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Background

INCA035784 Demonstrates Robust Killing

INCA035784 Induces Killing of HSPCs and MKPs When Added to Total Mononuclear Cells (MNCs), With Activity Correlating With
of CD34-Derived MK Progenitors (MKPs)

TPOR Expression and T-Cell Activation

Mutations in exon 9 of the calreticulin gene (mutCALR) are the second

most common drivers of myeloproliferative neoplasms (MPNs), occurring in From Patients Co-Cultured With R o - S _—
~25% and ~35% of essential thrombocythemia (ET) and myelofibrosis (MF), HSPCs MKPs HSPCs MKPs ntreate Mock x CD3 INCA035784
respeo(;tively1 i d ( ) d ( ) Hea Ithy Do n or T Cel Is 1004 ® Mock x CD3 100 lil ®  Mock x CD3 2500 . 2500 . . | 44% 0.3% . |4.5% 0.5% . |503% . 20.4%
_ o o _ B INCA035784 (mutCALR x CD3) @ INCA035784 (mutCALR x CD3) -8 Killing observed (n=3) -8 Killing observed (n=4) ° " 10 = :
mutCALR proteins exhibit a novel, positively charged C-terminus that forms an ] No killng (n=2) No killng (n=1) - ; ]
abnormal complex with the thrombopoietin receptor (TPOR), resulting in 1009 — — e =2 2000~ 2000+ otent killina) @1 /|
cytokine-independent JAK/STAT signaling and malignant clonal growth'2 2 % (potent dlling) 10l ]
Type 1 (52-bp deletion) and Type 2 (5-bp insertion) mutations are the 2 major = 60 © = L :
mutCALR classes, generating a shared mutant C-terminal sequence; however, S < 3 & 107 & 107 '
more than 100 mutCALR variants have been described in MPNs, including = 8 40- 2 & = S — : W
atypical mutations that may significantly alter the C-terminal structure3+4 hy b S = — = il ° . 08% | o’ 25% | a0 9.2%
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INCAO035784 Selectively Depletes Target Cells in Samples From Patients With Atypical mutCALR Variants
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