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XTX202 Safety:
TRAESs Primarily Grade 1-2

THERAPEUTICS®

Dose-Dependent Increase in CD8+ T and NK Cells Observed in Response to
XTX202 Treatment, Consistent with IL-23y Biology

XTX202 Induced T and NK Cell Proliferation in a

Background

e Historically, rhlL-2 (aldesleukin) has been one of the few treatments for adults with
stage IV solid tumors that could result in CRs that were often durable for decades
without further therapy.

e Aldesleukin has demonstrated responses in ~15% of RCC and melanoma patients,
including durable CRs.

XTX202 Treatment Resulted in Dose-Dependent
Upregulation of Key T and NK Cell Markers

Patient population in pivotal aldesleukin studies were primarily younger patients
naive to systemic therapy with the following characteristics:
e median age 42 (RCC") and 52 (melanoma?)
65% (RCC) and 71% (melanoma) of patients had ECOG PS 0
e only 3% (RCC) and 46% (melanoma) of patients had prior systemic therapy.
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Designed to Overcome the Limitations of Systemically Active Molecules

Left Panel: %Ki67* cell populations determined by flow cytometry of peripheral blood mononuclear cells at pre-dose and at cycle 1 day 4 (C1D4).
Right Panel: Heatmap showing standardized expression (z-score-transformed log2-nanoString counts) of top differentially expressed genes (y-axis), separated pre vs. post
treatment across all paired XTX202 samples.

* No Grade 5 TRAEs
* Only Grade 4 TRAEs included 2 events of Grade 4 lymphocyte count decreased /lymphopenia, both transient (< 3 days)

Inactive State Active State

« XTX202 is an investigational tumor-activated
IL-2By designed to be inactive in the periphery .
and activated by matrix metalloproteases e Half-Life _ "'

. . . oy Extension < * Half-Life
(MMP) in the tumor microenvironment % Extension

« XTX202 designed to retain Fc post-activation o "
enabling high, sustained tumor exposure,
cross-presentation and receptor binding

« Grade 3 TRAEs not included above (n=1 each): diarrhea; colitis; myalgia; hypoxia; lymphopenia; AST/ALT increased

The events of Grade 3 diarrhea and Grade 3 colitis were reported in the same patient treated at 1.4 mg/kg. The patient was treated with 40 mg prednisone for 1 week
followed by a taper and the AEs resolved.

MMP Activation

No treatment discontinuation due to TRAEs and minimal dose reduction due to TRAEs
No signs/symptoms of Vascular Leak Syndrome (VLS) observed at any dose level
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Activated XTX202:

+ Beta-gamma IL-2 effector
domain designed to
minimize TREG activation

« A Phase 1/2 First-ln Human clinical trial of
XTX202 in advanced solid tumors is ongoing
(NCT05052268)
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XTX202 Demonstrated Dose Proportional PK
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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
different timepoints (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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* Patients who had dose increase (n=3) are categorized under the highest received dose level

Of 42 response-evaluable patients:
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Tumor-Selective Increases in CD8+ Effector T Cells Observed with XTX202

Across Dose Levels in Multiple Indications
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» One patient at 2.8 mg/kg dose in Part 1A had 2 primary cancer diagnoses of pancreatic cancer and prostate cancer and is therefore included in both tumor
types in the table.

Phase 1: MTD Has Not Been Reached

No signs or symptoms of VLS reported

through the 4 mg/kg dose level

Target Dose Range

patients treated at 2.8 mg/kg dose level.

Bottom: Primary human peripheral blood mononuclear cells were treated with a dose-titration of activated XTX202 (unmasked, red) or XTX202 (masked, black) and pSTATS
positivity was assessed by flow cytometry. The concentration of active XTX202 detected in the human biopsy (7 nM) is overlayed as a red vertical dashed line.

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 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 in tumor
takes into account changes in intra-tumoral immune cells as assessed by H&E stain and CD8+ IHC.

Conclusions for XTX202, a Tumor-Activated Engineered IL-2By

e The patient population enrolled in the Phase 1/2 trial for XTX202 comprised older, heavily pre-treated patients with a
range of advanced solid tumors and lower performance status in contrast to the younger RCC and melanoma patient
population with good performance status that was included in pivotal aldesleukin trials

o XTX202 was administered with doses up to 4 mg/kg Q3W as an outpatient regimen and was generally well-tolerated with
TRAESs primarily Grade 1-2, supporting effective masking of XTX202:

Peripheral PK data support Q3W dosing schedule and demonstrated limited XTX202 activation in peripheral circulation
Tumor-selective increases in CD8+ effector T cells were observed in patient tumor samples following XTX202 treatment
Dose-dependent increase in CD8+ T and NK cells observed in response to XTX202 treatment, consistent with IL-2py biology

Data suggest dose dependent increase in DCR, with 50% DCR at doses 2 2.8 mg/kg

glgg:mg/kg 1 DLT Gr3 ALTIAST - No grade 5 TRAEs and no signs or symptoms of VLS were observed through 4.0 mg/kg dose level . The totality of preliminary data supports plans to evaluate XTX202 in Phase 2 study in patients with RCC and melanoma at a
- N=5 - Higher grade TRAEs were generally asymptomatic laboratory abnormalities higher dose level of 4.0 mg/kg Q3W
0.38 mg/kg - There were no treatment discontinuations due to TRAEs o XTX202 was generally well-tolerated with repeated administration (including >1 year) and favorable profile for combination

N=
DL1: .

0.27 mg/kg
N=1

All dose levels are Q3W outpatient administration.

Data cutoff date: October 26, 2023

Abbreviations: AE: adverse event; ALT: alanine aminotransferase; AST: aspartate aminotransferase; BOR: best overall response; Ca: cancer; CR: complete response; DCR: disease control rate; DL: dose level; DLT: dose limiting toxicity; ECOG PS: ECOG Performance Status; EOT: end of treatment; IHC: immunohistochemistry; 1O: immuno-oncology; MMP: matrix metalloprotease; MSS CRC: microsatellite stable
colorectal cancer; MTD: maximum tolerated dose; NK: natural killer; NSCLC: non-small cell lung cancer; ORR: objective response rate; PK: pharmacokinetic; PR: partial response; Q3W: every 3 weeks; RCC: renal cell carcinoma; rhilL-2: recombinant human interleukin 2; SD: stable disease; TIL: tumor-infiltrating lymphocyte; TRAE: treatment related adverse event; Treg: regulatory T cells; VLS: vascular leak syndrome.

Only 1 DLT reported to date (DL4) of transient (<5 days) and reversible grade 3 AST/ALT

elevation — patient was able to receive additional 5 cycles of therapy after dose reduction

No DLTs at DL5, 6 and 7

e Evidence of tumor-selective XTX202 activation resulting in tumor concentrations of the active molecule in the range
capable of T cell and NK cell stimulation was observed at 2.8 mg/kg dose level

- Suggests 2.8 mg/kg or higher monotherapy doses are approaching optimal range to activate CD8+ effector T cells
and NK cells in the tumor

therapy
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