The combination of anti-PD1 and a mouse analog of PYX-201, an antibody-drug conjugate targeting the extra-domain B
splice variant of fibronectin (EDB+FN), shows greater anti-tumor efficacy than either treatment alone
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Background

* Antibody-drug conjugates (ADCs) are transforming cancer therapy, with some enhancing the
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maPYX-201 enables infiltration of activated immune cells into tumors Combining maPYX-201 with anti-PD1 results in superior tumor clearance
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MICVO designed to bind to EDB and Tumor cell dies, releasing payload for Tumor death and exogenous antibody
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KEYTRUDA®)

releases payload within tumor ECM additional cycles of tumor cell killing fragments lead to T-cell activation

bl
Mlld o000 e
2 R

DAY 2 DAY 6 DAY 10

O
o

DAY 2 DAY 6 DAY 10

DAY 2 DAY 6 DAY 10

maPYX-201 elicits potent immune memory that prevents tumor recurrence
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* At select timepoints, tumors were harvested, enzymatically digested for
flow cytometry, or  fixed and paraffin-embedded for
iImmunohistochemistry (IHC) or immunofluorescence (mlF).

48-hours post-treatment, weighed, and processed for flow cytometry. (B-G) Two days after the first
treatment, maPYX-201 increased the infiltration of CD45+ immune cells into tumors, including DCs and
PD1+ T cells, and this effect persisted 10 days post-treatment. Additionally, DCs exhibited increased
geometric mean fluorescence intensity (GMFI) of co-stimulatory molecules, indicating activation.

Tumor-free mice from combination study groups

Figure 5: maPYX-201 induces durable immunological memory, with anti-PD1 enhancing tumor
clearance. (A) Tumor-free mice from the combination study above were rechallenged with 0.3 x 10°
EMTO cells in the opposite flank without additional treatment, alongside age-matched naive Balb/c
mice as controls. All previously treated groups restricted tumor outgrowth, including monotherapy
maPYX-201, indicating immunological memory. (B) Spider plots show greater tumor control in
rechallenged mice, with the maPY X-201+anti-PD1 combination yielding the most tumor-free survivors.

maPYX-201 drives T cell infiltration and widespread distribution in tumors
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pronounced anti-tumor activity observed at 6 mg/kg.
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