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Background: Depletion of undesirable immune cells has shown to be a promising approach to treat cancer. B-cell depleting antibodies such as rituximab are often used to
treat patients with lymphoma and was shown to improve patients’ survival. Cell depletion can be triggered by antibody-dependent cellular cytotoxicity (ADCC), antibody-
dependent cellular phagocytosis (ADCP) and complement-dependent cytotoxicity (CDC). ADCP and ADCC activities are mediated by Fcy receptors (FcyR) expressed on
immune cells such as natural killer (NK) and macrophages. Translatable assessment of cell-depleting agents in preclinical models requires the presence of functional
immune cells and expression of FcyR receptors. Importantly, FcyR expression in mouse and human are distinct, thus increasing the complexity of depleting-antibodies
assessment studies in preclinical models. Herein, we described two preclinical humanized models for assessment of cell-depleting agents.

1. BRGSF-HIS model features 1. Humanized FcyR model features
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* FcyR humanized mouse model expresses human FcyR with a “human-like” distribution

2. FcyR expression in Flt3L-boosted BRGSF-HIS mice

Thioglycollate 2. Similar expression of FcyR in hFcyR mice and human PBMC
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* FcyRI, Il and Il are expressed on peritoneal macrophages and BMDM

3. Anti-CD20 induced depletion of B cells in hFcyR mice
3. Ex vivo ADCP induction using CD47-TAA BsAb
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4. FcyR-mediated function in BRGSF-HIS mice
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the two humanized models described here, confirming their value to assess
efficacy of depleting agents. Although the fully functional immune system
and the expression of humanized FcyR on stromal cells is an advantage of
the hFcyR model, assessment of mouse biology is a drawback. BRGSF-
HIS mice could be used to assess depleting agents in the presence of
human immune cells.

* RTX induces circulating mature B-cell depletion, suggesting FcyR-mediated monocytes and NK cell cytotoxicity
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