An IL15/IL15Ra heterodimeric Fc-fusion engineered for reduced potency
demonstrates an optimal balance of in vivo activity and exposure
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Introduction Potency-reduced candidate XmAb24306 promotes enhanced and sustained lymphocyte

- IL15 s a highly active cytokine that stimulates NK and CD8* T cells expansion and has improved tolerability in monkeys compared to WT IL15/IL15Ra-Fc
= Unlike IL2, IL15 avoids biased Treg activation
= The IL15/IL15Ra. complex is presented in trans to NK and CDS8* T cells In vitro proliferation of huPBMCs Pharmacodynamics (PD) of single-dose WT IL15/IL15Ra-Fc or XmAb24306 in cynomolgus monkeys
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Potency-reduced IL15/IL15Ra-Fc combines productively with anti-PD1 in GVHD and anti-

. . . . . tumor models
XmADb24306 Is engineered for optimal activity with

reduced pOtenCy and eXtended In Vivo half—llfe Human CD8* T cell counts GVHD is exacerbated Anti-tumor activity Peripheral T cell expansion
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= Potency-reduced IL15/IL15Ra(sushi domain) is attached to Xencor’s well-validated heterodimeric Fc

domain Mechanism-based PK/PD model predicts optimal affinity to promote maximal PD

» The Fc domain is further modified to eliminate FcyR interactions and contains Xtend Fc technology to
promote longer half-life and extended pharmacodynamics (PD)
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Potency reduction does not impact gene expression pattern when adjusted for dose | _ _
» Simulated RO-AUC predicts experimental PD

Decreasing affinity = = Albumin decrease is best predicted by RO-Max
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= NanoString gene expression analysis of huPBMCs + XmAb24306, WT IL15/IL15Ra-Fc, IL2, or IL15 - XmAb24306 demonstrates more §l_Jst§1|ned in vivo lymphocyte
dosed at proliferation EC50 for 48 hr. " Model demonstrates that reduced potency prolongs exposure proliferation and improved tolerability in monkeys compared to WT
» XmAb24306 promotes similar gene expression compared to WT IL15/IL15Ra-Fc, IL2, and IL15 = Model demonstrates that an optimal K, exists for maximal PD (T cell expansion) IL15/IL15Ra-Fc
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