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Background

Immunotherapy has transformed cancer treatment
*Although checkpoint inhibitors (CPI) have demonstrated striking
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Results

IFNy Upregulates PD-L1 in AML Blasts PD-L1 Expression is Associated With Decreased PD-L1 Upregulation in Residual Bone Marrow Blasts

clinical activity and are approved for the treatment of patients with
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Flotetuzumab Anti-leukemic Activity In Vitro

Patients on flotetuzumab with residual disease showed stable CD123 expression
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« Anti-leukemic activity in patients with relapsed/refractory AML has
been reported previously (ESMO 2017; ASH 2017 Oral Presentation
#637)

and quantifies for MGDO0O6 (A) as well as PD-L1, CD3, CD8, FoxP3 and DAPI (B). Analysis showed a statistically significant increase
in the cell density of CD3*, FoxP3* and CD8* (1.58-fold increase, p=0.0013) cells on treatment (*p<0.05) compared to baseline (C).
CD8*CD3* T cells and CD8*CD3 cells also demonstrated an increase in cell density post flotetuzmab treatment (D).
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Patient samples from CP-MGDO006-01 were evaluated for circulating IFNy levels (left panel) and PD-L1 expression on circulating
AML blasts across four dose levels in Cohort 0 (each <100 ng/kg/day), 300 ng/kg/day, 500 ng/kg/day and 700 ng/kg/day.
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PD-L1 Expression is Associated With Decreased Flotetuzumab
Activity In Vivo

Multiplex immunohistochemical staining of bone marrow from AML patient treated with flotetuzumab. FFPE bone marrow
sections were immunolabeled and quantifies for flotetuzumab as well as PD-L1, CD3, CD8, FoxP3 and DAPI. Analysis showed a
statistically-significant increase in the cell density of CD8 (p=0.0025) and PD-L1 (p<0.001) after one cycle of treatment.

Representative flow cytometry analysis of CD123 and PD-L1 in AML blast bone marrow samples pre (BL D-14) and post flotetuzumab
(C1D25) (A). Geometric mean fluorescent intensity (gMFI) of PD-L1 and CD123 expression in responding patients at baseline (BL, grey
symbols) or at cycle 1 day 25 (C1D25, orange squares) (B).
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directed therapy could enhance the anti-leukemic effects of
flotetuzumab in patients with relapsed/refractory AML
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