XTX301, a Tumor-Activated Interleukin-12 (IL-12), Demonstrated IL-1 Ihrmacolog}imPatngt S

L |
X- I l Advanced Solid Tumors: Pharmacodynamic Data from First-in-Human I_?h'ase 1 Study'(N(ET 584 9¢€

Sw

Douglas Adkins,!’ William Bradley,? Richard Wu,3 Martin E. Gutierrez,* Tianhong Li,> Amit Mahipal,® Nashat Y. Gabrail,” Jayanthi Vijayakumar,® John G. Knecht,® Ekta Patel,'® Myra Poséj Y, ’-tt-Mc‘;Connell,m David Crowe,'® Nathan 'Para’asivan’ﬁamiano F’m ,

T I I E R A P E U T I C S ® Aika Siu,’®Bruce Dezube,'® Thuy T. Tran,' Diwakar Davar.'?
(1) Washington University School of Medicine, Robert Ebert & Greg Stubblefield Head & Neck Tumor Center, Alvin J. Siteman Cancer Center, & Barnes Jewish Hospital, St Louis, MO; (2) Medical College of Wisconsin, Milwaukee, Wi; (3) The Ohio State University Comprehensive Cancer Center, Plain City, OH; (4) Hackensac iversity Medical Center — John 'I_' urer Cancer Center, Hackensack, NJ; (5) UC Davis Comprehensive Cancer Center, S ,CA; (6) L
Cleveland, OH; (7) Gabrail Cancer Center Research, Canton, OH; (8) HealthPartners Frauenshuh Cancer Center, St Louis Park, MN; (9) Tranquil Clinical Research, Webster, TX; (10) Xilio Therapeutics, Inc., Waltham, MA; (11) Yale New Haven Hospital, Yale Cancer Center, New Haven, CT; (12) UPMC Hillman Cancer Cen sburgh, PA. *Presenting a e

BACKGROUND SUSTAINED DOSE-DEPENDENT INCREASE IN IFNy MAINTAINED PRELIMINARY ANTI-TUMOR ACTIVITY
WITHOUT TAC HYP HYLAXIS Patient C: 66-year-old male with HPV-negative HNSCC

+ IL-12is a proinflammatory cytokine that has shown promise as an immunotherapy for cancer; however, clinical development _ _
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Top: Average IFNy concentration by treatment group (primed). Left: Line graph showing average IFNy concentration at different visits (x-axis) with respect to treatment groups. Colored areas indicate intervals of interest.
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Efarindodekin alfa (XTX301) is a Tumor-Activated, IL-12 Masked (Inactive) State CONSISTENT WITH TUMOR-ACTIVATED DESIGN
Designed to Overcome the Limitations of Systemic (rh)IL-12 PHARMACODYNAMICS CONSISTENT WITH IL-12 BIOLOGY

- Efarindodekin alfa is a tumor-activated IL-12 designed to 2, Increased PD-L1 expression and CD8 T cell infiltration in tumors following treatment with efarindodekin alfa TRAE occurring in 210% patients Any Grade n (%) > Grade 3 n (%) Any Grade n (%) > Grade 3 n (%)

be inactive in non-tumor tissue and when circulating T Patee’ _ AST increased 19 (31) 3(5) 3 (23) 0
upregulation and CD8+ T cell Fatigue 15 (24) 1(2) 5 (38)
treatment (Cycle 2, Days 2-5) from Mucositis/Stomatitis 12 (19) 2 (3) 3(23)
anti-tumor immunity and reprograms the TME of poorly
TIIC percentage increased on-
Designed to have optimized short half-life IL-12 in the active state ‘ : : & & . _ : s ; ety o | C) showing PD-L1 upregulation and Neutrophil count decreased 9 (15) 2 (3) 0
STUDY DESIGN METHODS PATIENT POPULATION Treatment discontinuation due to TRAE 4 (6) 1(8)
, , Dose reduction due to TRAE 4 (6) 0
* This Phase 1 dose-escalation study (NCT05684965) Age, median (range) 66 (43-83) : ‘ ' CD8+ T cells exhibited a functional phenotypic shift toward
3+3 dose escalation design to determine the RP2D and 0
g ECOG PS 1 28 (45 /O) Enhanced T Cell Activation and Functional Phenotypic Shift in Tumor. Flow cytometry analysis of FNA samples collected from tumors pre-treatment and on-treatment (Cycle 2, Days 2-5) demonstrates
cytometry was used to evaluate immune cell subsets in 0-1 6 (10%) “

o ®
T 7

PD-L1 CPS Score
CD8 TIIC %
H
T

— —

(Central Memory) (Effector Memory)

Patient C
localizing activity in the TME and widening the therapeutic N L ; ‘ 5 . , .. % infiltration across multiple CRS 13 (21) 2 (3) 1(8)
treated patients. Patient C achieved a

immunogenic “cold” tumors towards an inflamed or “hot £ g et PN SRR T poament Headache 10 (16) 5 2 (15)

