A novel Selective BCL2 inhibitor with limited immune suppression and
iImproved safety compared to venetoclax.
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BACKGROUND RESULTS ZE50-0134 and venetoclax have equivalent efficacy in the MOLM13 AML xenograft mouse
model
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multiple lymphocyte populations due in part to its Parameter | Umits | -ketoconazole | +ketoconazole Parameter | Units | -ketoconazole | *ketoconazole and ZE50-0134 alone or in combination with 5x 2.5 mg/kg QW Azacytidine (Aza) C. Absolute counts of human CD45+ cells in the bone
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AUCst | h*uM | 119.0 180.5 152 AUCast | h#uM| 707 59.7 0.84 ZE50-0134 results in significantly less in vivo immunosuppression than venetoclax

AUCinf h*uM 120.4 182.4 1.52 AUCinf h*uM 73.3 60.4 0.82

e

=

=
pP=e=

Venetoclax +/- Ketoconazole ZE50-0134 +/- Ketoconazole

n
=

600000 -

T T T T;-“"I"—"‘F-
0.0001 0.001 0.01 0.1 10

Concentration (M)

L=

- e v E» @ @ @ T > > o

[ -
0

400000

Absolute count

MOLM13 200000-

Probability of Survival

|
20 30

Day of Study

% Proliferation (Normalized to Vehicle)

U
=
1

—— Vehicle - Venetoclax —— ZE50-0134 —— bH.aza

N
T

MRTlast h 7.41 7.41 MRTlast h 7.37 6.67 % % %
— B D s
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Pharmacokinetics of single dose venetoclax and ZE50-0134 in RS4;11 tumor bearing mice C. Pharmacokinetics of
single dose venetoclax and ZE50-0134 with and without a strong CYP3a inhibitor, ketoconazole. D. Tables wx %
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* Develop a novel highly selective BCL2 inhibitor
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Immunosuppression in vivo
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