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ABSTRACT SUMMARY

Harnessing natural killer (NK) cells and their ability to mediate antibody-dependent cellular cytotoxicity (ADCC) forms rendering them inadequate for ADCC studies. Prior work has shown that human cytokine-transgenic hlL-2 NOG and one of three increasing cell doses. The onset of graft vs host disease and peripheral blood human immune cell subsets e Compared to conventional NOG mice, survival was
the basis for many ongoing immuno-oncology efforts. Currently, most preclinical in vivo studies of ADCC-dependent hIL-15 NOG mice support the development of human NK cells from engrafted human hematopoietic stem cells (HSCs). were monitored through the duration of this study. Results showed that hIL-15 NOG mice had a slightly diminished severely decreased in hlL-2 NOG mice and slightly
efficacy rely on syngeneic models, which mandate the generation and use of surrogate therapies to overcome Furthermore, the hlL-15 NOG model has been shown to support in vivo expansion and long-term engraftment of survival compared to conventional NOG. Nevertheless, hlL-15 NOG survived up to 7 weeks after PBMC engraftment diminished in hlIL-15 NOG mice

differences between mouse and human immune systems. These steps add time and cost, and can be particularly isolated human NK cells. These properties suggest hiL-2 NOG and/or hlL-15 NOG might also sufficiently support NK without any signs of graft vs host disease. Although hlL-2 NOG mice showed the best engraftment rate for NK cells . PBMC-engrafted hiL-2 NOG mice showed the highest
challenging for advanced antibody therapeutics (e.g. bispecific antibodies and antibody-drug conjugates). A cells following engraftment of peripheral blood mononuclear cells (PBMCs). Such a model could enable cost-effective and other immune cell subpopulations, the overall survival was severely decreased post engraftment. Comparing NK

engraftment rate early (day 13 vs day 18) for NK cells
humanized immune system (HIS) model that supports human NK cells could improve evaluations of human NK and efficient /in vivo studies of human NK cells and therapeutic human antibodies. To test this hypothesis, the cell-enagraftment in hIL-15 NOG and conventional NOG mice, we observed a tenfold increase of NK cell numbers in

cell-dependent cancer therapies. However, HIS models have largely failed to support human NK cell-engraftment, CIEA NOG mouse®(NOG), hlL-2 NOG, and hlL-15 NOG mice were engrafted with PBMCs from a single donor and at hIL-15 NOG mice independent of engrafted PBMC numbers making it a highly suitable HIS model for studying NK cells. * NK cell numbers in hiL-15-NOG vs conventional NOG

mice were 10-fold or more higher, independent of
engrafted PBMC numbers

BACKGROUND SURVIVAL, WEIGHTS, & HISTOLOGY hiL-2 NOG PERIPHERAL BLOOD ANALYSES
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Figure 1A: NOG, hIL-15 NOG, and hlL-2 NOG mice were engrafted (i.v.) with 2.5, 5.0, or 10x10"6 PBMCs (n=6/group) from the same donor. hIL-15 NOG NOG hIL-15 NOG NOG
Figure 1B: Mice were ble_d Once a week_to determine the human immune cell engraftment (hCD45+)_ and human T ce_II, B cell, NK cell, NKT_ceII, Figure 5: Human immune cell engraftment in hiL-15 NOG vs NOG mice. Data from peripheral blood analysis of human T cells (A), B cells (B),
and neutrophil counts. Single cell solutlons_ of spleen, bone marrow, anc_:l thymu_s were analyzed similarly. No irradiation was performed prior NK cells (C), and monocytes (D), performed at 18, 25, and 32 days post PBMC engraftment. Single donor’s cells were engrafted into both
to PBMC engraftment. PBMC-engrafted mice were produced at Taconic Biosciences. All downstream analyses were directed and/or models at the color-code indicated cell doses. NOG: ©:6 per group: hiL-15 NOG: ES_& 3-5, and 1-4 per group at day 18, 25, or 32 post
performed by EPO GmbH. engraftment, respectively.
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