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SELECTED ABSTRACTS FOR ORAL PRESENTATION 

 

Understanding & fighting drug persistence in breast cancer 

Marsolier Justine (1), Baudre Léa, Jouault Grégoire, Prompsy Pacôme, Marangoni Elisabetta, Vallot Céline 

1 - Institut Curie (France) 

Acquisition of resistance to anticancer therapies is a multistep process initiated by the survival of drug-tolerant persister cells. By using 8 patient-

derived models and cell lines treated with up to three different chemotherapies, we identified recurrent features of the persister state in TNBC. 

We found that no matter the cancer treatment, cancer cells in individual patient models reach a common persister state that is reversible and can 

be reset to the initial untreated state. We further identify a recurrent persister expression program across patient models which includes genes 

defining mammary basal cell identity, an activation of the interferon as well as stress response pathways, and genes regulating the cell 

metabolism.The activation of this transcrptional programme is driven by the repressive histone mark H3K27me3 which regulates cell fate at 

early stages upon drug treatment. Indeed, recurrent and organized loss of H3K27me3 launched persister genes and enhanced the potential of each 

cancer cell to tolerate chemotherapy treatment. In parallel, we identified the AP-1 complex as one of the major regulators of the persister state, 

in particular FOSL1 which, is sufficient to drive cells to the persister state by binding enhancers and reprogramming the transcriptome of cancer 

cells. Our studies provide a comprehensive view of drug persistence in TNBC and enable us to propose KDM and master transcription factors 

as therapeutic targets to augment response to cancer therapies in TNBC. 

 

Temporal dynamics of IRF1 functional dependency in chemotherapy-induced drug-tolerant persister 

cells of triple-negative breast cancer 

Wu Min (1), Vedelago Mauro (1), Wicinski Julien (1), Castagné Martin (1), Charafe-jauffret Emmanuelle (1), Ginestier Christophe (1) 

1 - inserm ( France) 

Background: Drug-tolerant persister (DTP) cells survive chemotherapy through reversible transcriptional reprogramming and represent a 

reservoir for tumor relapse in triple-negative breast cancer (TNBC). However, the transcriptional networks maintaining the persister state remain 

poorly understood, limiting the development of effective anti-persistence therapies. Methods: We combined Boolean network modeling with the 

REVERT framework to identify transcription factors maintaining the DTP attractor state in TNBC cell. Single-cell RNA sequencing was 

performed on naive cells and DTPs at multiple time points following chemotherapy, capturing early (Day 5) and stable (Day 10) persister states. 

Gene regulatory networks were inferred, and in silico perturbation predicted candidate genes whose disruption would destabilize the DTP 

attractor. Candidates were prioritized for experimental validation using CRISPRi knockdown, a pharmacological IRF1 inhibitor, and window-

specific dosing (Day 5–10 vs. Day 10–15) to dissect time-dependent functional requirements. Results: Network analysis identified IRF1 as a top-

ranked DTP maintenance factor, with in silico knockout predicting a destabilization of the DTP attractor. IRF1 expression was elevated and 

sustained across the persister state, yet network topology indicated context-dependent co-dependence with GTF2B, FOSB, and FOSL2, 

suggesting that IRF1 acts within a cooperative transcriptional module rather than as a uniform driver. In silico combination perturbation (IRF1 

+ GTF2B) predicted synergistic destabilization. Preliminary experimental data indicate that the functional contribution of IRF1 to persister 

survival is not constant across time, the magnitude of IRF1 dependency differs between early and stable DTP windows, consistent with an 

expression–function uncoupling in which transcript abundance does not predict functional necessity. Conclusion: IRF1 is a network-predicted 

maintenance factor for TNBC DTPs, but its functional relevance appears to be temporally dynamic rather than constitutive — highlighting the 

importance of dosing window and DTP maturation stage in the design of anti-persister therapies. Rational combination targeting of IRF1 with 

cooperative partners may destabilize the DTP attractor and re-sensitize dormant cells to chemotherapy through a "wake-and-kill" mechanism. 

Ongoing experimental validation using time-resolved dosing, CUT&RUN profiling, and relapse kinetics will determine whether stage-matched 

IRF1 inhibition can prevent tumor relapse in TNBC. 
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Mitochondrial transfer and cell reprogramming in ovarian cancer  

Aguado Aurore (1) (2), Luby Angèle (1) (2), Daveaux Christian (3), Soullier Julia (4), Baulande Sylvain (5), Souquere Sylvie (6), Pierron Gerard 

(6), Bertrand-michel Justine (4), Mechta-grigoriou Fatima (7), Bertolin Giulia (8), Leary Alexandra (9) (1), Gentric Géraldine (1) (2) 

1 - Prédicteurs moléculaires et nouvelles cibles en oncologie U981 ( France), 

2 - PRISM Institute, National PRecISion Medecine institute in Oncology. Gustave Roussy, Villejuif, France ( France), 

3 - Chimie Biologie des Cancers Inserm U1339, Institut Curie ( France), 

4 - Lipidomic facility, MetaboHUB infrastructure ( France), 

5 - CurieCoreTech - Séquençage Haut-Débit ( France), 

6 - Physiologie et physiopathologie des rétrovirus endogènes et infectieux ( France), 

7 - U1339 Chimie Biologie des Cancers, Institut Curie ( France), 

8 - Institut de Génétique et Développement de Rennes ( France), 

9 - Département de médecine oncologique [Gustave Roussy] ( France) 

Residual tumor cells that survive chemotherapy drive relapse, yet how they reprogram neighboring chemo-naïve cells remains unclear. Beyond 

genetic alterations, non-genetic mechanisms of cell-cell communication may critically shape tumor evolution. Here, we identify a unidirectional 

actin-dependent transfer of mitochondria from mesenchymal chemoresistant cancer cells to epithelial chemo-naïve cells. This mitochondrial 

transfer triggers metabolic rewiring, marked by reduced mitochondrial respiration, altered cristae architecture, and increased lipid metabolism. 

Transcriptomic and functional analyses reveal early chromatin remodeling via EZH2-H3K27me3 preceding partial epithelial–mesenchymal 

transition. Concurrent activation of the cGAS–STING pathway further suggests induction of immune evasion programs. Collectively, our 

findings uncover mitochondrial transfer as a non-genetic mechanism of intercellular communication that couples metabolic and epigenetic 

reprogramming to promote phenotypic plasticity, positioning intercellular organelle exchange as a driver of tumor adaptation and relapse. 

 

Epithelial–Mesenchymal Plasticity underlies adaptive resistance to FLOT chemotherapy in 

Esophageal Adenocarcinoma 

Clauzon Laurie (1), Shams Kimiya (1), Drago Roberta (1), Cucchiara Martina (1), Di Franco Simone (1), Stassi Giorgio (1) 

1 - Università degli studi di Palermo - University of Palermo ( Italy) 

Resistance to perioperative FLOT chemotherapy remains a major determinant of poor outcome in esophageal adenocarcinoma (EAC). Epithelial–

mesenchymal plasticity (EMP) enables dynamic and reversible cell state transitions, generating epithelial, mesenchymal, and hybrid phenotypes 

that contribute to intra-tumoural heterogeneity and may facilitate tumour cell adaptation to therapeutic stress. EMP programs are influenced by 

tumour microenvironmental cues, including stromal interactions, inflammatory signals, and mechanical constraints, positioning plasticity as a 

potential interface between cancer cells and their surrounding niche. However, the functional contribution of EMP to adaptive chemoresistance 

in EAC remains insufficiently defined. To monitor phenotypic heterogeneity and dynamic state transitions, EAC cell lines were engineered to 

express a dual fluorescent reporter system driven by E-cadherin and vimentin promoters, allowing real-time visualization of epithelial, 

mesenchymal, and hybrid epithelial/mesenchymal (E/M) states. Distinct epithelial–mesenchymal subpopulations were identified across EAC 

cellular models, demonstrating marked heterogeneity. In the FLO1 model, all three phenotypic states were observed including a hybrid E/M 

population indicative of high plasticity. Fluorescence-Activated Cell Sorting was used to isolate distinct subpopulations for functional 

characterization. Sensitivity to FLOT was assessed using viability and clonogenic assays, and dynamic phenotypic transitions were tracked 

following chemotherapy exposure. Chemotherapeutic stress promoted significant shifts toward hybrid epithelial/mesenchymal states, 

accompanied by increased survival and persistence, suggesting a model of plasticity-driven adaptive resistance rather than fixed cell identity. 

Ongoing RNA sequencing of sorted populations aims to identify transcriptional programs associated with therapy resistance and adaptive state 

transitions. Targeting these adaptive programs could provide novel opportunities to limit resistance and improve therapeutic response in 

esophageal adenocarcinoma. 
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Metastatic neuroblastoma cells adopt a diapause-like dormant state stemming from their embryonic 

origin 

Castillo Ferrer Camila (1), Otero Laudouar Oscar (1), Bounaud Sophia (2), Fort Quentin (1), Fricaud Bérénice (1), Dumont Benoît (3), Pratviel 

Manon (1), Reynaud Florie (1), Maguer Satta Véronique (2), Lefort Sylvain (2), Delloye-bourgeois Céline (1) 

1 - KidsCaN – Kids & Cancer Neuroscience ( France), 

2 - BMP, Ecosystem, stemness and dynamic in cancer ( France), 

3 - Pediatric Hematology and Oncology Institute (IHOPe) ( France) 

Neuroblastoma (NB), a deadly pediatric cancer of the sympathetic nervous system, often exhibits extensive bone marrow (BM) metastases at 

diagnosis, preventing early therapeutic intervention. Although metastatic foci emerge during embryogenesis, the mechanisms allowing BM-

infiltrating NB cells to evade detection until advanced colonization of the BM remain unknown. Through multiscale analyses of patient samples 

and an avian graft model faithfully recapitulating NB disease, we reveal that NB cells seeded in the fetal BM adopt a reversible dormant state 

resembling embryonic diapause that is driven by their dialog with BM-mesenchymal stem cells (MSCs). We identified fetal MSC-derived 

secreted factors as diapause triggers, targeting the PI3K/AKT/mTOR pathway in NB cells. Remarkably, residual NB cells re-engage in a 

diapause-like state upon treatment, suggesting they retain an embryonic imprint driving therapeutic resistance. In this context, we identify 

embryonic diapause as a critical program induced across a spectrum of embryonic malignancies in response to treatment, thereby revealing 

distinct resistance mechanisms in pediatric patients. 

 

Modelling the genetic susceptibility to pediatric choroid plexus tumors with iPSC-derived neural 

organoids 

Bruschi Marco (1), Bogdan Elizaveta (1), Barret Emilie (1), Zili Saïma (1), Sassi Hela (1), Bonnot Antonin (1), Guida Lelio (2), Beccaria Kevin 

(2), Varlet Pascale (3), Tauziède-espariat Arnault (3), Castel David (1), Grill Jacques (1), Guerrini-rousseau Léa (1), Debily Marie-anne (1) 

1 - Genomics and Oncogenesis of pediatric Brain Tumors ( France), 

2 - Service de NeuroChirurgie ( France), 

3 - Service de NeuroPathologie ( France) 

Li-Fraumeni syndrome (LFS), caused by germline mutations in TP53, is a highly penetrant cancer predisposition syndrome responsible for 

pediatric brain tumors such as gliomas, medulloblastomas, and choroid plexus carcinomas (CPCs). To investigate the oncogenic role of TP53 

mutations during brain development, we generate autologous brain organoids from induced pluripotent stem cells (iPSCs) derived from pediatric 

LFS patients. We use region-specific differentiation protocols targeting the telencephalon and choroid plexus to study tumor-prone brain regions 

in an autologous human setting. Choroid plexus organoids derived from LFS patients with CPCs exhibited impaired tissue development compared 

with healthy controls. Bulk and single-cell transcriptomic analyses revealed altered gene expression programs associated with impaired 

differentiation of neural progenitors. Our findings support a critical role for TP53 in brain organogenesis, suggesting that its alterations hijack 

normal developmental trajectories, therefore generating tissular contexts permissive for tumorigenesis. 
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A Novel Lineage-Tracing System to Reconstruct the Early Steps of Breast Tumorigenesis 

Lin Shuheng (1), Grandon Anaïs (2), Rosnet Olivier (3), Bonnet Caroline (3), Deverre Mathéa (3), Wicinski Julien (4), Charafe-jauffret 

Emmanuelle (4) (5), Ginestier Christophe (6) 

1 - Centre de Recherche en Cancérologie de Marseille ( France), 

2 - Centre de Recherche en Cancérologie de Marseille ( France), 

3 - Centre de Recherche en Cancérologie de Marseille ( France), 

4 - Institut Paoli-Calmettes ( France), 

5 - Aix-Marseille Université - École de médecine ( France), 

6 - Centre de Recherche en Cancérologie de Marseille (27 bd Leï Roure, BP 30005913273 Marseille Cedex 09 France) 

Introduction Breast cancer screening reveals many pre-neoplastic lesions, yet their risk of progression remains unpredictable due to limited 

understanding of early tumorigenesis. Cellular plasticity is increasingly recognized as a key driver of tumor initiation, but its molecular 

mechanisms—studied mainly in transgenic mouse models—remain poorly defined. Lineage-tracing studies suggest that early lineage infidelity 

increases susceptibility to oncogenic transformation and contributes to intertumoral heterogeneity. However, the human mammary gland is more 

complex and displays greater diversity of pre-neoplastic lesions than murine tissue, underscoring the need for human-relevant systems. Currently, 

no experimental model faithfully captures how oncogenes reprogram the cell of origin during the earliest stages of human breast tumorigenesis, 

representing a major barrier and an opportunity for innovation. Method In this project, we address this gap by implementing the first lineage 

tracing strategy in human mammary epithelium. This system allows direct tracking of luminal cells and luminal progenitors (LCs)—the presumed 

cells of origin for multiple breast cancer subtypes—after activation of oncogenes such as PIK3CAH1047R, MYC, ERBB2, and H-RASG12V. 

