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Background

*  STK-012 is a first-in-class a/B-IL-2R biased partial agonist designed to drive antitumor activity by
selectively stimulating CD25+ antigen activated T cells, while avoiding hallmark IL-2 toxicities by sparing
pleotropic activation of lymphocytes including NK cells.

e Initial clinical findings showed a favorable safety profile and single agent efficacy of STK-012 in advanced,

relapsed/refractory solid tumors (Figures below). !
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Analysis Population and Methods

The STK-012-101 study design and preliminary clinical data from 47 subjects treated with STK-012 monotherapy
in Phase 1a were previously presented.?
This analysis describes peripheral translational and correlative findings in the same population:

Part A: STK-012 QW escalation 0.375 mg > 0.75 mg N=19

Part B: STK-012 Q3W escalation 0.75 mg ~> 3 mg N=28

Candidate RP2D

=) | 2.25mg Q3w |

Analysis of STK-012 and cytokines in serum samples was assessed using an immunoassay and MSD multiplex U-
plex kits. Immunophenotype profile of the immune cells was performed using spectral flow cytometry on Cytek

Aurora platform using custom developed panels.

TCR-Seq was performed using gDNA and conducted at Adaptive Technologies. CITE-Seq was conducted on the
10x Genomics platform using CD8+ T cells isolated from pre and post STK-012 treated patient PBMCs.
Pharmacokinetic (PK) and Pharmacodynamic (PD) data are presented for subjects receiving STK-012 Q3W only

(except for TCR Seq), while correlative data are presented for all evaluable subjects in the analysis set (Q3W and
QW).

Best overall response (BOR)*, progression free survival and adverse event assessment is as of July 17, 2024.
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Serum IFNy PD and correlation to BOR

. Significant T cell clonal expansion upon treatment with STK-012 monotherapy (N=27, 80-fold median change)

. Total number of TCR clonal expansion correlated to longer PFS and improved BOR
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Peripheral eosinophils were increased across STK-012 Q3W dose levels
Despite eosinophil elevations, no subjects experienced Capillary leak and very few had associated TRAEs (Table 1)
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#: Note: 31 subjects are represented on this waterfall plot. 9 efficacy evaluable subjects are not represented due to (1) Clinical PD before 1t scan OR (2) target
lesions not evaluable at baseline OR (3) discontinued due to related AE prior to scans OR (4) BOR NE with no other evaluable scan timepoints.

censored after the first reporting of radiographic or clinical PD.
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Table 1. Capillary Leak associated TRAEs on STK-
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Total # TCR Clonal Expansion

STK-012 Drives TCR Clonal Expansion

Subject 005-005: STK-012 expands new and existing TCR clones

including cancer associated MIRA TCR clones

§ Synthekine
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Cancer Associated Clones were identified by Comparing the TCR
repertoire of patients to TCRs identified by Adaptive Bio in
“Multiplexed Identification of T-cell Receptor Antigen Specificity
Assay” (MIRA) TCR Sequencing for Cancer Association:

* MIRA TCRs associated with cancer epitopes were found with increased

frequency in expanded T cell clones.

* MIRA clones associated with viral epitopes were also analyzed but were

not associated with expanded T cell clones.

Methods:

Clonal Expansion: Patient samples (pre-treatment (C1D1) or on treatment (C2-C4D1; Median C2D1)) were
subjected to deep TCR sequencing at Adaptive Biotechnologies. Clonotypes expanding > 10-fold or newly

detected TCR clonotypes with >5 copies detected were considered “expanding”. Clonotypes contracting >
10-fold or clones with > 5 copies becoming undetectable are considered “contracting” TCR clones. Very
few clones were contracting.

Cancer Associated TCRs: MIRA is a high-throughput assay that helps identify the antigen specificity of T-cell
receptors (TCRs) in the context of antigen pools, such as cancer cells, oncogenes and cancer antigens or
viral antigens. Using Adaptive TCR sequencing, this method detects TCRs that have been identified as
reactive to cancer-related antigens by using large pools of overlapping peptide fragments derived from
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tumor antigens. These TCRs are assessed for their ability to recognize specific tumor antigens, which

provides insights into the clonal expansion of T-cells and the immune response to cancer.

STK-012 Induces CD8 T Cell Activation/Expansion

Dose dependent increase in CD8+KI167+ and CD8+CD38+HLA-Dr+ T cells
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Conclusions

CD8+CD38+HLA-DR+ T cells vs. BOR
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STK-012 induced peripheral IFNy, T-cell proliferation and clonal expansion, consistent with selective expansion of antigen-activated T-cells.

These endpoints correlated with improved outcomes on study.

STK-012 demonstrated a PK and cytokine PD profile which supports selectivity for antigen-activated T-cells and is distinct from that of aldesleukin and non-a-IL-2 analogues.

Further development is warranted and enrollment in Phase 1a/b cohort of STK-012 + Pembrolizumab + Pemetrexed + Carboplatin in 1L NSCLC is ongoing (NCT05098132).
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