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Background: Therapeutic antibodies have revolutionized treatment of cancer. Enhanced activity of therapeutic IgG can be achieved by the modulation of Fc binding to Fcy receptors (FcyR) which will modulate the Fc-effector function triggered upon crosslinking
target effector cells by the therapeutic antibodies.

We report here a novel mouse model expressing humanized FcRI, FcyRIIA, FcyRIIB, FcyRIIIA and FcyRIIIB, instead of the mouse versions. This model was intercrossed with the previously described hSA/hFcRn mouse model (Viuff et al., 2016), which has
shown to improve translatability of PK assessment of therapeutics with extended half-life via FcRn recycling and/or hSA binding.
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2. Functionality of hFcyR 4. Anti-flu-GRLR — Fe-nuil Conclusion: Humanized FcyR model represents a useful tool for
2.1. Ex vivo ADCC by NK cells testing efficacy of Fc-engineered antibodies in several therapeutic
- NK cells isolated from the spleen of WT or hFcyR mice loaded with B16F-10-CD20 cells loaded with 5'Cr (ratio 10:1) in domains: autoimmunity, immuno-oncology and viral infection.
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= Anti-Flu mAb increases survival of Influenza A-infected hFcyR mice
= Anti-Flu antibody with enhanced Fc binding improves protective activity and
— Rituximab induces higher ADCC in NK cells from hFcyR mice compared to WT mice outperforms the WT antibody _ _
— Obinutuzumab, featuring an engineered Fc portion to enhance binding to FcyRIll (Mdssner et al., Blood, — No protective activity shown by Fc-null version of anti-Flu mAb

2010), induces higher lysis than Rituximab (regular Fc) in NK cells from hFcyR mice
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