By combining organoid culture with mouse mammary fat pad transplantation, we model oncogene-induced lineage plasticity, preneoplastic 

lesion formation, and tumor initiation both in vitro and in vivo. Results We identified Mucin 4 (MUC4) as a faithful promoter to target LCs in 

the human mammary epithelium. Using CRISPR-knock in strategy, we developed a new lineage tracing system: MUC4:CreERT2. In the control 

condition, upon tamoxifen administration, reporter GFP is specifically expressed in LCs in 2D, 3D organoids and in vivo mouse mammary fat 

pad transplantation. In contrast, oncogene expression such as H-RASG12V induced lineage plasticity and tumor formation. Discussion  This 

new lineage-tracing model provides a powerful framework to dissect the molecular drivers of lineage plasticity and early transformation using 

single-cell multi-omics. The identified candidates will offer a valuable resource of targets to intercept tumor initiation. As a next step, CRISPR-

based functional screens in organoids carrying this system will directly test their roles. Overall, this work is expected to reveal biomarkers for 

risk stratification of pre-malignant lesions and establish a unique platform for developing innovative strategies for breast cancer interception and 

prevention Conclusion This new lineage tracing system is an indispensable tool It will provide fundamental insights into the cellular and 

molecular mechanisms underlying malignant transformation of mammary epithelial cells, while identifying key regulators of oncogene-induced 

plasticity. 

 

Unravelling heterogeneity in response to engineered T-cell immunotherapy using patient-derived 

organoids 

Vervoort Britt (1) (2), Van Vliet Esmee (1) (2), Rio Jimenez Emilio (3), Zamora Jorge (3), Cleven Astrid (4), Aarts-riemens Tineke (4), Kuball 

Jürgen (4), Sebestyen Zsolt (4), Alieva Maria (3), Rios Anne (1) (2) 

1 - Princess Máxima Center for Pediatric Oncology ( Netherlands), 

2 - Oncode Institute [Utrecht] ( Netherlands), 

3 - Instituto de Investigaciones Biomédicas "Alberto Sols" (CSIC-UAM) ( Spain), 

4 - University Medical Center [Utrecht] ( Netherlands) 

Tumour heterogeneity limits the success of engineered T cell therapy in solid cancers. Using dynamic live-cell imaging and our analytical tool 

BEHAV3D, we identified response variation among breast cancer patient-derived organoids (PDOs). To explore intratumoral heterogeneity, we 

developed FUNC - a transcriptomic pipeline for FUNctionally annotated Clonal organoids – which identified distinct gene-signatures associated 

with resistance and sensitivity to engineered T cell therapy. This included glycoprotein MUC1 that is heterogeneously expressed across PDOs. 

In BEHAV3D competition experiments, T-cells preferentially killed MUC1-knockout over MUC1-rescue PDOs, supporting a functional role 

for MUC1 in treatment resistance. Finally, evaluation of our gene signatures in single-cell and spatial transcriptomic datasets revealed their 

differential expression across patients, distinct spatial localization and predictive power for T cell infiltration. Altogether, FUNC uncovered 

intratumoral gene signatures linked to T cell responses and highlights tumor-intrinsic factors that could enhance engineered T cell performance 

in solid tumors. 
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Profiling colon cancer architecture with spatial transcriptomics identifies clinically relevant stromal 

ecotypes 

Cazelles Antoine (1), Pilati Camilla (1), Le Corre Delphine (1), Cabrejas Gadea (1), Sroussi Marine (1), Mulot Claire (1), Gallois Claire (1), 

Manceau Gilles (1), Karoui Mehdi (1), Hernández-verdin Isaias (1), Bougoüin Antoine (1), Fridman Wolf-herman (1), Poupel Lucie (1), De 

Reyniès Aurélien (1), Lepage Côme (2), André Thierry (3), Emile Jean-françois (4), Hirsch Théo (1), Taieb Julien (1), Laurent-puig Pierre (1), 

Mouillet-richard Sophie (1) 

1 - Centre de Recherche des Cordeliers ( France), 

2 - Université de Bourgogne ( France), 

3 - Centre de Recherche Saint-Antoine ( France), 

4 - Service d'anatomie pathologique [CHU Ambroise-Paré] ( France) 

Despite progress in the understanding of intra-tumor heterogeneity in colon cancer, the spatial organization of the cell types and states that 

compose colon tumors remains to be fully delineated. We constructed a large spatial transcriptomic atlas of 48 stage III colon cancers and 

identified biologically relevant spatial ecosystems, including tumor and stromal ecotypes. Mining for relapse-associated hallmarks revealed a 

stromal-specific upregulation of a set of genes that includes the regenerative /revival-stem cell (REC/RSC) marker ANXA1, as well as enrichment 

of signatures of REC/RSC and YAP activation. Visium HD profiling allowed spotting ANXA1-expressing tumor cells within an environment 

marked by abundant collagen-secreting cancer-associated fibroblasts. Further dissection of the stromal compartment uncovered hidden 

heterogeneity and sub-cluster-specific enrichment in ANXA1 and related markers in patients with relapse. Translating these findings to bulk 

transcriptomics, the spatially-derived ecotypes and stromal sub-clusters yielded signatures with prognostic value across three independent cohorts 

comprising >3,500 patients. 

 

Translational control of MIF secretion drives immune evasion in melanoma persister cells 

Soumoy Laura (1), K.murali Sharane (1), Fernandes Marie (1), Agoussi Sandrine (1), Ardino Irène (1), Méant Antoine (1), Chen Hongxu (2), 

Faouzi Sara (1), Vaquier Louis (1), Soares Miguel (1), Mohammadnezhaddaryani Samad (1), Herrmann Hugues (1), Kazemimanesh Monireh 

(1), Lecourt Hélène (1), Gontara Nour (1), Genbauffe Aline (1), Fabbri Lucilla (3), Benannoune Naima (1) (4), Roy Séverine (1) (4), Vagner 

Stephan (3), Shen Shensi (2), Robert Caroline (1) (4) 

1 - INSERM U981 ( France), 

2 - Institute of Thoracic Oncology and National Clinical Research Center for Geriatrics, West China Hospital of Sichuan University ( China), 

3 - Biologie de l'ARN, Signalisation et Cancer (U1278 Inserm) ( France), 

4 - Oncologie dermatologique [Gustave Roussy] ( France) 

BRAF/MEK inhibitors induce tumor regression in melanoma but fail to eradicate drug-tolerant persister cells, which sustain minimal residual 

disease and quick relapse. We investigated how melanoma persister cells (MPCs) shape the tumor microenvironment. Transcriptomic analyses 

of patient biopsies revealed early induction of immunosuppressive signatures upon treatment. MPC-conditioned media impaired cytotoxicity, 

metabolism, and migration of lymphocytes and promoted macrophage polarization toward an M2-like phenotype. Secretome profiling identified 

MIF as the main mediator of these effects. Increased MIF levels in patient tumor after treatment correlated with poor survival. Mechanistically, 

MIF upregulated secretion resulted from the translationally induced transporter ABCA7. Targeting translation with an eIF4A inhibitor reduced 

MIF secretion, restored immune function, and delayed relapse in vivo. These findings identify the ABCA7–MIF axis as a key driver of immune 

evasion induced by persister cells. 

 

Targeting primary ciliogenesis to intercept EMT-induced cancer cell plasticity 

Tessier Camille (1), Pelé Thomas (1), Moquet Martin (1), El Harrif Camille (1), Pinson Xavier (2), Dallemagne Patrick (3), Guen Vincent (1) 

1 - CRCI2NA ( France), 

2 - Biosit : biologie, santé, innovation technologique ( France), 

3 - Centre dÉtudes et de Recherche sur le Médicament de Normandie ( France) 

Cancer cell plasticity induced by epithelial-mesenchymal transition enables cells to adapt and escape treatment. We demonstrated that activation 

of EMT triggers the formation of a microtubule-based structure acting as a cell signalling platform in neoplastic cells known as the primary 

cilium. Here, we report that targeting ciliogenesis represent an opportunity to selectively kill cancer cells that reside in a quasi-mesenchymal 

state. We discuss the identification of different families of small molecule inhibitors of ciliogenesis that we developed through high-content 

screening methods. These include the identification of carbazole derivates from the national chemical library. Moreover, using natural extracts 

from marine sponges of the pacific, we identified original drugs of the ilimaquinone family that act as potent inhibitors of cilium assembly. We 

demonstrate the efficacy of the different family of compounds in ciliogenesis inhibition both in cancer cell lines and patient-derived organoid 

samples. Our findings reveal small-molecule of interest for targeting cells that reside in EMT states in cancer, representing tools of therapeutic 

interest to prevent treatment resistance. 
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Chemotherapy-Induced Translational Upregulation of IL-8 Drives Exit from Drug-Tolerant 

Persistence and Tumor Relapse 

Jentschel Laura (1), Chalabi-dchar Mounira (2), Villeronce Olivia (1), Vincent Anne (2), Dalla Venezia Nicole (2), Pannequin Julie (1), Diaz 

Jean-jacques (2) 

1 - Institut de Génomique Fonctionnelle ( France), 

2 - Centre de Recherche en Cancérologie de Lyon ( France) 

Keywords: Colorectal cancer, Drug-Tolerant persister cells, Chemotherapy, Plasticity, Il-8 Abstract: Colorectal cancer remains a leading cause 

of cancer-related mortality, largely due to relapse following chemotherapy. Although 5-fluorouracil (5-FU) induces initial tumor regression, 

nearly half of treated patients eventually relapse, a process increasingly attributed to drug-tolerant persister (DTP) cells. These rare, highly plastic 

cells survive treatment through non-genetic adaptive mechanisms. While transcriptional and epigenetic adaptations in DTPs have been 

extensively described, the contribution of translational control to chemotherapy tolerance remains poorly understood, despite mRNA translation 

being a central hub for stress adaptation and cell fate decisions. Building on our recent demonstration that 5-FU incorporates into ribosomal 

RNA, we hypothesized that 5-FU actively rewires translation to promote tumor cell plasticity, thereby enabling post-treatment relapse. To test 

this, we established a clinically relevant in vitro model of 5-FU tolerance that recapitulates key features of patient response, including a reversible 

DTP phase and delayed outgrowth of relapsing populations. Using this model, we quantified 5-FU incorporation into ribosomes, global 

translational activity and performed translatome profiling (polysome-associated RNA-seq). By integrating these data with functional assays 

assessing survival, cell-cycle re-entry, and regrowth capacity, we identified a DTP-specific translational program enriched in pathways related 

to cell-cycle control, apoptosis resistance, senescence, and inflammatory signaling. Among selectively translated transcripts upon 5-FU treatment, 

IL-8 (CXCL8) emerged as a key effector. IL-8 was robustly upregulated at the translational level, without a proportional increase in mRNA 

abundance, indicating post-transcriptional regulation specific to the persister state. Functional perturbation experiments combining 

pharmacological inhibition and genetic interference of the IL-8/CXCR axis revealed that IL-8 is dispensable for acute survival during treatment, 

but essential for proliferation re-entry and tumor regrowth after drug withdrawal. Thus, IL-8 does not function as a classical survival factor, but 

rather as an autocrine regulator orchestrating the exit from the DTP state and re-establishment of proliferative tumor growth. Collectively, our 

findings demonstrate that 5-FU does not merely select for pre-existing resistant clones, but actively reshapes the translational landscape to drive 

adaptive plasticity. By identifying IL-8 as a non-canonical, cell-intrinsic mediator of the persister-to-relapse transition, this study positions 

translational reprogramming as a central, drug-induced driver of relapse. These insights open new therapeutic avenues aimed at maintaining 

residual disease in a low-burden, non-progressive state, rather than targeting static resistance mechanisms, with the goal of preventing colorectal 

cancer recurrence. Contact email: laura.jentschel@igf.cnrs.fr 

 

Development of multivalent aptamers for gastric cancer stem cells targeting 

Lepied Gorann, Leblond Chain Jeanne (1), Dubus Pierre, Varon Christine 

1 - University of Bordeaux, CNRS, INSERM, ARNA, UMR 5320, U1212, F-33000 Bordeaux, France (France) 

Multivalent nanomedicines have already demonstrated powerful outcomes in oncology where numerous different biomarkers are often used as 

entry points for targeted therapies, increasing both specificity and efficacy against cancer cells. In this project, we aim to develop a dual-aptamer-

based approach targeting specific gastric cancer stem cells (GCSCs) biomarkers - EpCAM (CD326) and CD44(v9) - to enhance both diagnostic 

accuracy and chemotherapy precision. Here, we developed bi-specific aptamer assemblies to improve the selective recognition of GCSCs. A 

CD44v9-binding aptamer (Apt4) was hybridized with an EpCAM-binding aptamer (SYL3C) via a 15-nucleotide linker to generate various 

assembly designs and investigate their targeting capacity toward gastric cancer models. Our latest results demonstrated selectivity, specificity, 

affinity and stability as well as accurate recognition capacity of GCSCs by bispecific aptamer assembly candidates. The next steps of this study 

will focus on improving assembly specificity, diagnostic capabilities, and improve our first aptamer-drug conjugate candidates for targeted 

delivery. 
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ABSTRACTS FOR POSTER PRESENTATION 

 

Poster 1. Study of the reciprocal interactions between diffuse low-grade glioma IDH1 mutant cells and 

neurons 

Aguilar Cazarez Kasandra, HanžEk Antonija (1), Moiroux Laszlo (1), Sika Dassou (2), Dalson Bastien (1), Bouschet Tristan (1), Hideg Szimonetta 

(1), Duffau Hugues (1) (3), Hugnot Jean-Philippe (1) 

1 - Institut de Génomique Fonctionnelle (France), 

2 - Institut de Génomique Fonctionnelle (France), 

3 - Neurochirurgie [Hôpital Gui de Chauliac] (France) 

Diffuse gliomas are primary brain tumors that originate from glial cells, which are the support cells of the brain. These tumors are known for their 

invasive growth and resistance to therapies, especially when mutations are present in the IDH1 gene, a gene involved in cell metabolism. The 

tumor microenvironment, particularly its interaction with neurons, is pivotal in tumor progression. Understanding the mechanisms driving their 

invasiveness and growth is essential. Most studies on glioma-neuron interactions focus on highly aggressive glioblastomas. Our objective is to 

study the reciprocal interactions between diffuse glioma cells and neurons. We co-cultured neurons derived from induced pluripotent stem cells 

with glioma cell lines. We compare the behaviors of glioma cells with respect to proliferation, self-organization, integration into the neuronal 

network, and tumor heterogeneity. Our observations indicate that neurons and diffuse, low-grade glioma cells form a complex network that 

influences glioma behavior. We believe our work can provide valuable insights into glioma biology.  
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Poster 2. The role of proprotein convertases in Glioblastoma stem cells treatment resistance and aging 

brain 

Aguirre Itxaso (1) (2), Khatib Majid (2), Matheu Ander (1), Iturrioz Nerea (1) 

1 - Biogipuzkoa Health Research Institute = Instituto de Investigación Sanitaria Biogipuzkoa (Spain), 

2 - BoRdeaux Institute of onCology (France) 

Brain aging and Glioma: Brain aging is one of the strongest risk factors for the development of gliomas, particularly Glioblastoma (GBM), the 

most common, aggressive and lethal primary malignant brain tumor. GBM median survival is of 15-18 months, epidemiological studies show that 

the incidence and mortality of GBM increase significantly with age. Median age of diagnosis of GBM is around 65-68 years. Moreover, GBM 

markers associated to resistance are shown to be increased in older patients, who present worse outcomes than younger patients. Although the 

precise molecular mechanisms linking aging to gliomagenesis remain not completely understood, emerging evidence supports a complex interplay 

between age- related biological processes and tumor-promoting pathways, highlighting the need for research focused on the aging brain's 

contribution to glioma development and progression. In between the hallmarks found to be involved in glioblastoma initiation and progression, 

proteostasis dysfunction can be remarked, which has been associated to increased cell death resistance and inmune evasion of the tumoral cells. 

