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INTRODUCTION AND AIM

The Vivia Biotech ExviTech® automated flow platform has achieved 83% clinical correlation with AML samples with its novel Native Environment assay. Recently, novel Bi-specific
antibodies (BsAbs) or analogous constructions acting through the formation of an immunologic synapse between T-cells (CD3) and a tumor-associated surface antigen (TAA) have been
used as immunotherapy leading to T-cell activation and serial lysis of tumor cells. However, appropriate assays to capture their mechanism of action or patient to patient activity have not
been developed. We aimed to incorporate our flow cytometry validated assay to evaluate new immune-oncology compounds in hematological malignancies.
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Figure 1: lllustrative example to calculate the effective E:T ratio in a fresh CLL sample
after CD3-CD19 exposure in our Native Environment Assay.
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Table 1: Basal effector (T-Cells) to target (blast or B-cells) ratios on AML or CLL Figure 2: Effective E:T rations on the AML samples (N=5) after the CD3- Figure 2: Effective E:T rations on the CLL samples (N=7) after the CD3-
samples. Absolute cell count were measured with the ExviTech® platform at the CD123 exposure (72h). Upper panel correspond to the BM and bottom CD19 exposure (120h). Red Line correspond to the Leukemic cells and
basal level (0h) or after the BsAb exposure (**72h for AML and 120h for CLL). Low panel to the PB compartment. Red Line correspond to the Leukemic green line to the activated (CD25+) T-cells (CD4+ or CD8+).
staring number of T-cells in the assay are enough to mediate kill of cancer cells. cells and green line to the activated (CD25+) T-cells (CD4+ or CD8+). Effective E:T ratios, EC,, and E__, reflect both T-cell efficacy and B-cell
BM T-cells are better killers in 3/5 samples (S1/54/S5) consistent with immunoresistance identifying patients likely to receive blinatumumab
BM immunosuppressed TILs. therapy. Red Line correspond to the Leukemic cells and green line to the
activated (CD25+) T-cells (CD4+ or CD8+).
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Figure 4: Simultaneous representation of the DR curves for the activated Figure 5: Absolute cell counts in a CLL sample for activated T-cells (left with immunomodulators (PD]., CTLA-4, T||V|-3, LAG-
T-cells (blue line), leukemic cells (red line) and the residual B-cells (green panels) and Live tumor cells (right panel) incubated with CD3-CD19 in 3) or BsAbs candidates for hematological diseases.
line) in 4 AML samples after the BsAb (CD3-CD123) exposure in the BM presence (green lines) or absence (blue lines) of the immunomodulatory
(upper panel) or the PB (bottom panel) compartment. Results reflect how inhibitor checkpoint PD1.
B-cells how activated T-cells kill more selectively tumor cells in Results show increased numbers of both activated T-cells (CD4 and CD8)
comparison to CD19+ B-cells in BM or PB in presence of PD1, enhancing the overall tumor killing.
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