Bispecific Anti-CD123 x Anti-CD3 ADAPTIR™ Molecules APVO436 and APV0O437
Have Broad Activity Against Primary Human AML Cells In Vitro
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Introduction

The IL-3 receptor a-chain CD123 is an attractive target for antibody-
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Figure 2 — A. Specimen viability on thaw and at 48 hours. Red box shows samples with thaw viability >60% and 48 hour
viability >40% which are included in subsequent analysis. B. Percentage of blasts in patient samples, median is shown.
C. Percentage of lymphocytes and subsets in patient samples, median is shown.

MFI.p4,5 (arbitrary units)

Figure 5 — AML specimens were incubated for 48 hours with APVO436 (left panel) and APVO437 (right panel) at the
concentrations shown with healthy donor T-cells at an E:T ratio of 3:1, with cytotoxicity plotted on the y-axis and the median
fluorescence intensity of CD123 (MFl-p,,3) On blasts plotted on the x-axis. Linear regressions (solid lines) and 95% confidence
intervals (dotted lines) correlating cytotoxicity to MFl-p.,sfor the 1000 pM drug dose are shown. For APVO436, R?=0.14
(p=0.29) and for APVO437, R*=0.08 (p=0.411).
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ADAPTIR molecules are bispecific
antibody-like therapeutics containing two sets of
binding domains linked to an immunoglobulin Fc
domain to extend the half-life of the molecule in
vivo. The anti-CD123 x anti-CD3 ADAPTIR
molecules bind both CD123 and CD3 to redirect
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Figure 3 — APVO436 and APV0O437 Broadly Induce Cytotoxicity in AML
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(p=0.26) and for APV0O437, R?=0.34 (p=0.80)

Materials and Methods

Frozen peripheral blood or bone marrow specimens were obtained from adults with AML. AML samples were incubated with
various concentrations of ADAPTIR constructs and healthy donor T-cells at different effector:target (E:T) cell ratios. Cytotoxicity
was measured using DAPI to detect non-viable cells. T-cell activation, proliferation, depletion of CD123* cell populations,
CD123 expression, and lymphocyte populations in AML specimens were assessed using multi-color flow cytometry.

APV0O436 and APVO437 induce target cell cytolysis in a dose-dependent, target-antigen-dependent, and
E:T-dependent manner. Broad activity was seen in primary human AML samples and both constructs were
effective at inducing cytotoxicity across a range of blast CD123 expression levels, including specimens with
very limited CD123 expression. Endogenous T-cell number was not clearly correlated with cytotoxicity in the
absence of exogenous T-cells possibly due to the small sample size. Furthermore, endogenous T-cell
activation and proliferation accompanied by CD123* cell depletion demonstrate similar activity of anti-CD123
X anti-CD3 ADAPTIRs in both normal and AML subject samples. These data are supportive of further
Investigation of anti-CD123 x anti-CD3 ADAPTIR molecules as a potential treatment option for AML.