Furthermore, the role of Glioblastoma Stem Cells (GSCs), are essential for tumour initiation and therapeutic resistance, due to their capacity of 

self-renewal and multi-lineage differentiation. In the aged brain, systemic proteostasis decline creates a permissive niche favouring GSCs 

maintenance. We believe that while the young brain might effectively regulate proteins involved in tumorogenesis, aged brain associated 

proteostasis decay fuels survival and invasion of GSCs, leading to significantly worse outcomes in older patients. Proprotein convertases (PCSKs): 

Convertases are a family of calcium-dependent subtilisin-like serine endoproteases that play a significant role in post-translational procedures by 

cleaving inactive precursor proteins into biologically active peptides. By recognizing and processing precursor proteins at basic amino acid motifs, 

they enable the maturation of growth factors, cytokines, receptors, adhesion molecules, metalloproteinases, and other bioactive proteins that are 

critically involved in cell proliferation, migration, angiogenesis, and inflammatory signaling pathways. The mammalian PCSK family includes at 

least nine members, of which PC1, PC2, PCSK3 (Furin), PCSK4, PCSK5, PCSK6, and PCSK7 are key regulators of proprotein processing in 

normal physiology and disease. Furin and related convertases activate numerous substrates involved in tumor progression, including growth factors, 

receptors, and extracellular matrix-modifying enzymes, and have been linked to enhanced invasion and metastatic potential in multiple cancers. 

Dysregulated activity of these convertases can therefore profoundly influence tumor- promoting processes, and emerging evidence suggests that 

their aberrant regulation may contribute to the creation of a tumor-permissive microenvironment in the aged brain. Obtained results: The role of 

PCSKs in GB is unknown, but preliminary data obtained in our group revealed two molecular signatures based on expression of the PCSKs. On 

the one hand, high expression of PCSK1, Furin and PCSK5 is associated to lower patient survival and greater chemoresistance. On the other hand, 

low expression of PCSK2 and PCSK6 is related to a worse patient prognosis. In order to determine how convertases were playing a role in 

glioblastoma stem cell population associated to Temozolomide (TMZ) treatment resistance, we have characterized PCSK expression in patient 

derived glioma neural stem cells (GNS) after employment of furin (PCSK3) inhibitor. This inhibitors have been designed by applying an integrated 

drug repurposing strategy combining in silico structural modeling and molecular docking to screen libraries of FDA-approved compounds against 

Furin (PCSK3), the only convertases with available crystallographic structure. In vitro evaluation using enzymatic activity assays to measure furin 

inhibition show clear blockade of the convertase activity in GNS cells, as well as a high efficacy, measured by cell viability assays, proliferation, 

apoptosis, and migration/invasion assays. Furthermore, combined treatment of Furin inhibitors with TMZ is showing promising results in vitro, 

indicating a possible synergic effect. Interestingly, PCSKs in human aged brain show a consistent decrease in both mouse and human samples 

which have been analysed. Although this shows a different pattern to the one observed in GBM samples, where two clear signatures have been 

shown, we believe this decrease to be involved in old patients associated treatment resistance in glioblastoma. In order to unravel the whole picture, 

these molecules will now be validated in vivo using orthotopic glioma models established in both young and aged animals in order to assess tumor 

growth kinetics, overall survival, and modulation of oncogenic pathways within the tumor microenvironment in young vs aged brain. 
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Poster 3. Multi-omics Profiling Defines the Molecular Landscape of Vulvar Paget's Disease 

Albano Alessia (1) (2), Marchante Hueso Ignacio (3), Monteleone Emanuele (1) (2), Bellucci Linda (1) (2), Cianci Marco Amato (1) (2), Marconi 

Marta (1), Loperfido Federica (1) (2), Condemi Livia (1) (2), Borella Fulvio (4), Gallio Niccolò (4), Preti Mario (4), Bertero Luca (5), Capella 

Giulia (5), Proserpio Valentina (1) (2) 

1 - Department of Life Sciences and Systems Biology, University of Turin, Turin (Italy), 

2 - Molecular Biotechnology Centre (MBC) Guido Tarone, University of Turin, Turin (Italy), 

3 - Department of Theoretical Physics, Institute for Biocomputational and Physics of Complex Systems (BIFI), University of Zaragoza, Zaragoza (Spain), 

4 - Obstetrics and Gynecology Unit 1, Sant' Anna Hospital, Department of Surgical Sciences, University of Turin, Turin (Italy), 

5 - Department of Medical Sciences, Division of Pathology, University of Turin, Turin (Italy) 

Vulvar Paget's disease (VPD) is a rare adenocarcinoma, predominantly in situ but occasionally invasive with a poor prognosis. VPD is mainly 

treated surgically, with topical imiquimod benefiting some patients. The absence of comprehensive multi‑omics data has limited the development 

of clear models of VPD tumorigenesis and of targeted therapies. Any causal role of the vulvar microbiome in the maintenance/development of the 

disease remains unproven. We profiled bulk RNA‑seq from 32 VPDs with matched normal tissues, identifying a distinct tumor transcriptomic 

signature with upregulation of skin‑development and estrogen‑signaling genes and downregulation of drug‑metabolism programs compared with 

healthy nearby tissues. Whole‑exome sequencing revealed a low‑to‑moderate mutational burden and recurrent variants in cytoskeletal organization 

and motility genes. Single‑cell RNA‑seq uncovered novel Paget cell markers and multiple subtypes of Paget cells. Microbiota profiling showed 

Streptococcus‑enriched communities in invasive lesions compared to in situ VPD. Together with established VPD cell lines and 3D models, these 

resources provide a platform to dissect VPD initiation, progression, invasiveness, and therapeutic targets. 

 

Poster 4. Microbiota-gut-brain axis modulation drives glioblastoma progression and therapy 

resistance 

Lavielle Sarah (1), Demourgues NathanaëL (1), Haykal Maria (1), Pape CéDric (1), Bomont Doriane (1), Martin Océane C.B. (1) 

1 - Institut de biochimie et génétique cellulaires (IBGC), CNRS, University of Bordeaux, France 

Glioblastoma (GB) is the most common subtype of glioma in adults. Despite treatment, this cancer still has a very poor prognosis.  

Our project aims to understand how modulation of gut physiopathology affects GB development and therapeutic resistance. Mice received dextran-

sulfate sodium (DSS), a gut pro-inflammatory agent, and were orthotopically injected with mGB2 GB cells. Some mice were then resected and 

treated by radio and chemotherapy using Temozolomide.  

Our results showed that DSS-treated mice had a higher GB growth and recurrence than untreated mice. GB growth was also associated with 

microbiota modifications, which were restored by the treatment.  Some bacterial traits were associated with the tumoral volume. Altogether, our 

results support the bidirectional communication between the gut and the brain in the context of GB.  

Targeting the gut microbiome could slow down GB progression and/or improve treatment efficacy. 

Poster 5. Deciphering the mechanisms of RUVBL1/2 chaperone activity, a potential target in colorectal 

cancer. 

Blanc Nathalie (1), Sebbagh Nabila (1), Lenko Ilia (2), Karnat Alexandre (3), Lopez Marie (3), Wagner Alain (4), Helmlinger Dominique (1), 

Pradet-Balade BéRengèRe (1) 

1 - CRBM (France), 

2 - Bio-Functional Chemistry (UMR 7199), Institut du Médicament de Strasbourg, University of Strasbourg, Illkirch-Graffenstaden 67400, France. (France), 

3 - IBMM (France), 

4 - Bio-Functional Chemistry (UMR 7199), Institut du Médicament de Strasbourg, University of Strasbourg, Illkirch-Graffenstaden 67400, France. (France) 

Protein folding and complex assembly are critical, yet poorly understood steps in gene expression. The RUVBL1/2 hetero-hexamer, an ATPase, 

assembles key cellular complexes involved in transcription, ribosome biogenesis, and DNA damage response1. CB-6644, an allosteric inhibitor, 

locks RUVBL1/2 in its ATP-bound state2. Using CB-6644 in colorectal cancer (CRC) preclinical models, we identified RUVBL1/2 as a promising 

therapeutic target in the aggressive, treatment-resistant subtype. To decipher the molecular mechanisms of RUVBL1/2 activity, we collaborate 

with chemists to develop CB-6644-derived chemical tools. We will use affinity probes to purify the active complexes and identify new substrates 

underlying CB-6644 sensitivity. We will use chemical degraders, i.e. PROTACs, to compare the effects of RUVBL1/2 degradation with those of 

CB-6644, to dissect the contribution of the ATPase activity3. These results will enable to refine chaperone-targeting strategies in aggressive CRCs. 
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Poster 6. “Deciphering the contribution of PTK7 in Grem1-positive fibroblasts in homeostasis and 

colon pathologies” 

Bosnjak Anja (1), Pangault Chloé (1), Xavier Gabriela (1), Audebert StéPhane (2), Jardin CéLia (3), Mamessier Emilie (4), Lemmers Benedicte 

(1), Hahne Michael (1) 

1 - Institute of Molecular Genetics of Montpellier (IGMM) (France), 

2 - Centre de Recherche en Cancérologie de Marseille, UMR1068 INSERM, UMR 7258 CNRS, Institut Paoli-Calmettes, Aix-Marseille Université, Marseille (27 
Boulevard Lei Roure 13009 Marseille France), 

3 - Centre de Recherche en Cancérologie de Marseille (France), 

4 - Centre de Recherche en Cancérologie de Marseille (France) 

Crucial in the regulation of intestinal homeostasis and pathology is the crosstalk between colonic epithelial cells (CEC) and neighboring fibroblasts. 

The receptor protein tyrosine kinase 7 (PTK7) is an established marker of the stem cell compartment in colonic epithelium. Our team identified 

PTK7 as a novel player in the biology of different colonic fibroblasts subsets. Analysis of publicly available single-cell RNAseq datasets on human 

colon revealed co-expression of Gremlin-1 (Grem1) and PTK7 transcripts in a fibroblast subset, which appear to expand during tumor progression. 

We generated Grem1-CreRT2Ptk7fl/fl mice allowing us to delete PTK7 in Grem1+ fibroblasts, driving crypt remodeling. Ptk7-deficiency in 

Grem1+ fibroblasts resulted in elongated colonic crypts that correlated with an expansion of proliferating CEC in homeostasis. Also, secretome 

analysis of Ptk7-deficient colon displayed a wound healing signature. Moreover, we found Grem1-CreRT2Ptk7fl/fl mice to be more susceptible to 

chemically induced colitis. Interestingly, our results suggest importance of a new subset of fibroblasts, whose function was unknown by now.  

 

Poster 7. Neuroblastoma Cells Integrate into the Peripheral Nervous System Network via Functional 

Synapses that Drive Tumor Growth and Metastasis 

Braz Barbara Yael (1), Roussel CharlèNe (1), Otero Laudouar Oscar (1), Fricaud BéRéNice (1), Pratviel Manon (1), Fort Quentin (1), Reynaud 

Florie (1), Pascual Olivier (2), Dumont BenoîT (1) (3), Delloye-Bourgeois CéLine (1) 

1 - KidsCaN Team: Kids & Cancer Neuroscience, Cancer Research Center of Lyon, Inserm U1052, 69008 Lyon, France (France), 

2 - Institut NeuroMyoGène, MeLis, Lyon, France (France), 

3 - Centre Léon Bérard, Institut d'Hématologie et d'Oncologie Pédiatrique (IHOPe), Lyon, France (France) 

Neuroblastoma (NB) is a devastating childhood cancer that originates from neural crest cells during embryonic development, and arises in 

peripheral nervous tissues. Despite this neural rich tumor microenvironment, the role of nerve activity in NB progression is fully unknown. Here, 

we investigated whether neurons influence NB progression through direct synaptic interactions. Using patient biopsies and an avian embryo model, 

we found that a subset of NB cells strongly express synapse-related gene signatures, particularly nicotinic acetylcholine receptors. Nerves were 

consistently present within NB tumors, and we identify, for the first time, synaptic contacts between neurons and a fraction of NB cells. Through 

patch-clamp recordings, we showed these synapses were functional. Remarkably, neuronal stimulation enhanced NB cell migration in a nicotinic 

receptor–dependent manner, both ex vivo and in vivo. Thus, we demonstrated that NB cells functionally integrate into developing neural circuits, 

and that this synaptic signaling actively shapes their behavior, highlighting neuron–cancer interactions as promising therapeutic targets in NB. 

