network activity in iPSC-derived
neurons cultures. These analyses
will be correlated with clinical
phenotype severity to move closer
to the development of functional and
adapted treatment potential.
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1 Novel Enzymes 2025, Budapest,
Hungary | 25-28th March

Andras Telek: Cell-free enzyme
engineering for biocatalysis

2 SETAC Europe 35 Annual Meeting,
Vienna, Austria | 11-15th May

Chrisna Matthee: Assessing a Primary
Hepatocyte Monolayer Culture
System for Studying Pharmaceutical
Clearance in Fish

3 Population Approach Group Europe,
Thessaloniki, Greece | 4-6th June

Chloé Burlot: Assessment of $65487
PK differences from therapeutic doses
to microdose: exploring linear ans
nonlinear processes

4 MPS, Bruxelles | 9-13th June

Héléne Le: Ex vivo model from CRC
patients to assess immuno-oncology
drugs

Fahd Tibourtine: Evaluation of a gut-
liver-on-chip system as an alternative
to current static in vitro models

5 European Proteomic Association
Meeting, St-Malo, France
| 16-18th June

Charlotte Brun: SPACE: Surface
Proteomics for AML-derived Cells
Explores potential new targets and
biomarkers through multi-omics
strategy

Julie Le Naour: Patient-derived models
for target identification and validation

in PDAC

Daniel Herrero Saboya: Molecular and
immune landscape of recurrent and/

or distant metastatic squamous cell 1
carcinoma of the head and neck: an
IMMUCAN project

Malina Xiao: Development of
relevant mouse models for the R&D of
therapeutics for PDAC

Splicing 2025, Caprica, Portugal

7 |24-27th June

Marion Leblanc: Leveraging long read
sequencing to guide ASO design

Festival of Biologics 2025, Basel,
Switzerland | 30-2nd October

Estefania Tumbaco: Immunogenicity
and Internalization of Therapeutic
Antibodies

OTS, Budapest, Hungary

9 |19-22nd October

Nell Hirt: Leveraging Extracellular
Vesicles to Advance Neurological
Disease Research and ASO
Therapeutics

Marion Leblanc: Leveraging long read
sequencing to guide ASO design

Marius Halliez: In vivo pharmacology
ASO screening workflow in Servier:
learning through experience

6 EACR, Lisbon, Portugal | 24-27th June 10 Enzyme Engineering XXVIII, Helsingor,
Denmark | 19-24th October

Andras Telek: Accessible biocatalyst
development by Rapid In vitro Semi-
rational Engineering (RISE) of enzymes

Tumor Models Summit London,
England | 3-4th December

Malina Xiao: Development of
relevant mouse models for the R&D of
therapeutics for PDAC
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Science Days in Servier

ASO Day

During the ASO Day at Servier's R&D center in Saclay, collaborators showcased the impressive progress achieved
since 2019 with antisense oligonucleotide (ASO) therapies, an innovative cure for rare neurological diseases. ASOs
target non-functional MRNA to ultimately modify protein expressions by impeding the synthesis of defective proteins.
ASOs design and manufacturing process were presented. Diverse subjects such as regulatory frameworks, ASO’
safety, PK modeling, and clinical trial design were also discussed. Currently, Servier has 7 ASOs projects in its pipeline
and one of them was featured as its entry in clinical phases is prepared. Below is an overview of our post doctorates’
posters presentation:

MELO DE FARIAS ANA RAQUEL

| DSDM, Functional Genomics & Proteomics, Integrative Molecular Pharmacology

RHU iNNOV4-ePiK on Rare and Refractory Epilepsies: WP4 - Focus on iPSC-derived Models for KCNA2 Mutations
and Therapeutic ASO Development

HALLIEZ MARIUS

| In vivo Pharmacology, Translational Medicine, NITA

Blood biomarkers exploration in A SCA3 transgenic mouse model Home-Cage Monitoring for Transgenic
Mouse Characterization and Phenotypic Rescue by ASO treatment

HIRT NELL

| Integrative Molecular Pharmacology and Translational Medicine
Promise of brain derived extracellular vesicles for biomarkers identification