(half-life extension domain not retained) CD8+ T cell infiltration before and after Lymphocyte count decreased 7 (11) 2 (3) 1(8)

oo || oo || comenmucon || enmcnemacon: || eomenemcon. || oo, | On-treatment samples showed increased tumor-infiltrating
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evaluated intravenous efarindodekin alfa monotherapy in Male 37 (60%) T = - : effector memory phenotype
SCthUle ECOG PS 2 4 (6%) multiple indicators of enhanced anti-tumor immunity. Patient with confirmed PR (Patient C) is indicated in orange Efa rlndodekln alfa (tu mor_actlvated IL_1 2) monothera py WaS Wel |_to|erated at doses >1 Oo_fold

systemically ool A | . \ ALT increased 15 (24) 4 (6) 2(15)
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Once unmasked, efarindodekin alfa potently stimulates
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Patient Characteristics and Disposition Total (n=62) m marker - TRAEs were primarily low grade: one Grade 4 (ANC decreased, resolved) and no Grade 5 TRAEs reported
patients with metastatic solid tumors for safety and e Additionall : -
. : . . 0 L P A A . y, there was an increase in CD8+CD39+PD-1+ T
tolerability, PK/PD and anti-tumor activity using a standard ECOGPS 0 30 (48%) LAV AV A 4 B &5 & & & &V & & & cells, a population associated with tumor reactive T cells CONCLUSIONS
Peripheral biomarker analyses from Phase 1 are presented. L ] . - : - : :
P , ySes : P Prior Lines of Anti-Cancer Treatment Median: 3 (0-12) Spatial immunofluorescence analysis demonstrated robust immune cell infiltration and PD1, PD-L1 upregulation in tumors after treatment hlgher than the MTD for (rh)IL-1 2, and TRAEs were prlmarlly Grade 1 or 2 consistent with
Serum cytokines were quantified using MSD assays. Flow ) _
5| tumor-activated design

peripheral blood. Data from key PD biomarkers IFNy and 22 55 (89%) Pre-treatment Pr-reament M On-oatment IFNy production was sustained without tachyphylaxis and transformed the TME towards an

Efarindodekin alfa induced robust immune cell
infiltration and PD1, PD-L1 upregulation in tumor.

CD8+Ki67+ T cells are presented : : L o , ‘ : . - : : .
P Received Immune Checkpoint Inhibitor 50 (81%) o Patient A PationtB____ Patiet C (°R) (A) A representative image of multplex Inflamed state with increased T cell infiltration and differentiation to effector memory

Tumor profiling was performed in head and neck cancer Treatment Status . £ & y mmunofuorescence staning ofpre-ratment (ef)
patients, including one patient with a confirmed PR. Tumor ' | | with 2 confirmed PR (Patient C) by RECISTy1.1. Top Two PRs (one confirmed, one unconfirmed) with meaningful changes in PD biomarkers in

SPHIGEAx Gellx panels: Merged composite images. Individual

biopsies obtained pre-treatment and on-treatment were Continuing on Treatment 8 (13%) A | covenesrores cu el parale chom. G0 (o e T HNSCC patient with confirmed PR. Phase 2 initiated at the RP2D in selected tumor types

H P : H . . e £ CD3+/CD4+/PD-L1+ Cells cells), CD4 (yellow, helper T-cells), PD-L1 (red,
analyzed via IHC and ImmunOﬂuorescence as Indlcated' Dlscontlnued Treatment 54 (87%) - " CD3+/CD8+ Cells checkpoint ligand), PD-1 (teal, checkpoint receptor).

Additionally, FNA samples from matched timepoints were Disease Progression 43 (69%) - R Efarndodekinafs rosuted in marked increase i T- Promising Phase 1 data support further evaluation of efarindodekin alfa as a monotherapy and

assessed by flow cytometry to characterize the TME RS et b, FreSsion compared wih iIn combination (including with immune checkpoint inhibitors) across a range of “cold” and “hot”
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& & & N & & robust immune cell infiltration post treatment

ABBREVIATIONS: AE: adverse event; ALT: alanine aminotransferase; ANC: absolute neutrophil count; AST: aspartate aminotransferase; AUC: area under the curve; CD: cluster of differentiation; CPS: combined positive score; CRS: cytokine release syndrome; DLT: dose limiting toxicity; ECOG PS: Eastern Cooperative Oncology Group Performance Status; FNA: fine needle aspirates; FOXP3: forkhead box protein P3; HNSCC: head and neck squamous

cell carcinoma; HPV: human papilloma virus; IFNy: interferon gamma; IHC: immunohistochemistry; IL-12: Interleukin-12; Ki67: Kiel 67; MDSCs: myeloid-derived suppressor cells; MMPs: matrix metalloproteases; MSD: Meso Scale Discovery; MSS: microsatellite stable; MTD: maximum tolerated dose; NK: natural killer; PD-L1: programmed death-ligand 1; PD: pharmacodynamics; PK: pharmacokinetics; RP2D: recommended Phase 2 dose; PR: partial

response; RECISTv1.1: Response Evaluation Criteria in Solid Tumors version 1.1; (rh): recombinant human: TIIC: tumor-infiltrating immune cells; TME: tumor microenvironment; TPS: tumor proportion score; TRAE: treatment related adverse events; TREG: regulatory T-cell; WBC: white blood cells. Data cutoff date: September 2, 20225
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