Casdozokitug, a novel IL-27 inhibitor, in combination with PD-(L)1 and VEGF blockade in
hepatocellular carcinoma: Results from the CADILYZE™ Phase 2 study
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Background

« Casdozokitug (CHS-388) is a first-in-class human monoclonal antibody
that binds with high affinity to the |L-27 p28 subunit, thereby blocking
IL-27/1L-27R signaling and reversing IL-27-mediated immune
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with Clinical Response

Early On-treatment Increase in IFN-y Is Associated with Clinical Benefit

CADILYZE™ 201: A Phase 2 Trial Evaluating the Efficacy and Safety
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for enhanced NK cell-mediated cytotoxicity
* In the Phase 1study (NCT04374877), casdozokitug demonstrated a

Response-associated on-treatment changes in
circulating protein biomarkers. (A) Significant increase
in circulating IFN-y at C2D1compared with baseline in
responders (R; CR/PR, n = 11) but not in non-responders
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unresectable 1L metastatic HCC, with responders exhibiting increased

NK cell activity and early serum IFN-y increases? Casdozokitug in combination with atezolizumab/bevacizumab

demonstrated:

Stronger Peripheral T and NK Cell Activation Signatures
in Responders (PBMC RNAseq)
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* The clinical study schema and biomarker plan for the ongoing
CADILYZE™ 202 study (NCT06679985) that compare the casdozokitug/
toripalimab (PD-1 monoclonal antibody)/bevacizumab triplet to

 Clinical response irrespective of viral status (eg, HBV, HCV, none)
* A CRrate of 17.9%, which is higher than the 8% or 3% CR rate reported
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IL-10-mediated signaling pathway (GOBP)
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 The combination had an acceptable safety profile, with AEs consistent
with the known profiles of the individual agents and no new safety
signhals observed

IL-27 Suppresses Antitumor Immunity in the Tumor Microenvironment
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On-treatment transcriptomic changes (C2D1 compared with pre-treatment, C1D1) correlate with clinical response.
Pre-ranked GSEA on R vs NR (n =7 per group) in C2D1-C1D1 differences in PBMCs. R compared to NR, show a clear enrichment
of pro-inflammatory/antitumorigenic pathways (including NK cell activation, IFN-y response, CD8 T-cell cytotoxicity, and cell
cycle) and suppression of signatures associated with monocyte and IL-10, as well as IL-27 co-expression genes (HCC-TCGA).
Vertical dotted lines indicate a P-value = 0.05. Statistical test: Limma for differential analysis of genes, fgsea for gene set
enrichment analysis.

IL-27 constrains NK cell
immuno-surveillance®

Casdozokitug in Combination with Atezolizumab and Bevacizumab (SOC)
in HCC Demonstrated Improved Antitumor Activity, Including Depth of Response
(CR Rate)

Best % Change from Baseline in Sum of Target Lesions (n = 28)
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Key secondary
endpoints:

Proteomic analysis of paired C1D1and C2D1serum samples from HCC participants with casdozokitug/atezolizumab/

Phase 1 Dose Escalation and Dose Expansion Study
bevacizumab treatment (n = 28) by MSD assay (A) and Olink Explore HT platform (B). On-treatment (C2D1) samples show

of CanOZOkltug in Solid Tumors (A) significant increase of immune-activating cytokines including TNF, IL-12, and IFN-y; (B) upregulated interferon-stimulated therapy Arm B: DoR, PFS
proteins (IFIT1, IFIT3) and chemokines (CXCL9, CXCL10, CXCL1), and downregulated angiogenic factors (PRND, TIE1, CXCL16). « Child-Pugh A T - Toripalimab 240 mg +
. . Significant proteins, shown in red and blue in (A, B), were defined with P < 0.05 and median fold-change > 1.2. Statistical test: - Bevacizumab 15 mg/kg +
Dose Escalation Completed Dose Expansion Completed paired Wilcoxon test (A); paired t-test (B); horizontal and vertical dotted lines indicate P-value = 0.05 and fold change = 1.2, * ECOG PS score: Casdozokitug dose level B Secondary endpoints:
Monotherapy dose escalation (g4w) in participants with 10 mg/kg g4w casdozokitug (3w in the pembrolizumab respectively. Oort OS, DCR
advanced solid tumors combination) « Controlled HBV or
+ 8dose levels explored 6 Cohorts across 3 indications: NSCLC, HCC, and RCC cured HCV

