CONCLUSION

Unleashing natural IL-18 activity using an anti-IL-18BP

blocker antibody induces potent immune stimulation _ _ * =

and anti-tumor activity
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Background

Conventional cytokines have limited anti-cancer efficacy mostly due to narrow therapeutic window and systemic adverse
effects. IL-18 is an inflammasome induced proinflammatory cytokine that enhances T and NK cell activity and stimulates
IFNg production. The activity of IL-18 is naturally blocked by a high affinity endogenous binding protein (IL-18BP). To study
the expression of IL-18 and IL-18BP in the tumor, we measured their levels in tumor derived supernatants (TDS) by ELISA
assays. To unleash endogenous bound IL-18 activity we generated COM503, high affinity anti human IL-18BP antibody (Ab).
COMS503 activity was examined in T and NK cell-based assays. For mouse in vivo studies, a surrogate Ab was generated and
examined in multiple models either as monotherapy or in combinations with immune checkpoints (ICP) blockers.
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Inflammasome induced cytokines such as IL-18 and

IL-1b are abundant in the tumor microenvironment
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A. I1L-18 and IL-1b are inflammasome derived cytokines with opposite effects in the tumor microenvironment (TME). B. Levels
of cytokines in TDS across indications.

IL-18 is upregulated in cancer patient serum and pathway

is elevated in the TME across indications
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A. IL-18 levels in serum of cancer patients are increased compared to levels in healthy donor serum. B. [L-18 levels in TDS across
indications. C. IL-18 levels in TDS are increased compared to levels in serum. D. IL-18 receptor a subunit (IL-18Ra) expression is induced
on tumor infiltrating lymphocytes (TILs) in the TME compared to periphery. Statistical analysis was preformed using paired t test (two
tailed). P <0.001***, P < 0.0005****

IL-18BP-Bound IL-18 levels in the TME are above
amount required for T cell activation in vitro
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A. Schematic representation of assay setup. B. Recombinant (r) human IL-18 increased IFNg release by stimulated CD8+ tumor
infiltrating lymphocytes (TILs) in TILs-tumor cells co-culture assay in a dose-dependent manner. Activity was seen with as low as 1ng/
ml of IL-18. C. Levels of bound IL-18 in TDS across indications are mostly above the level required for in vitro T cell activation. IL-18BP-
bound IL-18 levels were calculated by deducting IL-18 free from total IL-18 measured for each sample by two separate ELISA kits.
Dashed red line represent the level required for functional activity (1.5ng/gr).

IL-18BP binds IL-18 with high affinity in human and mouse
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A-B. Human (A) mouse (B) IL18-IL18BP
interaction measurements in KinExA.
Foreach runin KinExA, two curves with
different column binding protein (CBP)
concentrations were run and analyzed
using n-curve analysis to determine
the Kd.
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* IL-18 is upregulated in the TME and is mostly bound by IL-18BP * COM503, a potential first-in-class, high-affinity anti-IL-18BP Ab, induces human T and NK cell responses in-vitro
* In mouse, anti-IL-18BP Ab induces potent anti-tumor responses and pronounced TME-constrained immune activation, this in contrast to systemically administered therapeutic cytokines,
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IL-18BP is upregulated in tumor associated macrophages in the TME
and expressed across multiple human cancer indications
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COMS503 a fully human, high affinity anti-IL18BP

antibody restores human TIL and NK cell activity
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A. COM503 increased IFNg release by stimulated human CD8+ TILs in TILs- tumor cells co-culture assay in the presence of endogenous IL-
18BP and rIL-18. B. COM503 displaces pre-complexed IL-18-IL-18BP to increase IFNg release by NK cells in the presence of IL-12. C. COM503
increased IFNg release by PBMCs in the presence of endogenous IL-18BP rIL-18 and IL-12. COM503 effect was similar to engineered IL-18
that does not bind IL-18BP. D. COM503 displaces pre-complexed IL-18-IL-18BP to increase IFNg release by by CD8+ CMV-specific T cells in
CD8+ CMV-tumor cells co-culture assay as mono and in combination with COM701 (aPVRIG) /COM902 (aTIGIT) /Pembrolizumab (aPD1) Ab.

Anti-mouse IL-18BP antibody demonstrates monotherapy
activity across murine syngeneic tumor models
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A-C. Anti-mouse IL-18BP Ab inhibits tumor growth in EQ771 orthotopic mouse breast tumor model (A) MC38ova mouse CRC tumor model (B)
and B16F10-hmgp100 mouse melanoma tumor model (C). Tumor volumes are represented as the Mean volume + SEM. Treatment initiated at
tumor volume of 120mm? and 250mm? for MC38ova and EQ771 respectively, on day 4 for B16gp100, and was injected twice a week for 3 weeks.

Anti-mouse IL-18BP Ab demonstrates combo activity with anti-PD-L1,
modulate the TME & induces immune memory in E0771
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response. PR- partial response
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Anti-mouse IL-18BP Ab modulates tumor
microenvironment without affecting the periphery
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Anti-IL-18BP Ab is expected to have a better
therapeutic window compared to recombinant cytokines

A. B. C57BL/6 mice were
IFNy IL6 subcutaneously injected with
MC38ova cells and treated with

200+ 5000- - Isotype control

- alL-18BP Ab .

| . Spleen Weight . :
2190 ziﬁﬁﬁ - s P 9 anti-mouse IL-18BP Ab, isotype

E o0 £E ngineered IL-18 250- .
> D 000- dkdk control, PBS, or engineered
50 1000- 200- . IL-18 (engineered IL-18 does
S T R T - 150- not bind IL-18BP) twice weekly.
Time after 4th treatment Time after 4th treatment £ A. Serum was analyzed 4 and
TNFa, MCP1 1007 24hr after the 4th treatment for
300 400 50 presence of indicated molecules
= 200- — 0 - IFNg, TNFa, IL6 and MCP1.
2 52001 Qq,"o & B. Administration  anti-miL-
1001 & N 18BP Ab to mice did not result
: . " T S S— ~ in splenomegaly in contrast to

rlL-15:IL-15Ra complex.

Time after 4th treatment Time after 4th treatment

which generate a non-localized inflammatory response * Taken together, blocking IL-18BP is a promising novel approach to harness cytokine biology for the treatment of cancer