 

Poster 8. A particular phospholipid confers anti-tumor immunogenicity to small extracellular vesicles 

secreted by Dendrogenin A. 

Bunay Julio (1), Record Michel, De Medina Philippe, Pucheu Laly (2), Ayadi Silia (2), Colaccio CéLine, Segui Bruno (2), HöRing Marcus (3), 

Liebisch Gerhard (3), Poirot Marc (2), Silvente-Poirot Sandrine (2) 

1 - Team INOV: “Cholesterol Metabolism and Therapeutic Innovations”, Cancer Research Center of Toulouse, INSERM-UMR 1037, CNRS-UMR 5071, University 
of Toulouse III, Toulouse, France (France), 

2 - Centre de Recherches en Cancérologie de Toulouse (France), 

3 - Institute of Clinical Chemistry and Laboratory Medicine (Germany) 

Small extracellular vesicles (sEV) secreted by cancer cells contribute to immune evasion and tumor progression. Dendrogenin A (DDA) is an 

endogenous cholesterol derivative. Recently, we demonstrated that the DDA reprograms tumor cells, stimulating the secretion of sEV (DDA-sEV). 

We identified a phospholipid enriched in DDA-sEV from melanoma and triple-negative breast cancer cells. We found that DDA-sEV inhibits 

tumor growth in mice, extends survival, and induces adaptive immunity. This occurs by increasing mature dendritic cells (DCs) and active T cell 

infiltration into tumors. Additionally, DDA-sEV enhances anti-PD1 therapy. Functional experiments demonstrated that inhibiting the biosynthesis 

of this phospholipid, neutralizing it, or blocking its binding to the receptor, reduces DDA-sEV-mediated immune activation and abolishes its anti-

tumor effects. Thus, the phospholipid identified and enriched in DDA-sEVs is a key immunogenic determinant that stimulates immune anti-tumor 

response 
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Poster 9. Deciphering the molecular mechanisms orchestrating metastasis initiation and outgrowth in 

colorectal cancer 

Corti Anna (1) (2), Bordo Roberta (1), Di Patrizio Soldateschi Emanuele (1), Fakiola Michaela (1) (2), Trovato Matteo (1), Toninelli Mattia (1) 

(2), Drufuca Lorenzo (1) (2), Casali Cecilia (3), Rossetti Grazisa (1) (2), Pagani Massimiliano (1) (2) 

1 - IFOM ETS – The AIRC Institute of Molecular Oncology, Milan, Italy (Italy), 

2 - Department of Medical Biotechnology and Translational Medicine, University of Milan, Italy (Italy), 

3 - Istituto Neurologico “Carlo Besta”, Milan, Italy (Italy) 

Colorectal cancer (CRC) is a major cause of cancer‑related mortality, with most deaths linked to metastatic disease. Although therapeutic options 

have improved, survival for patients with metastatic CRC remains limited, and a significant fraction of early‑stage cases eventually develop distant 

relapse. Understanding the mechanisms that drive metastasis is therefore essential. Evidence suggests that metastatic traits emerge without specific 

genetic mutations, pointing to non‑genetic, regulatory mechanisms. Enhancer remodeling, which shapes context‑specific gene expression, appears 

to play a key role in promoting metastatic behavior. By generating and analyzing a metastatic CRC PDO library, this project explores enhancer 

activity and chromatin architecture changes that define the metastatic switch. Integrating multi‑omics data with functional assays, we aim to map 

the regulatory networks and identify critical transcription factors that may represent new therapeutic targets. 

 

Poster 10. Targeting Cancer Stem Cells Through LXR Signaling: The Role of Dendrogenin A 

De Medina Philippe (1), Bunay Julio (1), Ayadi Silia (1), Gressein Chloé (1), Silvente-Poirot Sandrine (1), Poirot Marc (1) 

1 - Team INOV: “Cholesterol Metabolism and Therapeutic Innovations”, Cancer Research Center of Toulouse, INSERM-UMR 1037, CNRS-UMR 5071, University 
of Toulouse III, Toulouse, France (France) 

Liver X Receptors (LXRs) are ligand-dependent transcription factors controlling key biological processes including lipid metabolism, immunity, 

and cell differentiation. Accumulating evidence indicates that LXRs regulate cancer stem cell properties, including stemness and differentiation 

across multiple tumor types. However, endogenous LXR ligands influencing cancer stem cell fate remain poorly characterized. We identified 

dendrogenin A (DDA), a cholesterol-derived metabolite and biased LXR agonist with potent tumor-suppressive properties. DDA promotes the 

differentiation of neural stem cells, eliminates progenitor and leukemic stem cell compartments, and markedly reduces mammosphere formation, 

highlighting its broad impact on stem cell biology notably in cancer. Altogether, our findings uncover a functional link between cholesterol 

metabolism, LXR signaling, and cancer stem cell regulation, and identify DDA as a potential therapeutic modulator targeting cancer stem cells. 

 

Poster 11. Neural Influence on the Colorectal Tumor Micro-Environment: A Sensory Perspective 

Di Gleria--Pillard Nicolas (1), Bonnans Caroline, MéRy Pierre-FrançOis, Bourinet Emmanuel 

1 - Institut de Génomique Fonctionnelle (France) 

Colorectal cancer (CRC) is the second leading cause of cancer-related mortality worldwide, with more than 1.8 million new cases and ~850,000 

deaths annually. While early detection can ensure a 5-year survival rate close to 90%, prognosis drops to ~10% once metastasis develops. Despite 

major therapeutic advances, including immune checkpoint inhibitors, only a small subset of CRC patients—those with microsatellite instability 

(MSI)—benefit from immunotherapy. The vast majority of patients, with microsatellite-stable (MSS) tumors, show resistance, largely due to an 

immunosuppressive tumor microenvironment (TME). Deciphering new cellular and molecular players in the TME is therefore a key priority to 

identify innovative therapeutic strategies. Growing evidence suggests that sensory neurons contribute to tumor progression by releasing 

neuropeptides such as calcitonin gene-related peptide (CGRP) and substance P, which directly modulate immune surveillance. However, their 

involvement in CRC remains poorly explored. We hypothesize that sensory innervation of colorectal tumors actively remodels the TME and 

impacts tumor–immune interactions, representing a novel mechanism of therapy resistance. To address this, we used complementary mouse models 

of early and advanced colorectal cancer, combined with innovative experimental approaches. We observed that sensory fibers appeared to infiltrate 

tumors at different stages of disease progression and that these neurons expressed CGRP, with levels tending to be higher in tumors compared to 

healthy tissue. These findings are consistent with the possibility that sensory neurons could be involved in neuro-immune signaling during 

tumorigenesis. We also developed a model to study direct interactions between sensory neurons and tumor cells. This revealed neurite growth 

toward tumor structures, close contacts between both cell types, and changes in secreted factors that could influence the tumor microenvironment. 

Altogether, our findings suggest that sensory innervation may represent an underestimated component of the CRC microenvironment. The presence 

of Nav1.8/CGRP-positive neurons within tumors, together with their observed interactions with epithelial cells, indicates a potential role for sensory 

neurons in tumor progression and immune modulation. While further investigations are needed, these observations open the possibility that 

neuronal pathways could become relevant therapeutic targets. Modulating neuro-immune signaling—through inhibition of CGRP activity or 

broader sensory neuron regulation—might in the future offer a novel way to improve immunotherapy efficacy and clinical management of MSS 

colorectal cancer. 
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Poster 12. Role of thrombospondin-1 in the metabolic exchanges between astrocytes and glioblastoma 

during tumor development and invasion 

Epinette Eva (1), Moreino Shannon Sherwin (2), Miletic Hrvoje (2), Daubon Thomas (1) 

1 - Institut de biochimie et génétique cellulaires (France), 

2 - Department of biomedicine, University of Bergen (Norway) 

Glioblastoma is a brain cancer associated with a median survival around 15 months despite the current treatments available. Part of this low survival 

is due to relapse happening in 90% of cases (Bikfalvi et al., 2023). It is essential to find new therapeutic targets to improve the disease outcomes 

for patients. Thrombospondin-1 (TSP1) is a protein of the extracellular matrix upregulated in the tumor microenvironment. This protein is 

implicated in the formation of microtubes which enable glioblastoma cells to exchange ions, proteins and organelles, such as mitochondria (Joseph 

et al., 2022; Watson et al., 2023). Recently, a study revealed that astrocytes can transfer their mitochondria to glioblastoma cells through microtubes 

(Watson et al., 2023). Astrocytes are known to metabolically support neurons with lactate through a lactate shuttle (Pellerin et al., 1998). Such 

phenomenon is also suggested between the glioblastoma cells from glycolytic and oxidative areas of the tumor (Guyon et al., 2022). Considering 

those elements, we aim to determine if astrocytes metabolically support glioblastoma progression and the role of thrombospondin-1 in these 

interactions. To achieve this, glioblastoma stem-like cells (P3) expressing eGFP and Normal Human Astrocytes (NHA) with red fluorescent 

mitochondria were used. Migration experiments of P3 spheroids on a NHA monolayer were realized and then fixed to perform immunofluorescent 

staining. Preliminary results reveal that astrocytes seem to support glioblastoma cell migration. Moreover, expression patterns of enzymes and 

transporters linked to lactate metabolism in P3 and NHA cells during P3 migration seem coherent with the hypothesis of a potential lactate shuttle 

from astrocytes to glioblastoma cells. Finally, mitochondrial transfers, from NHA to glioblastoma cells, were observed during glioblastoma cell 

migration, and were reduced by TSP1 knock-down. These results could suggest a potential metabolic support from the astrocytes to the 

glioblastoma cells which could be supported by the action of TSP1. 

 

Poster 13. Targeting lipid release by lipases in glioblastoma 

Espie Basurco Nahia (1), Tessier Cloé (1), Toujas Maxime (1), Souleyreau Wilfried (1), Sharanek Ahmad (1), Pagano Zottola Antonio (1), Dessolin 

Jean (2), Brisson Lucie (1) 

1 - BoRdeaux Institute of onCology (France), 

2 - Chimie et Biologie des Membranes et des Nanoobjets (France) 

Glioblastoma (GB) is the most aggressive and frequent primary brain tumour. It is characterised by a high intratumoral heterogeneity and a high 

plasticity, which contribute to patient relapse. Lipid droplets (LD) participate in the metabolic plasticity that drives adaptation and resistance of 

GB cells. Lipases, such as hormone sensitive lipase (HSL), regulate lipid storage by degrading LDs. We aim to determine the interest of targeting 

lipid release to limit GB progression. We show that pharmacological inhibition of HSL impedes LD degradation and decreases free fatty acid 

release, thereby reducing mitochondrial metabolism. It reduces cell proliferation and improves the response to chemotherapy in vitro. HSL KO in 

GB cells reduces tumour growth in mice, however the current inhibitor is not appropriate to target the brain. Therefore, we aim to identify new 

HSL inhibitors among molecules able to cross the blood-brain barrier. We perform a virtual screening on a chemical library followed by in vitro 

validation on HSL activity and LD number. The discovery of new HSL inhibitors able to target the brain could limit GB adaptation and improve 

the response to treatment. 

  



 
 

15 

 

Poster 14. Effect of Calcium-dependent channels' inhibition on Gastric Cancer Stem Cells 

Tumorigenic Properties 

Genevois Coralie (1), Le Gallais Orane (1), Zaafour Anissa (1), Coronas ValéRie (2), Constantin Bruno (2), Varon Christine (1) 

1 - BoRdeaux Institute of onCology (France), 

2 - Canaux et connexines dans les cancers et cellules souches = Laboratory Channels and Connexins in Cancer and Cell Stemness [UR 22751] (France) 

Intro Stomach cancer is currently the 5th cause of mortality by cancer in the world. The majority of cases are gastric adenocarcinomas (GC). 

Diagnosed late most often at advanced stages, the chances of remission are low. This gloomy prognosis is the consequence of the strong 

aggressiveness of GCs and their resistance to current conventional treatments of chemo and radiotherapy. Recent work by the research team has 

identified a rare subpopulation of cancer stem cells (CSC) within tumors, responsible for the initiation, progression, chemoresistance and 

dissemination of GCs. The team showed that the use of a general calcium flux inhibitor, Verapamil, made it possible to sensitize CSCs to current 

chemotherapy treatments in in vitro culture models. Store-operated calcium channels (SOCs) consist of stromal interaction molecules (STIM1/2 

proteins), which act as endoplasmic reticulum (ER) Ca2+ sensors, and Orai1/2/3 proteins, which form the structure of calcium release-activated 

calcium (CRAC) channels in the plasma membrane (PM). The two main Ca2+ influx channels of non-excitable cells are the ORAI and TRPC 

families of Ca2+ channels. The objective of this project was to study the impact of SOCs inhibition on the tumorigenic properties of gastric CSCs 

in vitro.     Methods Subpopulations of epithelial-like and mesenchymal-like CSC from different GC cell lines and patients derived tumors were 

analyzed by transcriptomic analysis to study the expression of calcium channels genes. To assess the effect of calcium channels inhibition, two 

strategies were compared. First, inhibitors targeting different categories of calcium channels were tested on GC lines rich in CSCs (MKN45) or 

poor in CSCs (MKN74) in vitro: two pharmacological (called SKF and YM) inhibitors inhibit both ORAI1 and TRPC channels ; one inhibitor 

(called GSK) target more specifically ORAI1 channel. Second, GC cell lines KO for ORAI1 channel were obtained by CRISPR-Cas9 technologies. 

