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tumor activity with potentially improved therapeutic index compared to native IL12 agents ‘:sxencor
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Introduction Potency-reduced IL12-Fc are engineered for optimal activity and extended serum half-life
= Interleukin-12 (IL12) is a heterodimeric proinflammatory cytokine produced by activated Mechanism and anti-tumor effects of IL12 Design and analytical characterization of IL12-Fc heterodimers
antigen-presenting cells that induces differentiation of Th1 cells and increased proliferation and
cytotoxicity of T and NK cells. R S
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created IL12 heterodimeric Fc-fusions (IL12-Fc) with reduced potency in order to improve Figure 1.1L12 is a heterodimer consisting of p40 and p35 subunits that signals through the STAT4 pathway. IL12 may help order to reduce potency and the Fc domain is modified to eliminate FcyR interactions. The Fc domain may also be modified
tolerability, slow receptor-mediated clearance, and prolong half-life compared to native IL12 to turn non-inflamed, cold tumors into inflamed, hot tumors that are amenable to checkpoint inhibitor therapy by inducing with Xtend™ Fc technology to promote longer half-life. IL12-Fc heterodimers can be produced in high yields and are
agents. proliferation of NK and T cells and by production of IFNy. purified using standard methods (protein A and IEX chromatography).
IL12-Fc with reduced in vitro potency were engineered in Potency-reduced IL12-Fc show strong anti-tumor activity and PD response as single-agent and in combination with anti-PD1
order to improve therapeutic index Anti-tumor efficacy at day 33 Tumor volume - Spider plots In vivo pharmacodynamics (PD)
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Figure 4. In vitro activity of rlL12, WT IL12-Fc, and lead potency-reduced 1L12-Fc were assessed on activated human PBMCs g monoclonal antibodies, indicating that IL12-Fc-v1 has a long proliferation of CD8" T cells, increased PD1 expression, and increased serum IFNy in mice.
by measuring intracellular pSTAT4 by flow cytometry (left) and IFNy production in a mixed-lymphocyte reaction (MLR) (right). 0.4 s e e — half-life and favorable stability in the absence of TMDD. = These results support further testing of potency-reduced IL12-Fc as a potential novel cytokine
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