Preliminary results of a phase 1, first-in-human, dose escalation study of the anti-CCR8 cytolytic antibody,
CHS-114 (formerly SRF114) Iin patients with advanced solid tumors
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INTRODUCTION METHODS
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suppression within the TME by recruiting T cells, turning cold tumors —
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. Anti-CCR8 mAb mediated depletion of intratumoral Tregs results in evaluate CHS-114 in patients with advanced solid tumors and patients must be willing to undergo pre- and on-treatment CHS-114 DL-B n=5 Toripalimab 240 mg Q3W (n=3-6)
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Off-target binding | o | - Primary endpoints: rate of DLTs and TEAES, with overarching objective of determining two
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DOSE Level 2
mAb2 1 * Dose-limiting toxicities (DLTs) were evaluated - =S  Exploratory pharmacodynamic endpoint: Changes in frequency of CCR8-expressing immune cell subsets
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Comparator 3 SEMA4B Demographics Baseline Characteristics AE Summary N=20 Majority of TEAEs Consistent With Advanced Disease; Low Rate of High Grade TEAEs
n (%) n (%) Treatment emergent adverse event (TEAE), n (%) 19 (95) TEAEs and Treatment-Related TEAEs Occurring in = 10% of Patients (N=20)
GPCRs are challenging antibody targets due to limited surface protein Age Median years (Range) 67 (47, 84) ECOG PS 6 (30) CHS-114-related AE, n (%) 8 (40)
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1 o2 . image analySiS on dlgltally scanned slides [ E e A) CHS-114 selectively depletes CCR8+ Tregs. Total frequency of CCR8+ Tregs from baseline (left) and percent decrease of total Tregs (right) was measured B) CHS-114 Mean (+SD) serum concentration (Semi-Log) - time profile after single dose of CHS-114
0- . . _40 in peripheral blood mononuclear cells (PBMC) by a flow-cytometry assay at DL3-DL7. CCR8+ Treg depletion was stable through cycle 1, with > 85% of CCR8+ (cycle 1). CHS-114 PK exposure increases with dose. Dose proportionality is observed at all dose levels.
Anti-PD1 - + - + (n=4). F) PrOdUCUOn Of pI’O-Inﬂammatory T | T | | | | | | Tregs being depleted for all dose levels tested, confirming the proof of mechanism. Additionally, depletion was observed at DL3 (and higher doses), which was PK elimination is linear over all dosing levels with a half-life of approximately 10 days (range: 9-17 days).
Ant-CCR8 = = 4+ cytokines and chemokines in BI16F10 ST e T opdlation, confirming the Spocificity of CHEIA for CCRBT Treus, Tregs were defined as CDIZviow CDDERIGh 2alls within the CDE+ Chas T el poptiation e PIC datacut date was March 26, 2024
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Control Anti-PD1 Anti-CCRS Combo detected by Luminex assay In snap-f_rozen
M-CSE-1 Z-score and | Iy.sed tumor_s Study Day 8 (n—3-.4). CONCLUSIONS
{ L - 4 Statistical analysis was performed using
- - IL-27 g log-rank test (B) or one-way ANOVA
— MIP-1 N . . : : : : : : : : : : C :
n I VCA§_1 --2 (A, C, E). "p<0.05, **p<0.0], 0<0.001, * CCRS8 is a GPCR that shows preferential expression on tumor resident Tregs and has promise as a * CHS-114 PK exposure increases with dose, is approximately dose proportional, and the elimination
] ETESF 4 **p<0.0001. drug target for selectively targeting immune suppression in the tumor microenvironment appears linear with a half-life of about 10 days (range 9-17 days)
f;‘_ﬁ’gV * CHS-114 is a novel afucosylated human IgG1 mAb that selectively and potently targets human CCRS8 * Depletion of peripheral CCR8+ Tregs was observed and depletion was maintained over the dosing
IFNy Reference: Panduro, Marisella, et al. “Depletion of CCR8+ with no off-target binding and has the potential to overcome Treg immune suppression in the TME by interval, establishing proof of mechanism
ThFa tumor Treg cells with SRF114 or anti-CCR8 therapy recruiting T cells o _ _ _ . _
'EL(;fa . promotes robust antitumor activity and reshapes the * Preliminary results and acceptable safety profile support further evaluation of CHS-114 in combination
IL-18 xiﬂ‘e‘ﬁ,,r“c'gfceer;\’ggs”eg‘fcfggvgarsduZg?eor;eeﬁtr‘z;gg;;f‘matory * CHS-114 has demonstrated an acceptable safety profile in heavily pre-treated patients with advanced treatment with the anti-PD-1 antibody, toripalimalb, and other IO agents
MIP-Ta 5125-5125. - solid tumors, with no DLTs reported to date
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