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. INTRODUCTION

Acute lymphoblastic leukemia (ALL) is the most frequent childhood cancer and arises from 2. OSE-127 reduces the leukemic burden of MRD PDX models of B- and T-ALL, 4. The anti-leukemic mechanism of action of OSE-127 is driven by its antagonist activity and by macrophage-mediated ADCP
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The Interleukin 7 receptor (IL-7R) plays a pivotal role in the development of B- and T-ALL. o s S 20- :’:s7ponsive L | | ‘
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shown to promote T-ALL4. Moreover, overexpression of wt CD127 was sufficient to induce - o e
malighant transformation and IL-7-independency in ALL®’. Moreover, other mutational events A) Level of phosphorylated STAT5 in leukemic cells after IL-7 stimulation +/- OSE-127 treatment. B) Survival of mice engrafted with an IL-7
such as NOTCH1 and RAS alterations may fuel IL-7R-mediated tumor progressions. unresponsive B-ALL treated with OSE-127 or vehicle (n=10, each) in an overt-leukemia PDX model. C) Representative image of human

A) CD127" ALL PDX mice were treated with OSE-127 (5mg/kg) or a control macrophages (labeled in green) engulfing T-ALL PDX cells (labeled in red) after isotype control or OSE-127 treatment. D) Dose response
We and others have previously shown that CD127 (the IL-7Ra chain) can directly be targeted (n= 1 to 10 mice/patient) starting the day after leukemia injection, modelling induction of phagocytosis induced by OSE-127 treatment.
using research grade IgG1 monoclonal antibodies (mAbs) leading to significantly reduced an MRD-situation. B) Difference of frequencies of PB blasts (delta % PB . . o
leukemic burden in patient derived xenograft (PDX) models of B- and T-ALL310, Despite blasts) between control and OSE-127 treated animals was evaluated via flow E Correlation .Of ADszLnd ﬁD127 F Corre.latlon ofin vitro ADCP and G OSE._127 H O.SE_.127 LALAPG | O.SE_.127-LALAPG
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The aim of this study was to evaluate the preclinical efficacy of OSE-127 treatment in ALL. C) Kaplan-Meier log-rank statistical analysis of PDX mouse survival. D) \e§\09« \@Z&

Minimal residual disease (MRD) measurement by PCR for patient-specific

immunoglobulin/T-cell receptor rearrangements in mice of samples showing E) Correlation between OSE-127 treatment induced ADCP levels and E) the level of CD127 expression on leukemic cells or with F) in vivo

:] curative efficacy. efficacy of OSE-127 treatment. In vivo leukemic burden following control, G) OSE-127 LALAPG or OSE-127 treatments in mice engrafted
with H) DND41 or I) NALMG cells.

1. CD127 (IL-7Ra) surface protein is expressed in more than 80% of ALL cases 3. OSE-127 reduces the leukemic burden of overt leukemia in vivo models of B- and T-ALL and synergizes with polychemotherapy

In vivo response to OSE-127
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CD127 surface expression was prospectively measured via flow cytometry in 371 diagnostic A Setup of phase2-like overt leukemia PDX-study B
blood or bone marrow samples of pediatric ALL patients in accordance with iBFM-FLOW e mics)
standardsi?. Blasts were identified within the CD45dim/CD19+ (B-ALL) or CD45dim/CD7+

(T-ALL) cell populations.

o CD127 (IL-7Ra) is expressed in more than
80% of B- and T-ALL cases.
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o OSE-127 immunotherapy efficiently targets

B- and T-ALL in vivo in MRD and overt
. leukemia settings and synergizes with
Therapy scheme of overt leukemia PDX-study NP7 standard of care polychemotherapy.
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