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Correlation of T-cell activation and blast cell
depletion in a representative sample (JNO023)

Objectives: Figure 4. Inter-patient Variability in T cells and Blasts o

at Baseline.

BACKGROUND

Acute myeloid leukemia (AML) is a hematologic
malignancy that affects the normal production of
neutrophils, red blood cells, and platelets. CD123

(IL-3 receptor alpha) is over-expressed on AML
leukemic stem cells (LSCs) and blasts compared with
normal hematopoietic progenitor cells, and represents
a promising target of antibody therapies for AML °
(Jordon et al. Leukemia 2000;14:1777-84).

RESULTS
e To determine whether AML blast cells are depleted

by CD123xCD3 Ab e There was marked inter-patient variability in CD123
expression and receptor density at baseline

(Fig. 3, Table 1).

Figure 7. Correlation of T cell activation and blast cell
depletion in a representative sample (JN0023).
@ Blasts

T-Cells (CD3+)
® Blasts ® CD8+CD25+
JN0023
72h 96h 120h
8850 o @) 29000 3120
8170 2880
7500 2640
6800 °® 2400
6120 ) 2160
5440 1920
4760 1680
4100 1440
3400 1200
2700 960
| | I I 2040 720

(@)

N

(@)

O

Z

e To determine whether T cells are activated by
CD123xCD3 Ab

o To investigate the effect of different effector to Figure 3. Inter-patient Variability in CD123 Expression.
(A) % blasts CD123+; (B) CD123 receptor density.
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The outcome for patients with high-risk AML remains
poor, and effective therapeutics are desperately
needed in this patient population. Janssen is exploring
CD123 as a potential target for the generation of a
promising new bi-specific antibody (Ab) that recruits
T cells to tumor cells through a tumor-specific antigen
binding arm and a CD3-specific arm.
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e CNTO 9958 resulted in time- and dose-dependent
tumor cell depletion (Fig. 5, Fig. 7)

Figure 5. Tumor Cell Depletion by CNTO 9958 by Time
and Dose (N=17).
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To evaluate ex vivo effects of these bi-specific Abs on 40-

primary samples from AML patients, bone marrow .

(BM) samples were collected, received within 24—-48 h 10-

at Vivia Biotech, and analyzed by Vivia’s proprietary

ExviTech flow cytometry system (Fig. 2).
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Goal:

e Determine if CD123xCD3 duo Ab has efficacy in
primary AML/MDS (myelodysplastic syndrome)
samples

e (CD123 expression (MFI, receptor density)

e E:.T ratio

e T-cell panel: CD4, CD8, CD25

e Proliferation/depletion of AML blasts and T cells

e Time points for analysis were 72 h, 96 h, and 120 h

*JNOOO9 was only assessed at 4 h and 24 h.

E:T ratio = effector to target cell ratio; RD = receptor density; WBC = white blood cells.

Marked inter-patient variability in absolute number

of T cells and blasts, as well as E:T ratio was found
at baseline (Fig. 4, Table 1)
T cells: 163-4941

Blasts: 5477-17917

E:T ratios: 1:2.6-1:54.3
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