COSSA ANTOINE
| Translational Medicine DDIS Global Biometrics NITA
How can MR imaging biomarkers and disease modeling support ATXN3 project development

LEBLANC MARION
| NITA, Translational Medicine, IVP, Integrative Molecular Pharmacology
RNA modulation with Steric-Hindrance ASOs

Research Pharmacology & Global Central Lab Science Days

Drugs platforms were presented such as the ADC franchise and the ASO one. ADC are based on antibodies
targeting CD7 (cell surface protein overexpressed in leukemic T-ALL blasts) or EPCAM (cell adhesion molecule
overexpressed in solid tumor cells). The antibody is linked to Bcl-xL inhibitor (Bcl-xL is an antiapoptotic protein
from Bcl-2 family). ASOs were also presented by the neurology team of in vitro and in vivo pharmacology team.

With these promising therapies, success in clinical phases is expected. However, there is a harsh reality: when
arriving in clinical phases, a 90% attrition rate is observed. This demonstrates the need for relevant preclinical
models that have a predictive “power” before advancing in clinical phases. To innovate in preclinical models,
the implementation of the 3Rs (Reduction, Refinement, Replacement) is crucial for ensuring ethical compliance
and adherence to regulations in research.

From these Science Days, a great bridge was observed between the In vitro and In vivo pharmacology teams.
In the In vitro departments, postdoctorates Helene Le and Julie Le Naour developed ex vivo models in CRC and
PDAC indications respectively. Ex vivo models are more complex and relevant than spheroids or organoids, as
they recapitulate the tumoral tissue structure with all the tumor microenvironment.

In the 3Rs, the word “Replacement” is misleading. Indeed, the In vivo pharmacology department, postdoctorates
Marius Halliez and Malina Xiao aim to develop innovative murine models to replace conventional murine models
that lack human clinical features, in PDAC and neurological diseases respectively.

Like the ASO day, communication and application of 3Rs understanding will help to advance in the development
of innovative models for better understanding of our lead candidate drugs.
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A WINDOW TO THE PAST

Héléne Kaplon (PhD.)
R&D Project leader, Oncology TA

From Postdoctoral Innovation to
Research Leadership at Servier

Could you tell us about your
background and what initially
inspired you to pursue this career
path?

My journey began with a childhood
dream: playing a partinthe discovery
of new medicines. | qualified as a
Pharmacist Researcher, completing
my PharmD at the University of
Lille. Fascinated by immunology
during my second year, | pursued
a Master’s in Immunotechnologies
and Biotherapies at Sorbonne
University alongside my final year
of pharmacy. After completing
my PhD in Immuno-oncology at
the Cordeliers Research Centre,
| joined Servier for a postdoc in
histopathology. | then spent five
years as a Clinical Biomarker
Project Leader, managing early-
phase (Phase I/Il) projects to identify
responder subpopulations and
refine dosing. In December 2025, |
transitioned to Preclinical Lead in
Oncology, where | now provide the
preclinical rationale needed to build
confidence in our drugs and drive
them into clinical development.

What were the most significant
lessons from your postdoc at
Servier?

It was a total immersion.
Scientifically, it was mind-opening;
rather than just managing, |
spent this time observing the
R&D pipeline and discovering
the sheer variety of professions
involved. | also participated in
implementing cutting-edge
technologies, such as Multiplex IHC
(Immunohistochemistry). Beyond the
science, | discovered the corporate
world. | learned how to manage
time extremely efficiently across
multiple projects while balancing
the specific priorities of various
stakeholders and navigating the
company’s organizational structure.

How does that postdoc fit into your
long-term career plan?
Histopathology is at the heart of the
drug discovery process, impacting
every stage from target validation
to clinical outcomes. Specializing in
this field gave me a strategic "big
picture” view of the R&D organization
and allowed me to build a strong
network and understand what
different teams do. Moreover, | felt a
strong alignment with Servier’s core
values. This foundation was essential
in building my career plan: | knew
| wanted to stay in research while
supporting the clinical transition to
ensure we make highly informed,
data-driven decisions.

