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Introduction Proinflammatory activity by engineered IL18-Fc is not inhibited by IL18BP
= Interleukin-18 (IL18) is a proinflammatory cytokine that modulates both the innate and

adaptive immune responses. Although anti-tumor activity is observed in preclinical IL18BP Native IL18 is inhibited

studies, clinical trials testing recombinant IL18 were lackluster, presumably due to IL18-Fc O . by IL18BP, forming 1:1

upregulation of pM affinity ILI8BP and subsequent IL18 inhibition. _ heterodimers
= To combat the IL18BP negative feedback loop and improve on IL18’s poor drug-like :inl%neered O

properties, we created a series of stabilized, IL18BP insensitive, potency-modulated o o PFN

IL18 cytokines and fused them to one arm of our XmAb® heterodimeric Fc platform. GzmB

We also created surrogate mouse IL18 cytokines with equivalent properties for testing /\ IL18R1

in immune competent syngeneic mouse models. Finally, we extended our IL18
platform by creating bispecific molecules that more selectively target IL18 to T cells.

= Our IL18-Fc fusion proteins, enhanced by our Xtend™ Fc technology for longer serum Heterodimer Fc with ablated IL18RAP
half-life, features dramatically improved thermal stability, insensitivity to IL18BP effector function and Xtend
inhibition, and dose-dependent pharmacologic activity in vivo.
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>
IL18 - . — w | = Stabilized WT IL18 served as a platform to further engineer a series of potency reduced 1L18
Receptor 0 3 6 9 12 15 18 cytokines with near absent affinity toward IL18BP. Engineered IL18-Fc fusion proteins
A Time (d) maintain in vitro activity on KG-1 cells with and without IL18BP, and exhibit increased
\\ - - . - _ -
) A & 5-day MLR demonstrates T cell directed exposure in NHP with improved serum half-life.
/) activity of IL18v1l x PD1 = WT mIL18 was similarly engineered to create a series of surrogate cytokine Fc fusions. In a
| Y CT26 syngeneic tumor model mIL18-Fc fusions led to impressive tumor control in a dose- and
Fﬂ%‘”eered 60+ potency-dependent manner. mIL18v2-Fc, 100-fold potency reduced from WT, exhibited an
L/ < |[ g E‘;EMT ” optimal balance of in vivo potency and PK. Surviving mice from the study, majority from
e ce .. .
0 =1 D8+ T cell groups receiving miL18v2-Fc, were resistant to rechallenge.
L;: » Bispecific targeting of mIL18v1 to mPD1 demonstrated remarkable tumor growth
Heterodimer Fc 2 in_hibition that matched higher pot_ency u_nta_rgeted mlL18-Fc fusions, and activity
with ablated & 207 directed towards T cells was confirmed in vitro.
effector function = . e . . : C o
and Xtend B D H H H = Mono and bispecific IL18-Fc fusions exhibit robust anti-tumor activity in a
0 . —— . = surrogate mouse model and feature improved PK in NHP compared to WT IL18.
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