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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"-, SIRPaNOP and Fit3--) mice reconstituted
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