Effects of these two inhibition strategies on CSC properties were determined by proliferation assays, 3D cultures as tumorspheres, flow cytometry 

analysis of stem cell markers and invasion assays.   Results Transcriptomic analysis showed that ORAI1 was overexpressed in epithelial-like CSCs 

and TRPC6 was overexpressed in mesenchymal-like CSCs. Proliferation assays showed a dose dependent effect of SKF inhibitor on both cell lines 

while only a slight effect was observed with the others inhibitors. Tumorspheres assays showed that preventive treatment of cells with SKF and 

YM decreased the number of tumorspheres formed attesting a decrease of the CSCs population. Specific ORAI1 inhibition, by GSK inhibitor or 

by CRISPR-Cas9 technology, had no effect on the tumorspheres initiation. However ORAI1 inhibition seems to have an impact on the invasion 

capacity of the CSCs. The KO of ORAI1 decreased the size of tumorspheres in presence of chemotherapy meaning that it has an impact on CSC's 

self-renewal capacity. ConclusionWe demonstrate that SOCs inhibiton has an influence on tumorspheres initiation properties, invasion capacity, 

chemoresistance and self-renewal properties of CSC in GC. Molecular mechanisms of action of SOCs and particularly ORAI1 in invasion and 

chemoresistance properties of CSC will be analyzed to understand their role in the context of GC. 

 

Poster 15. BRD4 inhibition creates a permissive state for breast cancer initiation 

Grandon Anaïs (1), Lin Shuheng (1), Bonnet Caroline (1), Wicinski Julien (1), Castagné Martin (1), Pasquier Eddy (1), Castellano Remy (1), 

Rosnet Olivier (1), Charafe-Jauffret Emmanuelle (1), Ginestier Christophe (1) 

1 - Centre de Recherche en Cancérologie de Marseille (France) 

Breast cancer screening increases the detection of preneoplastic lesions, raising overdiagnosis concerns. Understanding the early steps of breast 

cancer initiation is essential, yet the relative contribution of genetic and epigenetic events remains debated. We hypothesize that epigenetic priming 

could disrupt mammary gland homeostasis and increase cell susceptibility to acquire genetic alterations, driving tumorigenesis. Using normal 

human mammary epithelial cells, an epidrug screen identified BRD4 inhibition as impairing mammary stem cell differentiation. BRD4i-treated 

cells co-expressing PIK3CAH1047R showed greater growth capacity and formed tumors, compared to PIK3CAH1047R alone that produced non-

tumoral fibrocystic glands. scRNAseq and CUT&RUNseq revealed that BRD4 inhibition primed enhancers of interferon gamma response genes 

and led to deregulated gene expression after oncogene expression, explaining increased transformation susceptibility. These results demonstrate 

that epigenetic perturbation can act as a tumor-initiating event by priming cells for oncogene-driven transformation in breast cancer. 
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Poster 16. Netrin-1/UNC5B signaling drives CAF reprogramming and tumor-stroma crosstalk in 

pancreatic cancer 

Groell Cyril Stéphane (1), Bernet Agnès (1) 

1 - Centre de Recherche en Cancérologie de Lyon (France) 

Pancreatic ductal adenocarcinoma (PDAC) is a highly aggressive cancer characterized by a dense tumor microenvironment in which cancer-

associated fibroblasts (CAFs) play a central role. The embryonic guidance cue netrin-1 is re-expressed in PDAC, mainly by tumor cells, while its 

receptor UNC5B is predominantly expressed by CAFs. Although netrin-1 has been implicated in tumor cell survival and plasticity, its role in 

tumor–stroma communication remains poorly understood. We show that TGFβ1 induces UNC5B expression in CAFs via the SMAD pathway, 

linking CAF activation to netrin-1 responsiveness. Treatment of human CAFs with recombinant netrin-1 shifts their transcriptional program from 

a myofibroblastic to an immunosuppressive phenotype in an UNC5B-dependent manner. This effect is abolished upon UNC5B deletion and 

reversed by NP137, a therapeutic anti–netrin-1 antibody currently under clinical evaluation. Using 3D co-culture spheroids combining tumor cells 

and CAFs, we further demonstrate that blocking netrin-1 impairs spheroid growth and alters tumor–stroma interactions. Altogether, our results 

identify netrin-1/UNC5B signaling as a key regulator of CAF reprogramming and tumor-supportive functions, highlighting this axis as a promising 

therapeutic target in PDAC. Cassier, Philippe A., Raul Navaridas, Melanie Bellina, et al. 2023. “Netrin-1 Blockade Inhibits Tumour Growth and 

EMT Features in Endometrial Cancer.” Nature 620 (7973): 409–16. https://doi.org/10.1038/s41586-023-06367-z. Lengrand, Justine, Ievgenia 

Pastushenko, Sebastiaan Vanuytven, et al. 2023. “Pharmacological Targeting of Netrin-1 Inhibits EMT in Cancer.” Nature 620 (7973): 402–8. 

https://doi.org/10.1038/s41586-023-06372-2. 

 

Poster 17. Pancreatic cancer adaptation to mechanical compressive stress reveals a targetable 

vulnerability and synergistic effect of SRC and PI3K inhibitors. 

Aitbay Sanzhar (1), Shalhoub Hala (1), D'Angelo Romina (1), Arcucci Silvia (1), Therville Nicole (1), Saint-Laurent Nathalie (1), Ligat Laetitia 

(1), Di-Luoffo Mickael (1), Thibault BenoîT (1), Delarue Morgan (2), Guillermet-Guibert Julie (3) 

1 - CRCT (France), 

2 - LAAS (France), 

3 - CRCT (France) 

Pancreatic ductal adenocarcinoma (PDAC) is expected to become the second leading cause of cancer death by 2040 and is characterized by strong 

fibrosis that alters the tumor microenvironment and limits treatment efficacy. While PDAC progression is well studied, the impact of compressive 

mechanical stress on tumor cell oncogenic signaling remains unclear. Using the KPC mouse model and advanced approaches (multiplexed IHC, 

kinome analysis, single cell live imaging of oncogenic signals), we identified signaling pathways associated with tumor rigidity. Rigid tumor 

regions showed increased activation of PI3K and MAPK pathways. In vitro, compression induced nuclear deformation, YAP activation, fibronectin 

production, and PI3K-driven aggressiveness. Compression triggered transient ROCK-dependent MAPK activation and sustained SRC-dependent 

PI3K reactivation, reducing sensitivity to PI3K inhibitors. Combined inhibition of PI3K and SRC showed synergistic effects. Metastatic cells 

appeared pre-adapted to mechanical stress, with enhanced PI3K/SRC signaling and migration. Targeting mechanical adaptation pathways may 

improve PDAC therapy. 
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Poster 18. Deciphering cellular heterogeneity and plasticity in IDH1-mutant glioma upon targeted 

therapy 

HanžEk Antonija (1), Aguilar-CáZarez Kasandra (1), Garcia LéOnor (1), Sika Dassou (1), Kundnani Jigna (2), Urbach Serge (3), SéVeno Martial 

(3), Hideg Szimonetta (1), Stuani Lucille (2), Duffau Hugues (4), Hugnot Jean-Philippe (1) 

1 - Institut de Génomique Fonctionnelle (France), 

2 - Institut de Recherche en Cancérologie de Montpellier (France), 

3 - Pôle Protéome de Montpellier (France), 

4 - Neurosurgery Department, Gui de Chauliac Montpellier University Hospital (France) 

Adult-type diffuse gliomas represent the most common form of malignant brain tumors. Low -grade gliomas (LGGs) are a distinct subgroup 

defined by mutations in isocitrate dehydrogenase 1 (IDH1). In physiological conditions, metabolic enzyme IDH1 catalyzes the oxidative 

decarboxylation of isocitrate into α-ketoglutarate (α-KG). However, mutant IDH1 in glioma gains a neomorphic function of converting α-KG into 

the oncometabolite 2-hydroxyglutarate (2-HG), which exerts widespread effects on tumor development. Consequently, small-molecule inhibitors 

targeting mutant IDH1 represent a targeted therapeutic strategy to reduce 2-HG levels and restore normal cellular function. In this study, we utilized 

previously established and characterized unique patient-derived IDH1-mutant biobank of LGG cell lines to investigate the impact of mutant IDH1 

inhibition on cellular and molecular levels. We performed a comprehensive multi-omic (transcriptomic, proteomic and epigenetic) profiling 

coupled with functional assays on LGG cells following treatment with mutant IDH1 inhibitor.  Firstly, the quantification of 2-HG confirmed that 

mutant IDH1 inhibitor effectively suppressed oncometabolite 2-HG production in mutant IDH1 LGG biobank, indicating the target engagement 

and treatment efficacy in these models. Integrated multi-omic analyses revealed that mutant IDH1 inhibition induces pronounced transcriptional 

and proteomic changes in treated mutant IDH1 LGG cells compared to control. Mutant IDH1 inhibition is accompanied by epigenetic remodeling 

and increased chromatin accessibility. IDH1mutant inhibitor causes the significant downregulation of proliferation-related pathways and 

modulation of differentiation and phenotypic markers. Therefore, we explored the functional consequences of these alterations on cell growth. 

Mutant IDH1 inhibitor significantly reduced the number of mutant IDH1 LGG, indicating potential anti-proliferative effect. Furthermore, the 

single-cell data showed that our preclinical LGG model recapitulates the dynamic cellular heterogeneity observed in patients, with a presence of 

three distinct and plastic subpopulations (astrocyte-like, oligodendrocyte-like, and neural progenitor-like), which are modulated upon the treatment. 

The mutant IDH1 inhibitor treatment leads to an enrichment of quiescent astrocyte-like transcriptional signatures, and a reduction of proliferative 

neural progenitors pool. Overall, our findings demonstrate that pharmacological inhibition of mutant IDH1 induces profound cell phenotype 

reprogramming in mutant IDH1 LGG, characterized by a shift toward an astrocyte-like state and reduced proliferative capacity. By suppressing 2-

hydroxyglutarate production, IDH1 inhibition alters lineage-specific programs and limits tumor cell growth, highlighting the importance of cellular 

plasticity in glioma biology. These results provide mechanistic insight into the therapeutic effects of IDH1 inhibitors and support the development 

of strategies that exploit differentiation states or lineage vulnerabilities in IDH1-mutant gliomas. 

 

Poster 19. Glioblastoma and the gut-brain axis: exploring the role of peripheral serotonin and the 

enteric nervous system 

Haykal Maria (1), Lavielle Sarah (1), Pape Cédric (1), Martin Océane C.B. (1) 

1 - Institut de biochimie et génétique cellulaires (IBGC), CNRS, University of Bordeaux, France 

Glioblastoma is the most aggressive primary brain tumor in adults, with a poor prognosis despite the standard Stupp protocol. Increasing evidence 

highlights the gut-brain axis as a key modulator of brain diseases, with communication occurring through immune, metabolic, and neural pathways. 

Among these, the neural route via the enteric nervous system (ENS) and peripheral serotonin (5-HT) is of particular interest, as more than 90% of 

5-HT is produced by intestinal enterochromaffin cells under ENS control.Here, we used TPH1 knock-out (TPH1-/-) mice, deficient in peripheral 

5-HT, and wild-type controls (TPH1+/+). Mice were orthotopically implanted with mGB2 glioblastoma cells and treated or not with the Stupp 

protocol (surgery, temozolomide, irradiation). Both colonic and cerebral landscapes were analyzed.In vitro, indirect co-cultures were established 

using normal colonic epithelial cells stimulated or not with metabolites, or their conditioned medium, in combination with GB spheroids, to 

investigate how gut-derived signals affect tumor behavior.TPH1-/- mice developed significantly larger tumors compared to wild-type animals. 

Tumor volume negatively correlated with circulating 5-HT levels, supporting a protective role for peripheral serotonin. Interestingly, glioblastoma 

implantation induced an increase of serotonin content in colonic enterochromaffin cells, suggesting a feedback regulation along the gut-brain axis. 

We are currently analyzing the cerebral immune landscape to determine whether this effect involves immunosuppression, as well as investigating 

ENS alterations in this context.Our data demonstrate that peripheral serotonin and the ENS contribute to glioblastoma progression and potentially 

to therapy response. Ongoing investigations aim to decipher the mechanisms underlying this neuro-immune communication. Also, we are currently 

developing a gut-brain-on-chip model that will provide a unique and controlled platform to dissect these mechanisms, integrating intestinal, 

neuronal, and tumoral compartments. This approach will allow us to move beyond animal models, refine mechanistic understanding, and ultimately 

explore novel therapeutic strategies for glioblastoma. 
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Poster 20. Tumor Heterogeneity Architecture Shapes γδ T-Cell Immune Evasion in TNBC 

Homayed Zeinab (1), Castagné Martin (1), Regge Maria Victoria (2), Wicinski Julien (2), Margueron RaphaëL (3), Bore AuréLien (3), Farina 

Anne (4), Rubis Marion (4), Rosnet Olivier (1), Guittard Geoffrey (2), Ginestier Christophe (1), Charafe Emmanuelle (1) 

1 - CRCM, Inserm, CNRS, Institut Paoli-Calmettes, Aix-Marseille Univ, Epithelial Stem Cells and Cancer Lab, Equipe labellisée LIGUE contre le cancer, Marseille, 
France (France), 

2 - Immunity and Cancer Team, Onco-Hemato Immuno-Onco Department, OHIO, Institut Paoli-Calmettes, Inserm, CNRS, Cancer Research Centre, CRCM, 
Marseille, France (France), 

3 - CRISPR'iT Genetic Platform Screening, Institut Curie, INSERM U934, CNRS UMR3215, 75005 Paris, France. (France), 

4 - ICEP Platform, Centre de Recherche en Cancérologie de Marseille, CRCM, Inserm UMR1068, CNRS UMR7258, Aix Marseille Université U105, Institut Paoli-
Calmettes, Marseille, France. (France) 

Intratumoral heterogeneity (ITH), encompassing both genetic and non-genetic variation, drives tumor evolution and therapeutic resistance by 

generating diverse cell populations with distinct transcriptional programs. These tumor-intrinsic features are further shaped by the tumor 

microenvironment (TME), which plays a pivotal role in modulating immune responses and disease progression. In this study, we combine breast 

cancer cell line models with spatial transcriptomic analyses of patient tumors to investigate how tumor cell states interact with the immune 

microenvironment. We identify spatially organized patterns of immune infiltration that correlate with specific tumor cell states, revealing the 

existence of structured tumor immune niches. Using functional co-culture assays, we show that γδ T cells differentially target tumor cell populations 

and identify a transcriptional program associated with resistance to γδ T cell mediated cytotoxicity. Importantly, this resistance program defines 

tumor cell states that are spatially excluded from γδ T cells in patient samples. This signature provides a foundation for future CRISPRi-based 

screens to identify novel regulators of immune evasion. Collectively, our findings link the spatial architecture of ITH to γδ T cell escape and 

highlight potential targets to overcome immune resistance in breast cancer. 