What advice would you give to
current postdocs to prepare for
their next move?

A postdoc in a corporate setting is
not just about conducting a research
project; it is a unique opportunity
for immersion. The main advice
is to anticipate the next step very
early. Take the time to reflect on
your own interests and "appetites,”
observe what other teams are doing,
and engage in broad networking
beyond your own department.
Furthermore, it is vital to be aware
that in industry, projects can change
rapidly. Success requires the ability
to remain flexible and adapt to a
highly dynamic environment. It is
the perfect time to understand the
global ecosystem before making a
career choice.
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SEEDPODS DAY
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Servier | The SUNDARI Journal 22

BEHIND THE SCENE

Vertical

1. Chemical entity made of a group of atoms bonded together

2. The act of removing impurities to make something clean or pure, especially in chemistry
3. Servier Research Institute for Medicinal Chemistry in Budapest

4. High throughput experimentation

5. In silico technique used to better understand the behaviour of complex molecules and proteins

Horizontal

6. Catalytic process accomplished by a biological entity, typically involving natural enzymes
7. Drug Design Small Molecule Unit

8. A type of alcohol used as fuel and its chemical formula is C2H60
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Will you guess the topic of the next edition ?

1. Protein produced by B-cells to fight pathogens

2. Mini organ grown in lab

3. Resistant to infection

4. Servier's Biotech company name and | am the next issue topic

5. White blood cell that makes antibodies
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Next issue

Big news! The upcoming issue of the SUNDARI Journal is going on a
special mission to Ballerup, Denmark, to spotlight Symphogen, Servier's
powerhouse antibody platform. In this edition, we are diving deep into how
we leverage our antibody platform and expertise to discover and develop
next-generation, differentiated therapeutics. Get ready for an inside look at
cutting-edge research, moments in innovation, and the collaborative spirit
defining our future. We are taking SUNDARI on an exciting road trip from
Hungary all the way to Denmark! Stay tuned.

Arrowword Answers
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The Sundari Journal
Editorial Board

Meet the SUNDARI Journal's Editorial Board, a team of experts who steer our publication. They're
responsible for maintaining the journal’s high standards, curating innovative and insightful
content, and fostering scientific exchange. Their commitment ensures the SUNDARI Journal
remains a reliable source of knowledge, innovation, and collaboration.

SUNDARI Journal’s Editorial Board ( from left to right): Héléne L&, Julie Le Naour, Sergio Gonzalez
Duque, Charlotte Brun, Nell Hirt.

Héléne Lé
CHIEF EDITOR

Postdoctoral scientist in Immuno-Oncology,
In vitro Pharmacology, Research

Julie Le Naour

Postdoctoral scientist in Onco Target
Discovery, In vitro Pharmacology, Research

Sergio Gonzalez Duque

CHIEF EDITOR

Postdoctoral scientist in Functional Genomics
& Proteomics division, Integrative Molecular
Pharmacology Unit.

Charlotte Brun

CHIEF EDITOR

Postdoctoral scientist in Functional Genomics
& Proteomics division, Integrative Molecular
Pharmacology Unit

Nell Hirt

Postdoctoral scientist in Functional Genomics
& Proteomics division, Integrative Molecular
Pharmacology Unit

Servier | The SUNDARI Journal

Contact us and submissions:

We encourage contributions from

our community. If you have research
findings, insights, or stories to share,
please reach out to us. The Editorial
Board welcomes submissions

that align with our commitment to
advancing science and knowledge.
For guidelines and submission details,
or to discuss potential contributions,
please contact us at sundarijournal@
servier.com

We look forward to your valuable input
and collaboration in shaping the
future issues of the SUNDARI Journal.

Lisa Racine

SHINEDocs COMMUNITY

R&D External Innovation project manager

=

Stéphane Bernad

INTELLECTUAL PROPERTY

Patent Engineer, General secretariat,
IP/IT & fight falsif

Marie-Paule Thognard

R&D COMMUNICATION DEPARTMENT

Internal & external communication Officer,
R&D Communication department
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NOTES
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