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Syngeneic CD3 humanized and CD34*-reconstituted BRGSF mice as validated tool to
assess immune-related adverse events of T cell engagers

Perrine Martin-Jeantet!; Gaélle Martin’; Angela Pappalardo'; Florence Renart-Depontieu’; Patricia Isnard-Petit!; Yacine Cherifi'; Fabiane Sénego'; Kader Thiam'
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Background: T cell engagers show high efficacy in B cells malignances. Immune-related adverse events (IrAE), including cytokine release syndrome (CRS), is reported in patients due to on-target off-site effects of T cell engagers. Translational and predictive assays
to assess IrAE of T cell engagers are key to avoid pitfalls in clinical trials. Syngeneic CD3 humanized mouse models enable the assessment of human-target antibodies in a fully immunocompetent mice, displaying a functional crosstalk among stroma, tumor, and
immune cells. The main limitation of such models is that the read-out is focused on mouse biology. Alternatively, immunodeficient mouse models reconstituted with human CD34* cells enable the assessment of human biology in a context of functional interaction of
human immune and tumor cells, with a partial interaction with mouse stroma cells. Here we show the assessment of anti-CD3-induced CRS in a syngeneic CD3 humanized model as well as in BRGSF (Balb/C Rag2' IL2Ry", SIRPcNOP and FIt37-) mice reconstituted

with CD34" cells. Pan CD3 humanized mice BRGSF-HIS mice

A versatile syngeneic model for T cell engagers assessment T cell engager-induced anti-tumor response Snapshot on human immune cell subset

BRGSF highly immunodeficient with reduced murine myeloid cells
Normal lifespan and stable reconstitution overtime
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« OKT3 induces cytokine release and body weight drop, suggesting that Pan hCD3 mice can
« Anti-CD3 x TAA BsAb induces mouse cytokines production in a concentration-dependent manner recapitulate CRS observed in humans www.genOway.com
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