 

Poster 21. Deciphering PI3K inhibitor resistance to guide rational combination therapies in metastatic 

gastric cancer 

Javary Joaquim (1), Genevois Coralie, Varon Christine (1) 

1 - BoRdeaux Institute of onCology (France) 

Gastric cancer (GC) remains a major global health burden, with most patients diagnosed at advanced or metastatic stages, where treatment options 

are limited. Metastasis, driven by cancer stem cells (CSCs), is the main cause of GC mortality. PI3K signaling is frequently dysregulated in 

metastatic GC, and although PI3K inhibitors such as Alpelisib show promise, resistance is likely to emerge, as seen with most monotherapies, 

through poorly understood mechanisms in CSCs. This project aims to uncover PI3K inhibitor resistance mechanisms in metastatic GC and identify 

rational combination therapies to overcome them. Using predictive orthotopic GC mouse models, cell barcoding, scRNAseq, and CRISPR-Cas9 

screening, we will identify the genes, pathways, and CSC populations involved in resistance. Candidate mechanisms will be functionally validated 

and compared with patient-derived metastatic samples to ensure clinical relevance. Rationnal combination strategies will then be assessed in 

preclinical models. This integrative approach should reveal biomarkers and therapeutic targets to improve treatment and survival in metastatic GC 

patients.   

 

Poster 22. Neuro-reprogramming to empower differentiation therapies in neuroblastoma 

Josserand Manon (1), Zakiev Emile (1), Tapponnier Yann (1), Duret CéDric (1), Blinet Naomi (1), Rouhani Gabriel (1), Reynaud Florie (1), 

Delloye-Bourgeois CéLine (1), Cascales Elodie (1), Lavial Fabrice (1) 

1 - Centre de Recherche en Cancérologie de Lyon (France) 

Neuroblastoma is a pediatric cancer representing 15% of cancer deaths in children. Unlike most adult cancers, neuroblastoma is characterized by 

a relatively low mutational burden. The developmental origin of pediatric tumor cells implies frequent intra-tumoral heterogeneity with distinct 

cellular states displaying epigenetic alterations that drive tumorigenesis. Here we exploit this developmental plasticity to remodel the epigenome 

of neuroblastoma cells and make them more prone to exit the cell cycle and fully differentiate. We apply this neuro-reprogramming by taking 

advantage of the ability of pioneer transcription factors to access and remodel closed chromatin to initiate cell state conversion. Using phenotypic 

assays and multi-omics characterization, we identified a combination of 3 transcription factors that induce neuron-like features and a neuronal 

differentiation program, accompanied by a decrease in invasion ability of the neuro-reprogrammed tumor cells. Current work aims to decipher the 

molecular mechanisms underlying the observed cell fate conversion of pediatric tumor cells. We are also expanding our findings using various in 

vitro, in vivo and ex vivo models. 
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Poster 23. Deciphering the molecular roadmap of lung in vivo reprogramming 

Krossa Imène (1), Tapponnier Yann (1), Ruel Maëva (1), Zakiev Emile (1), Claret Léo (1), Bonnaffoux Arnaud (1), Huyghe Aurélia (1), Lavial 

Fabrice (1) 

1 - Centre de Recherche en Cancérologie de Lyon (France) 

OSKM (Oct4, Sox2, Klf4, c-Myc)-induced reprogramming drives differentiated cells to pluripotency via loss of cell identity & gain of cell 

plasticity. While in vivo reprogramming offers regenerative potential, lung tissue was claimed as highly refractory despite its plasticity, suggesting 

unknown barriers. To decipher the molecular mechanisms hindering in vivolung reprogramming, we developed an original mouse model allowing 

the specific induction of the OSKM factors in the lung epithelium. We first showed that reprogramming is fast and efficient in its early phase. 

However, we observed that the reprogramming cells disappear between days 4 & 10 of OSKM induction, highlighting the presence of a stringent 

pluripotency roadblock. Single-cell RNA-Seq revealed an immune response signature in the reprogramming cells. Consistently, proteomic profiling 

showed an increased secretion of macrophage-recruiting chemokines, which correlated with macrophages recruitment, as confirmed by 

immunofluorescence analysis. These data suggest that reprogramming triggers an innate immune response acting as a critical reprogramming 

barrier. Ex vivo functional validation using organoids cultured in macrophage-conditioned medium supports these claims, whereas in 

vivo functional validation is ongoing. This study elucidates the interplay between OSKM-induced reprogramming & the immune 

microenvironment, offering new perspectives for lung regeneration. Keywords: Cell Reprogramming, Innate immune system, Lung, Mouse model, 

Pioneer transcription factors    

 

Poster 24. Exploring the functions of centriolar satellites in glioblastoma 

Merlet Laura (1) (2), Quentin Roux (1) (2), Spinelli Fiorella (1) (2), Bodard CléMence (1) (2), Trillet Kilian (1) (2), Nedellec Steven (3), Renaud 

Clotilde (1) (2), Moreau Rosalie (1) (2), BidèRe Nicolas (1) (2), Gavard Julie (1) (2) (4) 

1 - SOAP Team (Signaling in Oncogenesis, Angiogenesis and Permeability), CRCI2NA, Nantes Université, UMR INSERM 

2 - Équipe Labellisée Ligue Nationale Contre le Cancer, 75013 Paris, France (France), 

3 - Plateforme microPICell, SFR santé François Bonamy-IRSUN (France), 

4 - Institut de Cancérologie de l'Ouest (ICO), 44800 Saint-Herblain, France (France) 

Centriolar satellites (CS) are membrane-free cytoplasmic granules that cluster around the centrosome and traffic along microtubules. Beyond their 

canonical role, the satellite scaffolding protein PCM1, has recently been linked to microtubule dynamics and intracellular trafficking. Glioblastoma 

stem-like cells (GSCs), which play key roles in tumor initiation, propagation, and resistance to therapy, exhibit a marked sensitivity to disruptions 

in intra- and extracellular vesicle homeostasis. Identifying novel regulators of intracellular dynamics in GSCs is therefore critical to better 

understand the mechanisms sustaining their maintenance and tumorigenic potential. Using SMLM, we demonstrate that in patient-derived GSCs, 

PCM1 depletion disrupts microtubule dynamics and alters endo-lysosomal positioning, thereby affecting organelle maturation and extracellular 

vesicle release. These findings suggest that CS contribute to the regulation of intracellular organization in GSCs and may influence their migratory 

and invasive properties, providing a basis for future investigations into their role in glioblastoma progression. 

 

Poster 25. Targeting IKKε kinase disrupts self-renewal and tumour progression in glioblastoma. 

Kerherve Mathilde (1), Andre-Gregoire Gwennan (1), Merlet Laura (1), Rosinska Sara (1), Cloteau Chloé (2), Moreau Rosalie (1), Trillet Kilian 

(1), Jardine Jane (1), Bidère Nicolas (1), Gavard Julie (1) 

1 - Team SOAP, CRCI2NA, Nantes University, INSERM, CNRS, Université d'Angers, Nantes, France (France), 

2 - Nantes Université, CNRS, US2B, UMR 6286, IMPACT Platform and SFR Bonamy, 44000 Nantes, France (France) 

Glioblastoma remain one of the most lethal primary brain tumours and Glioblastoma stem-like cells (GSC) play a central role in the tumour course 

and its resistance to treatments. Our laboratory previously highlighted the paracaspase MALT1 as a critical regulator of lysosomal fitness, essential 

for GSC viability and stemness. Here, we sought to identify MALT1-associated factors that selectively control GSC self-renewal. A functional 

screen of 20 candidates identified the non-canonical IκB kinase IKKε as a key regulator of this process. Using complementary approaches (siRNA, 

shRNA, CRISPR knockout and a specific kinase-dead knock-in) both in vitro and in vivo, together with single-cell RNA sequencing, we 

investigated the role of IKKε in GSC stemness and differentiation fate. Our findings demonstrate that IKKε kinase activity is required to maintain 

GSC plasticity. Further studies are warranted to elucidate the underlying molecular mechanisms and its therapeutic potential. 
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Poster 26. Integrative characterization of lncRNA programs driving immunosuppressive myeloid 

differentiation and tumor stemness. 

Le Bihan Manon (1), Querel Léo (1), Boyer Thomas (1), Blaye Céline (1), Specque Florian (1), Madery Mathilde (1), Theodoly-Lannes Audrey 

(1), Moisand Alexandra (1), Mebroukine Samy (1), Klein Clément (1), Domblides Charlotte (1), Nikolski Macha (2), Larmonier Nicolas (1), 

Chalopin Domitille (1) 

1 - Immunology from Concept and Experiments to Translation = Immunologie Conceptuelle, Expérimentale et Translationnelle (France), 

2 - Centre de Bioinformatique de Bordeaux (France) 

Identifying immunosuppressive myeloid states remains a major barrier to effective antitumor immunity. Beyond immunoregulation, these 

populations promote tumor cell plasticity and sustain cancer stem-like phenotypes, contributing to intratumoral heterogeneity and therapeutic 

resistance. This project identifies molecular programs, focusing on long non-coding RNAs (lncRNAs), that drive the differentiation and 

maintenance of myeloid-derived suppressor cells. Using in vitrodifferentiation models and temporal transcriptomics, we mapped dynamic changes 

during the acquisition of suppressive functions. Differential expression and likelihood ratio analyses revealed novel non-coding transcripts with 

state-specific expression stabilizing intermediate differentiation states.  In parallel, we characterized these states using a pan-cancer single-cell atlas 

(191 samples) to define conserved lncRNA–TF–target modules. Together, these integrated approaches reveal molecular drivers coupling immune 

suppression with stemness, prioritizing targets for myeloid-based therapeutic innovation. 

 

Poster 27. A PDX model for evolution of adenomyoepithelioma to squamous carcinoma 

Le Corre Gaïd (1), Arlan Léonie (2), Ray Debjeet (1), Iggo Richard (1), Vivanco María (3) 

1 - BoRdeaux Institute of onCology (France), 

2 - Institut Bergonie (France), 

3 - CIC bioGUNE (Spain) 

Adenomyoepithelioma is a rare subtype of human breast cancer in which basal (myoepithlial) and luminal (adenoid) cell types coexist. The simplest 

explanation is that a tumour stem cell differentiates to form the two cell types. We have established a human malignant adenomyoepthilioma as a 

patient-derived xenograft (PDX). This PDX shows a wide variety of phenotypes, including adenomyoepithelial cells, FOXA1-positive hormone 

sensing cells, and FOXC1-positive LASP/basal-like cells. At early passages, these mammary phenotypes dominate the histology, but starting at 

xenograft passage 3, squamous cells appear, and at passage 4 large regions within the tumour convert to squamous carcinoma accompanied by 

abundant desmoplastic stroma. Malignant myoepitheliomas frequently contain metaplastic cells and progress to squamous carcinoma in patients, 

so the evolution of our PDX in mice recapitulates the progression seen in patients. This highly plastic model offers us the opportunity to test the 

role of specific transcription factors and signalling pathways in the control of cell identity in the mammary lineage, and to use them to control 

differentiation of the cells. 

 

Poster 28. Netrin-1 epigenetic reactivation by BCOR-ITD identifies a novel therapeutic target in 

BCOR-rearranged sarcomas 

Leelou Picard (1), Braissand Nicolas (1), Ducarouge Benjamin (2), Bernet Agnès (1) 

1 - Centre de Recherche en Cancérologie de Lyon (France), 

2 - NETRIS Pharma (France) 

BCL-6 corepressor (BCOR) rearrangements, including BCOR-ITD, drive aggressive sarcomas mainly affecting young patients through epigenetic 

dysregulation. Among all sarcoma subtypes, BCOR-rearranged sarcomas show the highest expression of netrin-1, an embryonic guidance protein 

overexpressed in multiple solid tumours, confirmed at the protein level by immunohistochemistry in 95% of patient biopsies. Using fibroblast-like 

cell lines, we show that BCOR-ITD introduction strongly upregulates netrin-1 with loss of H3K27me3 repressive marks at the netrin-1 promoter 

confirmed by ChIP-qPCR, suggesting transcriptional reactivation of netrin-1. Bulk RNA sequencing confirmed netrin-1 as a significant 

differentially expressed gene in BCOR-ITD transformed cells. Functionally, netrin-1 blockade using the therapeutic antibody NP137 significantly 

reduced sphere-forming capacity in BCOR-ITD transformed cells, highlighting netrin-1 as a driver of stemness. These findings identify netrin-1 

as a relevant therapeutic target in these aggressive sarcomas. 
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Poster 29. Deciphering the self-organizing principles regulating stable cellular heterogeneity in 

hierarchical tumours 

Legait Emma (1) 

1 - Institut de Biologie du Développement de Marseille (France) 

Cell-state transitions within tumors are often attributed to stochastic processes or microenvironmental cues, yet the rules that quantitatively govern 

these transitions remain unclear. I will present how we identify a simple local feedback rule that controls cancer stem cell (CSC) differentiation in 

a hierarchical tumor model. Using whole-tumor single-cell mapping, we show that the probability of CSC differentiation is a predictable function 

of the fraction of differentiated neighboring cells. This relationship defines a quantitative transition rule that, when implemented in 3D simulations, 

is sufficient to reproduce both the spatial organization and stable cellular composition of tumors. Mechanistically, this rule arises from an EGF-

mediated signaling relay propagated by differentiated progeny, while spatial clustering protects the CSC pool from depletion. These findings 

demonstrate that stable tumor heterogeneity (also known as phenotypic equilibrium) can emerge from local interactions governed by a simple and 

predictive rule, providing a general framework for understanding how lineage dynamics and tissue architecture are coupled. 