Casdozokitug in Combination with Atezolizumab/Bevacizumab Promotes
NK and T Cell Activation (PBMC RNAseq)

Significant Increase of NK Activation and Cell Proliferation Pathways
Down at C2D1 Up at C2D1

Safety:

Clinical Data Summary:
AE/SAE, AESI

Safety  Acceptable,noDLTs
Efficacy PRs:1ccRCC (casdozokitug),1squamous NSCLC
(casdozokitug), 1 HCC (casdozokitug/pembrolizumab)

Biomarkers Pharmacodynamics: complete IL-27 signaling
inhibition, NK & T cell activation

Clinical Data Summary:

PK Linear and target PK trough levels achieved at 10 mg/kg
Safety  Acceptable,noDLTs

Efficacy PR at10 mg/kgin squamous NSCLC

Biomarkers Pharmacodynamics: complete IL-27 signaling

Arm C:
Toripalimab 240 mg +
Bevacizumab 15 mg/kg

inhibition, NK & T cell activation .
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Casdozokitug Monotherapy Demonstrated Enhanced Immune Activity in Advanced Solid Tumors, Including HCC . -
® ctDNA, uninformed liquid biopsy test, TEMPUS

Bulk RNAseq of paired PBMC samples at C1D1and C2D1from HCC participants with casdozokitug/atezolizumab/
bevacizumab treatment (n = 21). Gene set enrichment analysis (GSEA) comparing C2D1vs C1D1(n = 21) shows significant
upregulation of NK / T activation and cell proliferation, and downregulation of inflammatory and myeloid-associated
gene sets. Vertical dotted lines indicate a P-value = 0.05.

(A) Serum samples (n = 12) collected at C1D1 (baseline), C1D8, and C2D1in participants with advanced solid tumors treated
with casdozokitug monotherapy at 10 mg/kg and 20 mg/kg in the dose escalation arm and tested for IFN-y, IL-12, and TNF
with Meso Scale Discovery (MSD) platform. Statistical test: one-sample Wilcoxon test.

Conclusions

 [L-27 is highly expressed in HCC, and preclinical and early clinical studies show that inhibition of IL-27 promotes antitumor activity
« CADILYZE 201™ study reveals that casdozokitug in combination with SOC treatment of 1L HCC participants results in immune activation, and NK cell activation and IFN-y increases associate with better clinical benefit
« CADILYZE 202™ js a randomized Phase 2 study evaluating toripalimab in combination with bevacizumab with and without casdozokitug with clinical data maturing

* Future analysis will evaluate molecular response and radiographic tumor measurements as well as PFS

Abbreviations: 1L = first line; ACC = adrenocortical carcinoma; AE = adverse event; AESI = adverse event of special interest; AML = acute myeloid leukemia; BCLC = Barcelona Clinic Liver Cancer; CR = complete response; CxDy = Cycle x Day y; DC = dendritic cell; DCR = disease control rate; DLBCL = diffuse large B-cell ymphoma; DLTs = dose-limiting toxicities; DoR = duration of response; EBI3 = Epstein-Barr virus-induced gene 3/IL-27B subunit; ECOG PS = Eastern Cooperative Oncology Group Performance Status;
GSEA = gene set enrichment analysis; HBV = hepatitis B virus; HCC = hepatocellular carcinoma; HCV = hepaititis C virus; IFN-y = interferon gamma; IHC = immunohistochemistry; IL = interleukin; IV = intravenous; LLO® = lower limit of quantification; mRECIST = modified Response Evaluation Criteria in Solid Tumors; MSD = Meso Scale Discovery; NES = normalized enrichment score; NK = natural killer; NR = non-responder; NSCLC = non-small cell lung cancer;

ORR = overall response rate; OS = overall survival; p28 = IL-27A subunit; PBMC = peripheral blood mononuclear cell; PD = progressive disease; PD-(L)1 = programmed death (ligand)-1; PFS = progression-free survival; PK = pharmacokinetic; PR = partial response; gxw = every x weeks; R = responder; RCC = renal cell carcinoma; RECIST v1.1 = Response Evaluation Criteria in Solid Tumors version 1.1; SAE = serious adverse event; SD = stable disease; SOC = standard of care; TAMs = tumor-associated macrophages;

TGF = transforming growth factor; TNF = tumor necrosis factor; ULOQ = upper limit of quantification; VEGF = vascular endothelial growth factor. Statistics: * = P <0.05; ** = P < 0.01; *** = P < 0.001; ns = not significant.
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