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Introduction PDL1-IL15 Affimer® fusion proteins reverse T cell exhaustion PDL1-IL15 Affimer® fusion proteins enhance immune cell
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5P 5 y display P 5 5 ' and exhausted T cells (Tex) was used to assess reversal of Tex hypo-responsiveness in the presence of test tumor cell death than PD-L1 only control protein.

Affimer® Key Feature 1 - Small & Specific molecules and controls.
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+ 1/10th size compared to antibodies. * IFN-y, a major cytokine released by cytotoxic T cells important for anti-tumor response, was measured.
:  High specificity and ability to generate binders to difficult targets. * PDL1-IL15 Affimer® fusion proteins induce higher levels of IFN-y release than PD-L1 only or non-targeted IL-15
Affimer® Key Feature 2 - Mix & Match control proteins, and higher levels than anti-PD1 (Nivolumab) or anti-PDL1 (Atezolizumab).
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Here we show novel immunocytokines that consist of Fc half-life extended Affimer® antagonist to®PD L1 fused cells (CD3+) from PBMC donors and repeatedly stimulating using CD3/CD28 Dynabeads®. In vitro generated moDCs were combined with hPD-L1 MC38 syngeneic tumor model
to human Interleukin 15 (IL-15) receptor alpha sushi domain and human IL-15 (PDL1-IL15 Affimer® fusion Tex cells to create MLR pairs (N=2 donor pairs), which were then cultured with indicated molecules, nivolumab or left untreated for 5 . AVA32-02 inhibi " of hPD-L1-MC38 - . hod oht | Hich
proteins). days. As a control, MLR cultures with moDCs and non-exhausted T cells (Tconv) were included. IFN-y was measured by ELISA. -UZ Inhibits growth o = tumors with transient body weignt loss which recovers.
+ IL-15 signals through the IL-2 receptor beta chain and the common gamma chain (IL-2RB/y) and induces PDL 1-1L15 Affi ® fusi tei ind lif ti d * AVA32-02 increases tumor-infiltrating CD8+ T cells and NK cells without increasing NK cell numbers in
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reverse the immunosuppressive tumor microenvironment by enhancing T and NK cell activation, while also *In human PBMC cultures, PDL1-IL15 Affimer® fusion protein AVA32-02 induces proliferation and activation of - Ve - T 1+ Vehicle
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Figure 3 and Table 2. Activity of PDL1-IL15 Affimer® fusion proteins or O . O ; ﬁ O © % Zo_ﬁfm * PDL1-IL15 Affimer® fusion proteins show the following characteristics:
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. oM PD-L11gG1 1 65.11 NA replicates). (A) Example cell proliferation flow plots of cell subsets cultured with target molecules at 0.2nM. (B) Proportion of divided
PD-L11gG12 10.74 NA cells in the indicated subset. (C) Proportion of CD25+ cells in the indicated subset cultured at different compound concentrations. e Further preclinical development of PDL1-1L15 Affimer® fusion proteins IS ongoing,
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