 

Poster 30. Deletion of MonoCarboxylate Transporter 1 in myeloid cells modulates glioblastoma 

development 

Lillo Sébastian (1), Pape Cédric (1), Derieppe Marie-Alix (2), Martineau Julie (2), Bomont Doriane (1), Séraudie Irinka (1), Arrieta-Lobo Maialen 

(1), Martin Océane C.B. (1), Daubon Thomas (1) 

1 - Institut de biochimie et génétique cellulaires (France), 

2 - Service Commun des Animaleries - Animalerie de Talence Université de Bordeaux, Bât B3 (France) 

Glioblastoma (GB), the deadliest CNS tumor, has a median survival of less than 15 months. Despite surgery and radiochemotherapy, recurrence 

rates remain high due to the enrichment of pro-tumoral myeloid cells. Lactate released by GB drives immuno-metabolic reprogramming in immune 

cells, but its specific effects on myeloid phenotypes and functions are poorly understood. Implantation of the GL261 cell line in male myeloid-

specific MCT1-deficient mice (Mct1Δmye) resulted in higher Gaussia luciferase levels compared to controls, along with increased hemorrhagic 

areas, angiogenesis, and pro-tumoral macrophages (IBA1+, ARG1+). Co-staining for Iba1/CD31 revealed a macrophage subpopulation co-

expressing both markers, suggesting a mimicry mechanism. Respiratory assays demonstrated elevated mitochondrial respiration in Mct1Δmye 

BMDMs across non-polarized and anti-inflammatory states. Sodium-lactate challenge further increased respiration in both genotypes, suggesting 

compensatory lactate transport, while no differences were observed in tumor cell invasion or phagocytosis. Metabolic comparisons between WT 

and Mct1Δmye BMDMs are ongoing. These findings highlight Mct1's indirect role in GB regulation but demonstrate its significant impact on 

tumor development. 

 

Poster 31. Immunosuppressive cells' impact on lung cancer stemness 

Madéry Mathilde (1), Moisand Alexandra (1), Theodoly-Lannes Audrey (1), Toublanc Anne-Claire (2), Klein CléMent (2) (1), Mebroukine Samy 

(2) (1), Varon Christine (3), Domblides Charlotte (2), Larmonier Nicolas (1) (4) 

1 - Immunology from Concept and Experiments to Translation = Immunologie Conceptuelle, Expérimentale et Translationnelle (France), 

2 - CHU de Bordeaux Pellegrin [Bordeaux] (France), 

3 - BoRdeaux Institute of onCology (France), 

4 - Université de Bordeaux (France) 

Regulatory T cells (Treg) and myeloid-derived suppressor cells (MDSC) are immunosuppressive cells induced and recruited by many cancers, 

which participate to the mechanisms of cancer escape from immune recognition and elimination. Beyond their ability to inhibit antitumor-

immunity, these cells can exert multiple tumor-promoting functions including the promotion of cancer cell survival, invasion and metastasis. They 

therefore represent major obstacles for efficient cancer therapies. One pro-tumoral property of suppressive myeloid cells that has emerged recently 

is their ability to induce cancer stemness. Whether Treg may also be endowed with similar potential however remains to be determined. In the 

current study, we demonstrated that both MDSC and Tregs are capable of inducing cancer cells exhibiting cancer-stem cell-like properties. We 

further identified the underlying mechanisms, mostly by blocking TGFβ and TNFα signaling pathways. 
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Poster 32. Uncovering Therapeutic Vulnerabilities in RDEB-Driven Cutaneous Squamous Cell 

Carcinoma Through Multi-Omic Integration 

Marchal Lucile (1), Gaucher Sonia (1), Carbone Francesco (2), Roger Kevin (3), Cagnard Nicolas (2), Tragin Margot (2), Battistella Maxime (4), 

Bourrat Emmanuelle (5), MéNager MickaëL (6), Bole-Feysot Christine (7), Nitchké Patrick (2), Guerrera Ida Chiara (3), Hovnanian Alain (1) 

(8), Titeux* Matthias (1), Ragot* HéLèNe (1) 

1 - Genetic skin diseases laboratory, Institut Imagine, Inserm U1163, Université Paris Cité, Paris, France (France), 

2 - Bioinformatics platform, Institut Imagine, Inserm U1163, Université Paris Cité, Paris, France (France), 

3 - Proteomics platform Necker, Universite´ Paris Cite´ - Structure Fédérative de Recherche Necker, INSERM US24/CNRS UAR3633, Paris, France (France), 

4 - Department of anatomopathology, Hôpital Saint Louis, AP-HP, Paris, France (France), 

5 - Department of dermatology, Hôpital Saint Louis, AP-HP, Paris, France (France), 

6 - Single cell platform, Institut Imagine, Inserm U1163, Université Paris Cité, Paris, France (France), 

7 - Genomics platform, Institut Imagine, Inserm U1163, Université Paris Cité, Paris, France (France), 

8 - Department of Genomic Medicine of rare diseases, Necker hospital, Assistance Publique des Hôpitaux de Paris (AP-HP), Paris, France (France) 

Recessive dystrophic epidermolysis bullosa (RDEB) is a rare genetic skin disease caused by COL7A1 loss-of-function variants, leading to type 

VII collagen deficiency and severe skin fragility. A major complication is aggressive cutaneous squamous cell carcinoma (SCC), with no curative 

treatment. In our cohort, two clinical profiles emerged: aggressive SCC and non-aggressive SCC. We conducted a translational study including 51 

RDEB-SCC, 19 UV-induced SCC, and 17 healthy skin samples. Comparative analyses identified 1830 DEGs and 110 DEPs, highlighting 

downregulated metabolic pathways and upregulated extracellular matrix organization, c-Met signaling and IGF2BP pathways in aggressive RDEB-

SCC. Single-cell transcriptomics (8 RDEB-SCC, 6 UV-induced SCC, 5 healthy skin) are currently being conducted to characterize the tumor 

microenvironment. Using L1000CDS², we identified candidate compounds which are under evaluation in tumor cells, as potential therapies for 

aggressive SCC in RDEB. 

 

Poster 33. Targeting CK1⍺: A key regulator of homeostasis in glioblastoma stem-like cells 

Le Guyon Margaux (1), Bidere Nicolas (1), Gavard Julie (1) 

1 - Team SOAP, Centre de Recherche en Cancérologie et Immunologie Intégrée Nantes-Angers (CRCI²NA), INSERM UMR1307, CNRS, Nantes Université & 
Université d'Angers, Nantes, France 

Glioblastoma is the most frequent and aggressive primary malignant brain tumor in adults. Despite the existence of a standard therapeutic protocol, 

relapses are systematic and fatal. This is due, in particular, to the existence of a subpopulation of cancer stem cells: Glioblastoma Stem-like Cells.  

Recent work has demonstrated the central role of the MALT1 paracaspase in the viability and expansion of GSCs. However, the signalling cascades 

regulating its activity remain poorly understood. In the normal or pathological immune system, MALT1 activation takes place within the CBM 

multiprotein complex, that requires the CK1⍺ kinase. Thus, the aim of my work is to determine whether CK1⍺ is a regulator of GSC homeostasis, 

and to provide proof of concept that its targeting, via molecular glues, is a promising strategy, considering that targeting this drug-resistant 

subpopulation may be key to improving GB patient outcomes.  I initiated the characterization of the CBM complex in GSCs, and establish that 

CK1⍺ interacts with MALT1, which exhibits basal proteolytic activity. Furthermore, reduced CK1⍺ expression blocks MALT1 proteolytic activity 

and reduces GSC expansion. This effect is associated with deregulation of lysosomal flux and GSC death. Thus, CK1⍺ would function as a 

safeguard against an increase in lysosome quantity, harmful to GSC, ultimately controlling the survival of these cells. It is in this context that 

several generations of molecular glues targeting CK1⍺ have been tested. The latest generations of these small molecules show remarkable efficacy, 

largely reproducing the effects observed with CK1⍺ inhibition by interfering RNA, and thus reinforcing their potential for clinical application. 
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Poster 34. Interplay between genetic and epigenetic alterations in liver cancer initiation 

Moutin Elisa (1) (2), Püstow Katja (2), Probst Alexander (1), Skoufou-Papoutsaki Nefeli (3), Liabeuf Dylan (2), Williams Eleanor (4), Cagna 

Marta (2), Ortuno-Costella Carmen (2), Talón Irene (1), Frau Carla (2), Mohorianu Irina (4), Vallier Ludovic (1) (2) 

1 - Max Planck Institute for Molecular Genetics (Germany), 

2 - Berlin Institute of Health (Germany), 

3 - The Institute of Cancer Research (United Kingdom), 

4 - Wellcome Trust-Medical Research Council Cambridge Stem Cell Institute (United Kingdom) 

Cellular plasticity, enabled by the loss of normal epigenetic patterns, plays a key role in epithelial carcinogenesis (Hannahan; 2022). Accordingly, 

our group identified bi-phenotypic cells sharing expression of hepatocyte and cholangiocyte genes in end-stage liver disease (ESLD) (Gribben et 

al., 2024), and more recently in hepatocellular carcinoma (HCC) and cholangiocarcinoma (CCA). The interplay between acquisition of plasticity 

and malignancy remains to be fully elucidated. To investigate cooperation between epigenetic remodelling and acquisition of oncogenic mutations 

in liver cancer initiation, we are genetically engineering cholangiocyte (ICOs) and hepatocyte organoids (HepOs) derived from primary tissues and 

treating them with small molecules affecting the epigenetic machinery. Using RNP-based CRISPR, we achieved knockout efficiencies of 85-95% 

in ICOs, generating three lines carrying mutations in tumour suppressor genes. The transdifferentiation capacity of these organoid lines is currently 

being investigated.  This study will shed light on the role of cellular plasticity in liver carcinogenesis, which could advance diagnosis.  

 

Poster 35. Neuroblastoma cells enter a diapause-like dormant state upon metastasis and treatment 

Otero Laudouar Oscar (1) (2), Castillo-Ferrer Camila (1), Bounaud Sophia (1), Fort Quentin (1), Fricaud Bérénice (1), Pratviel Manon (1), 

Dumont Benoît (3), Lefort Sylvain (1), Delloye-Bourgeois Céline (1) 

1 - Centre de Recherche en Cancérologie de Lyon (France), 

2 - Université Claude Bernard Lyon 1 (France), 

3 - Institut d'hématologie et d'oncologie pédiatrique [CHU - HCL] (France) 

Cancer cells heterogeneously enter dormancy spontaneously or induced by interactions with their microenvironment. Diapause is an embryonic 

dormant state where cells downscale activity to overcome hostile environmental conditions. Neuroblastoma (NB) is a pediatric cancer that stems 

from neural crest-derived cells and metastasizes during early embryogenesis. Despite this embryonic context of emergence, the extent to which 

NB recapitulates developmental instances of dormancy, and the influence of the evolving microenvironment in NB cycling dynamics remains 

unexplored. Here we leverage an embryonic avian model of NB to assess the cell cycling dynamics and dormancy phenotype of NB cells. We 

identify a shift towards dormancy in NB cells upon metastatic seeding in the fetal bone marrow, transcriptomically recapitulating embryonic 

diapause. We demonstrate that this state is induced by factors secreted by fœtal bone marrow mesenchymal stem cells, and reversed by their 

pediatric counterparts. Lastly we show that NB also recapitulates molecular features of diapause on-treatment, suggesting that targeting this state 

might help tackle therapy resistance 

 

Poster 36. Role of the immune system and the metabolic exchanges related to the microbiota-gut-brain 

axis in the glioblastoma context 

Pape Cédric (1), Haykal Maria (1), Lavielle Sarah (1), Martin Océane C.B. (1) 

1 - Institut de biochimie et génétique cellulaires (IBGC), CNRS, University of Bordeaux, France 

This thesis project aims to study the role of the immune system and the metabolic exchanges between the three compartments being: the intestinal 

microbiota, the gut, and the brain; within GB context. To do so, the research work will be divided into three axes: - First, a characterization of the 

immune populations presents within the GB tumor microenvironment, and the gut; coupled to a characterization of the metabolites implicated in 

the microbiota, gut and brain exchanges, this at the faeces, blood and organs levels. - Then, a modulation of the immune response and the metabolic 

exchanges, to better understand their own impacts on GB growth and therapeutic resistance. - Finally, a last part will be dedicated to treatments 

(combined or not), with the Stupp protocol (actual and unique treatment against GB), immune therapies, and/or gut microbiota modulations. 

Together, these axes will hopefully help to understand how the immune system interacts with the gut microbiota, and which metabolic exchanges 

exists between these compartments, impacting GB growth and therapeutic resistance. This research will also allow an opening to potential new 

treatments, for this bad prognosis cancer. 
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Poster 37. Mechanical cues in triple-negative breast cancer: A reciprocal relationship between 

intratumoral heterogeneity, invasion and extracellular matrix remodeling 

Paul Vanessa (1) (2), Vignes Hélène (2), Arnaud Manon (2), Mege Rene-Marc (2), Chavrier Philippe (1), Ladoux Benoit (3), Rossé Carine (1) (2) 

1 - UMR 144 Cell biology and cancer (France), 

2 - Institut Jaques Monod (France), 

3 - Max-Planck-Zentrum für Physik und Medizin (Department of Physics, Friedrich-Alexander Universität Erlangen-Nürnberg) (Germany) 

While the genetic diversity of triple-negative breast cancer (TNBC) is well studied, the role of intratumoral heterogeneity (IH) in tumor progression 

remains unclear. Using patient-derived xenografts (PDX), we investigate how mechanical properties coordinate cell responses, collective 

behaviours, and ECM remodeling. Metaplastic TNBC PDX-derived cultures segregate into invasive epithelial (E-cadherin⁺) and mesenchymal 

(vimentin+/p63⁺) populations. Surprisingly, we observed invasion of epithelial cells at population boundaries associated with increased actomyosin 

contractility. Nanoindentation shows epithelial cells are stiffer than mesenchymal cells, with rigidity varying with distance from the interface. In 

collagen I-embedded spheroids, normally non-invasive DCIS cells invade when co-cultured with PDX cells, demonstrating that IH promotes 

invasion. We will further examine how contractility and ECM remodeling regulate cell rigidity, 3D sorting, invasion, and stem cell marker 

expression to uncover mechanobiology-based therapeutic strategies for TNBC. 

