XmAb143, an engineered IL18 heterodimeric Fc-fusion, features improved stability,
reduced potency, and insensitivity to IL18BP

Introduction

» |nterleukin-18 (IL18) is a proinflammatory cytokine that modulates both the innate and adaptive
immune responses. Preclinical studies have demonstrated anti-tumor activity in animal models,
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IL18-Fc is stabilized, potency reduced, and insensitive to IL18BP based inhibition
Stabilized IL18-Fc has greatly improved PK in mice
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IL18 was stabilized by 20°C, enabling improved solution behavior and facile purification
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IL18-Fc promotes NK, T cell proliferation and
IFNy production in huPBMC-engrafted NSG mice
(GvHD model)

Engraft MCF7 cells into
huCD34+ mice

IL18-Fc demonstrates tumor growth inhibition, T cell proliferation and
activation in CD34+ humanized mice

Allow 3 weeks for

In NHP, IL18-Fc exhibited no clinical observations
and slow receptor-mediated clearance

Stabilized WT IL18-Fc is rapidly cleared

IL18BP

Count and analyze Active IL18-Fc exhibits greatly improved PK

lymphocytes by flow cytometry

Dose with test articles,
weekly
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