Cardio-safe Degrader CT-03p Degrades MCL-1 and Overcomes
Venetoclax Resistance in AML

Po Yee Mak,! Abhishek Maiti,2 Tomasz Tomczyk,? Sylvain Cottens,?> Michal J. Walczak,®> Michael Andreeff,! and Bing Z. Carter? TS s il
1Section of Molecular Hematology and Therapy, Department of Leukemia, ?2Department of Leukemia, The University of Texas MD "TLE UNIVERSITY OF TEXAS

. 3 : MD ANDERSON
Anderson Cancer Center, Houston, TX; *Captor Therapeutics, Wroclaw, Poland. CANCER CENTER
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» The FDA-approved BCL-2 inhibitor venetoclax FCCP

(VEN) and hypomethylation agent combinations
have greatly improved outcomes in AML but most
patients ultimately relapse
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» MCL-1 is upregulated by multiple cell survival

signaling proteins and is known to play a major role 225 - T T T ' — .- B .
| | o 0.00 0.00 0.01 0.04 0.11 0.33 1.00 3.00 0.00 0.00 0.01 0.04 0.11 0.33 1.00 3.00 1076 2948 37
in resistance to BCL-2 inhibition '

o0 e +1.28 +1.44 +0.94 . 00X 40 60
0 0 1 4 11 33100300 CT-03p (uM) CT-03p (uM) o e o T N : Time (minutes)
CT-03P (nM) . T 1146 £1.37 - - | |

— TP53_Wt — TP53_ku" or mutant +1.4 +1.58 x1.57 x=1.592 -

» MCL-1 also exerts other functions that support
leukemia growth and survival including regulating
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Combination of CT-03p with VEN Is Highly Synergistic in
VEN-R OCI-AML3, CT-03p resistant KG1, and VEN and CT-
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KG1, 48 h » TP53 mutation may be a resistance factor for
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To investigate the activity of cardio-safe MCL-1
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