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« XTX202 is an investigational tumor-activated IL-23y designed to be inactive in the periphery and activated by matrix metalloproteases (MMP) in the g | s ) CD8 T Cells
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« XTX202 was evaluated in a Phase 1/2 first-in human clinical trial in advanced solid tumors (NCT05052268). Preliminary data demonstrated a 1.4 mg/kg (n=21) 38.1% °c- 7 7 7 "7 Timefrom Treatment Start (days) |
tolerable safety profile in patients with advanced solid tumors, dose-proportional PK, tumor-specific activation and tumor-specific PD changes.? While 2.8 mg/kg (n=7) 42 9%
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« Events of clinical interests on the study included capillary leak syndrome, not reported on the study, and cytokine release syndrome, reported Absolute Lymphocytes Count. Spaghetti graph showing the average concentration of different cell types in the periphery (y-axis, concentration expressed in 10° cells/L) at
in 4 patients (4%); 1 patient with Grade 3 and 3 patients with Grade 1-2 different time points (x-axis) for each treatment dose group (columns). Colors indicate cell types. Points and error bars indicate average +/- sd. The sample size is annotated for
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Tumor types eligible for Phase 1B included: RCC of clear cell histology, melanoma, squamous cell skin carcinoma, ovarian cancer, NSCLC Dizziness - o I °* 80 80
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Lymphocyte count decreased (n=6); neutrophil count decreased (n=3), n=2 each: transaminases increased; ALT increased; diarrhea, hypoxia, and n=1 each: colitis; myalgia; lymphopenia; hyperbilirubinemia; blood ALP increased; CRS; IRR,; § : ’?" 3 i ’
acute kidney injury; adverse drug reaction; abdominal pain; chronic inflammatory demyelinating polyradiculoneuropathy; peripheral motor neuropathy; pleural effusion; hypertension; autoimmune hepatitis. SR s ¥ 0 | | o
* Grade 4 TRAEs included 2 patients with Grade 4 lymphocyte count decreased/lymphopenia, and patient with Grade 4 neutrophil count decreased g % h
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_ — _ Immunohistochemistry for CD8 was performed on available pre- and on-treatment (cycle 2 day 2-21) tumor biopsies. The percentage of tumor-infiltrating immune cells was
Demographics Colorectal 8 Continuing on 3 Demographics Melanoma 20 _ _ ) _ scored by a certified pathologist by assessing the percent positivity in the intra-tumoral stroma as a fraction of all immune cells in the intra-tumoral stroma. Change in CD8+ cells
Age, median 5 55 @ Melanoma 7 Treatment Age, median S - RCC 17 53 year old female with RCC: 64 year old male with RCC: in tumor takes into account changes in intra-tumoral immune cells as assessed by H&E stain and CD8+ IHC.
(range) (25, 82) NSCLC 7 Discontinued (range) (33, 80) _ _ _
Treatment SE Received XTX202 at 4 mg/kg dose through 7 cycles. Stable disease Started XTX202 at 0.53 mg/kg dose, received 12 cycles and escalated to 1.4 mg/kg .
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S . Disposition - at cycle 4 and 7, patient ongoing on treatment as of data cutoff date. | with C13, received 8 additional cycles at 1.4 mg/kg until disease progression. onciusions
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ECOGPS1 37 (64%) Pancreatic 4 Adverse ECOG PS 1 19 (51.4%) Continuing on 15 Noted to have increasing absolute lymphocytes count: Noted to have increasing absolute lymphocytes count following dose escalation:
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i i pancreatic cancer and prostate cancer and is therefore included in both tumor Q@‘Z’ &) < C ¢ C ¢ < & . . . .
o remmen Y ypes n the table > 37 (100%) ; & ceeeseeeeeees e e Evidence of tumor-selective XTX202 activation and PD
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diagnosis (2_1'22 6) - 76% of patients had 3 or more prior lines of treatment diagnosis (months) 39.75 treatment | CD8; negative for CD4 expression. The NK cells show a normal immunophenotype. high-grade toxicity was observed in response to XTX202 treatment
(months) ' «  71% of patients had prior |0 treatment (10.2-198) * 15 patients still ongoing Only Grade 1-2 TRAE : : - :
Only limited Grade 1-2 TRAES e The totality of data supports a favorable profile for combination therapy

Data cutoff date: April 22, 2024

Abbreviations: AE: adverse event; ALP: alkaline phosphatase; ALT: alanine aminotransferase; CRS: cytokine release syndrome; DCR: disease control rate; DLT: dose limiting toxicity; ECOG PS: ECOG Performance Status; IHC: immunohistochemistry; 10: immuno-oncology; IRR: infusion-related reaction; MMP: matrix metalloprotease; MSS CRC: microsatellite
maximum tolerated dose; NK: natural killer; NSCLC: non-small cell lung cancer; ORR: objective response rate; PK: pharmacokinetic; PD: pharmacodynamic; PR: partial response; Q3W: every 3 weeks; RCC: renal cell carcinoma; rhiL-2: recombinant human interleukin 2; SD: stable disease; TRAE: treatment related adverse event; TREG: regulatory T cells; UL
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