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Introduction Experiments

Immune cells within the tumor microenvironment are now well recognized as targets of In vivo evaluation of T-cell engager antibodies Immune cell engraftment and immune cell composition in TME vary among mouse
interest for cancer treatment. « PBMC or hCD34* engrafted immunodeficient mice strains and among tumors

Many findings from conventional animal models do not apply to humans due to o TCE treatment induced a marked tumor regression in humanized mice implanted « Cytokine expression drives immune cell engraftment, therefore the use of transgenic
intrinsic differences between species. This fact would explain the great need for with solid tumor ﬂ?,'gggee"spgﬁﬁsﬁﬁ Egﬂan cytokines is helpful to increase the differentiation of myeloid
humanized mouse models that will accurately support the preclinical development of such

. e The immune cell profile is dependent on the tumor model and several models are
therapeutic approaches. F
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Advantages/limitations of each HIS model

In vivo evaluation of NK-cell targeting compounds
o NK-engrafted super immunodeficient mice.
o NK therapy demonstrated a highly increased survival time in humanized mice
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Experiments tumor implanted in humanized mice

In vivo evaluation of engineered T cells Tumor infiltration (Immune cells)

e There is no unique HIS tumor model that mirrors the tumor in patient and the

animals

Virus-based compound (Donor A) We must be critical when searching for the right animal model

IL-2 Timepoint 1 IL-2 Timepoint 2 Virus-based compound (Donor B)

o CAR-T cells reduced bioluminescence signal in disseminated blood tumor bearing mice, Fomq o Vehicle Compound X complexity of the cancer microenvironment, implying the most appropriate model to
resulting in an increased survival time. § T Compounax it be considered and selected to answer a specific question.
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