Abstract n° EACR23-0099

2023

Approach using « second generation » immune checkpoint inhibitors for the
treatment of triple-negative breast cancer

@

Marie Ancion , Diane Bruyére , Elodie Hendrick , Charlotte Pilard , Patrick Roncarati , Célia Reynders , Thomas Lerho , Margaux Luyckx , Michaél Renard , Olivier Peulen , Philippe
Delvenne , Michaél Herfs , Pascale Hubert

INTRODUCTION
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In the last decade, immune checkpoint blockade has known notable advances with anti-CTLA4 and PD-1/PD-L1 agents. However, only a subset of
patients benefit from these therapies, while the majority shows limited or absence of response. Breast cancers, highly heterogeneous in both their
prognostic and response to treatment, are typically divided into 4 molecular subtypes: luminal A, luminal B, HER2 and basal-like. The latter, also called

triple-negative breast cancer (TNBC) represents 10-20% of invasive breast cancers.

To this day, no TNBC-specific treatment exists, due to the absence of expression of ER, PR and HER2. Tumor cells being able to express several different
immunosuppressive proteins — e.g. VISTA, CD47, PVR,...-, the blockade of a novel immune checkpoint could represent a promising strategy to treat so

far unresponsive cancers.

The aim of this research project is to highlight new
immune checkpoints and to study the impact of
their inhibition on triple negative breast cancer
models.
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RESULTS

Protein expression of VISTA, sirp-o, CD47 and PVR is higher in human TNBC

VISTA, sirp-a, CD47 and PVR are expressed on both tumor and TME- cells of mouse syngeneic tumors
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CONCLUSIONS AND PERSPECTIVES

Our observations have allowed us to narrow down the list of potential targets to VISTA, PVR, CD47 and sirp-a. Monoclonal antibodies and chemical agents targeting our checkpoints have been selected and their effect on proliferation and apoptosis
of the tumor cells has been assessed. The antibodies and inhibitors have been tested in the appropriate syngeneic mouse models. We demonstrated that the blockade of our selected checkpoints efficiently decreased tumor growth in mice. The
blockade of VISTA in our 4T1 model elicits a decrease in regulatory T cells and an increased M1/M2-like macrophages ratio. Further investigation needs to be conducted in order to unravel the precise mechanisms involved in the deceleration of

tumor growth in treated mice.

The authors thank the FNRS, the Télévie, the Léon Fredericq foundation and their colleagues at ULiége who, together, made this

thesis project possible.

A

cknowledgements

Fancaticn

4.4
| d.ddL
VV:VVV
Léon Fredericg
N e

# LIEGE université

GIGA institute w

Contact: marie.ancion@uliege.be