 

Poster 38. Copper drives cancer cell plasticity 

Pereira Arthur (1) 

1 - Chemical Biology of Cancer (France) 

Cancer cell plasticity is the reversible transition between different phenotypic states associated with biochemical changes, stemness and tumor 

seeding. An example is epithelial–mesenchymal plasticity, which promotes tumor growth, metastasis and therapy resistance. Conventional 

therapies eliminate fast-dividing epithelial cells but spare slow-dividing mesenchymal cells, generating persister cancer cells (PCCs) that can 

reinitiate tumors. Current treatments do not specifically target PCCs. Our laboratory identified CD44 as a mediator of copper uptake in immune 

cells and discovered that mitochondrial copper(II) (mCu(II)) catalyzes NAD⁺/NADH cycling, thereby modulating metabolic pathways that generate 

acetyl-CoA and α-ketoglutarate, key metabolites involved in epigenetic and transcriptional regulation. We conceptualized and developed the small 

molecule LCC-12 to chelate mCu(II) and thereby control inflammation via epigenetic reprogramming. Copper is associated with cancer 

progression, but existing chelators lack mechanistic insights and do not selectively target mCu(II). We set out to investigate the role of copper in 

cancer cell plasticity and whether mCu(II) inhibition prevents cell-state transitioning and, thus, potentially metastasis formation. Our data show 

increased copper during cell state transitions, and we found higher copper levels in tumors, especially in metastases, compared to juxtatumoral 

tissues, which supports a role of copper in malignancy and cancer progression. Furthermore, LCC-12 disrupts cell-state transitions and 

downregulates metabolic and chromatin regulators, demonstrating that mCu(II) is key to driving metabolic changes required for epigenetic 

regulation. Our current ongoing multi-omics and in vivo studies aim to further clarify the underlying mechanisms and assess if targeting mCu(II) 

can reduce potential metastatic burden. 

 

Poster 39. Deciphering the role of metabolic exchanges between tumor cells and neurons during 

glioblastoma development 

Pinglaut Mathis (1), Larroquette Mathieu (1), Bomont Doriane (1), Villa Giulia (2), Delrot Gauthier (1), Nikolski Macha (1), Heiland Dieter 

Henrik (2), Burban Audrey (1), Daubon Thomas (1) 

1 - Institut de biochimie et génétique cellulaires (France), 

2 - Microenvironment and Immunology Research Laboratory (Germany) 

Glioblastomas (GB) are the most common and aggressive primary brain tumors in adults and represent a public health problem due to their very 

high lethality despite treatments. A hallmark of GB is its diffuse infiltration into healthy brain tissue, driven by glioma stem-like cells (GSCs) that 

resist therapy and promote recurrence. Recent studies reveal that neurons actively promote GB progression through paracrine signalling and even 

direct electrochemical synapses with tumor cells. Our lab previously demonstrated that GSCs rely on lactate to fuel invasion. Intriguingly, neurons 

metabolize lactate as an energy source under normal conditions, raising the question: Could neuronal uptake of tumor-derived lactate create a 

feedback loop that amplifies GB aggressiveness? To answer that question, we used experimental models of purified neurons cultures and 

glioblastoma cells derived from patients. Cocultures of patient-derived GSCs with purified neurons that were inhibited or not for MCT2 (neuron-

specific lactate transporter) were done in order to study how the absence of this lactate shuttle impacts tumor cell aggressiveness. We observed 

that, in coculture condition, GB cells tend to increase their proliferative and invasive capacities as well as their metabolism. Interestingly this 

increase of aggressive capacities was found partially or completely lost when neurons were inhibited for MCT2, highlighting the key role of lactate 

transfer in driving glioblastoma progression. These results support a model where GB hijacks neuronal metabolism via lactate shuttling, creating 

a vicious cycle of tumor growth. By improving our understanding of these still poorly understood mechanisms, this work aims to pave the way for 

new therapeutic strategies, with the ultimate goal of improving patient care and quality of life. 
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Poster 40. Neural Activity-Dependent Released Factors Shape Neuroblastoma Tumor and Metastatic 

Properties 

Roussel Charlene (1), Fort Quentin (1), Braz Barbara YaëL (1), Otero Laudouar Oscar (1), Castillo-Ferrer Camila (1), Pratviel Manon (1), Coute 

Yohann (2), Novion Ducassou Julia (2), Dumont BenoîT (3) (1), Reynaud Florie (1), Delloye-Bourgeois Céline (1) 

1 - KidsCaN team (France), 

2 - EDyP lab (France), 

3 - IHOPe (France) 

Neuroblastoma (NB) is an aggressive pediatric tumor arising during embryogenesis from neural crest cells, with primary tumors forming in 

peripheral nervous tissues. Despite its neural origin and localization, the extent to which nerve activity influences NB progression remains 

unknown. This project investigates how spinal nerve activity shapes the tumor microenvironment of NB and impacts tumor properties. We 

developed in vivo optogenetic and chemogenetic approaches in an avian embryonic model of NB, enabling control of peripheral nerve activity and 

access to neural activity-dependent released factors (CMstim) during neurodevelopement. CMstim significantly enhanced proliferation and 

migration abilities of NB cells. Differential proteomic analyses of CMstim revealed activity-dependent changes in the secretome including factors 

related to neuronal cytoskeletal organization and proliferation. We are currently dissecting the effect of candidate molecules released upon electrical 

activity. We anticipate this work will reveal key regulators of NB early progression and enable novel therapeutic strategies targeting the neuro–

tumor dialogue. 

 

Poster 41. PCSK9: A new potential target in Gastric Cancer Stem Cells? 

Vazquez Uriola Ana Sofia (1), Zaafour Anissa (2), Genevois Coralie (3) (4), Guignard Jerôme (2), Nguyen Tra Ly (2), Khatib Majid (5), Varon 

Christine (2) 

1 - BoRdeaux Institute in onCology (France), 

2 - BoRdeaux Institute of onCology (France), 

3 - Vivoptic-TBMCore (France), 

4 - Bordeaux Institute of Oncology (France), 

5 - Bordeaux Institute of Oncology (France) 

Background: Gastric cancer is the fifth leading cause of cancer-related death worldwide (IARC, 2022). Most cases are gastric adenocarcinomas 

(GC), for which only 30% are suitable for targeted immunotherapy. GC are usually detected during the metastatic stage and, thus, the number of 

relapses is high, with a five-year survival rate lower than 20%. Increasing evidence suggests that GC's bad prognosis is caused by cancer stem cells 

(CSCs), which are a small tumor cell subpopulation with the capacity of inducing GC's initiation, growth, chemo-resistance, relapse and metastasis. 

Recent studies have shown that in GC the expression of the Proprotein Convertase Subtilisin/Kexin 9 (PCSK9), a member of the proprotein 

convertases (PCs) family, is correlated with cancer progression and poor prognosis, and it seems to have a role in GC cell functions. In our 

laboratory, it was shown that PCSK9 is highly overexpressed in GC CSCs. In this context, our objective is to study the potential role of PCSK9 on 

the tumorigenic, invasive and metastatic properties of CSCs in GC. Methods: PCSK9's pharmacological inhibitor R-IMPP and siRNAs were used 

to evaluate the impact of PCSK9 inhibition on GC CSCs' stemness, tumorigenic and invasive properties in vitro, as well as their metastatic 

properties in vivo. Results: PCSK9 inhibition caused a decrease in GC CSCs' tumorsphere formation and invasive capacity, on the GC's CD44v6 

and LGR5 invasive markers' expression, and on the protein levels and nuclear expression of Epithelial-to-Mesenchymal Transition (EMT) 

transcription factors. Moreover, PCSK9's inhibitor decreased the metastatic dissemination of GC cells in vivo. Conclusion: Our results suggest that 

PCSK9 may control CSCs' tumorigenic, invasive and metastatic properties, potentially through the EMT-related signaling pathways, and it might 

constitute a potential new therapeutic target in GC. 
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Poster 42. Inhibition of macrophagic activation by targeting mitochondrial manganese 

Su Fubao (1), Colombeau Ludovic (1), Caneque Tatiana (1), Solier Stéphanie (1) (2), Müller Sebastian (1), Gaillet Christine (1), Rodriguez 

Raphaël (1) 

1 - Centre de recherche de lÍnstitut Curie [Paris] (France), 

2 - Paris Saclay University (France) 

Despite the abundance of metal ions in the cell [1], their physiological roles at the organismal level remain underexplored. Previous studies from 

our laboratory have established the roles of copper and iron as central regulators of cell adaptation [2-5]. This study investigates the specific 

contribution of manganese as a driver of inflammation. Accumulation of manganese is observed during macrophagic activation in the inflammatory 

settings, specifically within mitochondria, which correlates with the upregulation of the Mn-dependent enzyme SOD2 and an increase in 

mitochondrial H2O2 levels. Hydrogen peroxide is required for Cu(II)-catalyzed NADH/NAD+ redoxcycling, modulating cell states (e.g. 

macrophagic activation, EMT) [5]. Hence, mitochondrial manganese might be a promising target to control inflammation and cancer progression. 

We designed and synthesized a small molecule MVC-287 capable of selectively chelating mitochondrial Mn(II). The design takes advantage of 

the unique ability of Mn(II) to adopt a seven-coordinated pentagonal bipyramidal geometry, distinguishing it from tetrahedral and octahedral 

structures adopted by other metal ions. MVC-287 significantly reduced inflammatory markers in activated THP-1 cells recapitulating features of 

inflammatory human macrophages. Upon treatment with MVC-287, level of SOD2 significantly decreased as well as mitochondrial H2O2 

suggesting that SOD2 deprived of its manganese catalytic center is targeted for degradation by an unknown mechanism. Our findings suggest that 

mitochondrial manganese drives inflammation and that its selective chelation offers the means to reduce inflammation and potentially to reduce 

the metastatic burden in cancer. 

 

Poster 43. Impact of the hormonal environment on the tumor immune microenvironment 

Theodoly-Lannes Audrey (1) 

1 - Immunology from Concept and Experiments to Translation = Immunologie Conceptuelle, Expérimentale et Translationnelle (France) 

Estrogen and progesterone are the two main hormones in women and fluctuate throughout life, including during puberty, menopause, the menstrual 

cycle, and pregnancy. These hormones notably contribute to mammary gland remodeling through macrophages, as well as to fetal tolerance via 

the recruitment of immunosuppressive myeloid cells (MDSCs) and regulatory T cells (Tregs). These same immune cell populations, along with 

others, are also found within the tumor immune microenvironment. The aim of this study is therefore to investigate the indirect impact of the 

hormonal context on tumor development through immune cells, in the setting of non–hormone-dependent breast cancer. Our in vivo results suggest, 

for instance, an increase in tumor volume, enhanced metastasis, differential accumulation of various MDSC populations, as well as an increased 

proportion of Tregs 

 

Poster 44. N-Acetyl-L-Aspartate (NAA), a key player in leukemogenesis and resistance in the context 

of Acute Myeloid Leukemia (AML)? 

Lefeivre Thomas (1), Vignau Blandine (1), Poulet Arthur (1), Lauvinerie Claire (1), Villacreces Arnaud (1), Pasquet Jean-Max (1), Dumas Pierre-

Yves (1) (2), Guitart Amélie (1) 

1 - INSERM U1312 Bordeaux Institute of Oncology, Normal and Leukemic Hematopoietic Stem Cells Team (France), 

2 - Service d'Hématologie et Thérapie Cellulaire, CHU Bordeaux, Bordeaux (France) 

AML is a cancer where immature blood cells grow uncontrollably, preventing normal blood cell production; it includes various subtypes with 

different genetic features. Despite progress in care, relapse and resistance are common, leading to low survival and a need for new therapies. 

Analysis of AML cohorts showed that NAA levels correlates with overall survival (OS), suggesting its potential as a prognostic marker. Moreover, 

NAA levels were linked with genetic alterations: higher levels with FLT3 mutations or KMT2A rearrangements cases and lower levels with 

DNMT3A mutations. In vivo models confirmed the association between reduced NAA levels and improved survival. The transgenic model further 

showed that modulating NAA levels preserved normal haematopoiesis, while both models demonstrated that NAA levels influence leukaemia 

aggressiveness, engraftment, and OS. Overall, we identified NAA as a key regulator of AML biology, linking its level to aggressiveness, survival, 

and specific genetic subtypes. The fact that NAA depletion improves outcomes without impairing normal haematopoiesis stresses its potential as 

a safe and selective therapeutic target. 
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Poster 45. Deciphering metabolic and microenvironmental changes during glioblastoma progression 

and metastasis 

Séraudie Irinka (1), Paradan Ariane (1) (2), Dugot-Senant Nathalie (3), Lillo Sébastian (1), Pacary Emilie (4), Nikolski Macha (1) (2), Daubon 

Thomas (1) 

1 - Institut de biochimie et génétique cellulaires (France), 

2 - Centre de Bioinformatique de Bordeaux (France), 

3 - TBM-Core [Bordeaux] (France), 

4 - Neurocentre Magendie: Physiopathologie de la Plasticité Neuronale (France) 

Glioblastoma (GB) is the deadliest brain tumor with a median survival of ~15 month for patients following standard therapy [1]. Despite intense 

effort to overcome resistance and relapse by looking for new targeted therapies, survival has not improved following diagnosis those last few years 

[2]. Our team demonstrated that lactate, a brain major used metabolite, fuels GB and is constantly exchanged between tumoral and 

microenvironmental cells, thus promoting cancer cell growth and invasion [3][4]. Those exchanges occur between astrocytes, neurons, immune 

cells through monocarboxylate transporters (MCT1/2/4). To better explore GB metabolism among progression, we developed a somatic mice 

model of glioblastoma, that is more representative of tumoral progression and metastasis found in patients. This model is produce through the 

transformation of neural stem cells with the CRISPR-Cas9 technology inducing a KO of Nf1, PTEN and TP53 [5]. Our project use MACSima 

technology to spatially explore metabolic switch and infiltrated immune cells characteristics among GB progression. Here, we present the results 

of our first mice cohort describing the metabolic and immune adaptations that occurs during GB progression.  
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