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CCL19 production conferred the ability of ADP-A2M4N7X19 to induce immune cell
migration compared to ADP-A2M4 and ADP-A2M4IL7 upon T-cell stimulation (Figure 5).

- Specific peptide enhanced affinity receptor (SPEAR) T-cells are engineered with T-cell
receptors (TCRs) designed to target tumor cells with specific antigens presented on
their surface by human leukocyte antigen (HLA) molecules.

» SPEAR T-cell first-generation and next-generation products are in early-stage to late-
stage clinical development with responses across multiple solid tumor types,2 and
further er are being i i d preclinically. LDGEEEID

* Here we describe a next-generation SPEAR T-cell therapy (ADP-A2M4N7X19; Figure G,
1), targeting the melanoma-associated antigen A4 (MAGE-A4) tumor antigen peptide infilrate the tumor
presented on HLA-A*02:01, that utilizes “Proliferation-Inducing and Migration-

Enhancing” (PRIME) technology to secrete interleukin 7 (IL-7) and C-C motif chemokine
ligand 19 (CCL19).

« IL-7 plays a role in stimulating proliferation and supporting the survival of T-cells, and
CCL19 induces the migration of immune cells.®
- Unmodified T-cells are incapable of producing IL-7 or CCL19, relying on other cell

types to produce these elements.
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+ The addition of IL-7 and CCL19is hypothesized to enhance proliferative and survival
capabilities, as well as infiltration of other immune cells into MAGE-A4-positive tumors.
- Together these enhancements may lead to the formation of tertiary lymphoid
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Interferon gamma (IFNy) levels were consistently higher for ADP-A2M4N7X19 T-cells after

0

repeated stimulation (Figure 4). 0 1 2 3 4 5 6 0 1 2 3 4 5 6

ADP-A2M4N7X19 had sustained IL-7 and CCL19 production throughout the duration of the
restimulation assay, in line with IFNy data (Figure 4).

structures within the tumor.
» We confirmed that the IL-7 and CCL19 constructs did not negatively impact critical
functionality of ADP-A2M4N7X19.
- There were no differences in potency and memory T-cell phenotype between ADP-
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CCL19, C-C motif chemokine ligand 19; HLA, human leukocyte antigen; IFNy, interferon gamma;
IL-7, interleukin 7; MAGE-A4, melanoma-associated antigen A4; ntd, non-transduced; PRIME,
“Proliferation-Inducing and Migration-Enhancing”; SPEAR, specific peptide enhanced affinity
receptor; TCR, T-cell receptor.
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