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Introduction: Specific B cell malignancies, including CLL and the aggressive non-GCB
subtype of DLBCL, are driven by constitutive activation of the B cell receptor (BCR)

proteomic assays to elucidate molecular mechanisms of action and rational combination
partners.

Results: Mechanistic studies reveal that ABBV-MALT1 effectively inhibits signal
transduction of the BCR pathway and reduces NF-«xB gene activation in non-GCB DLBCL
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Figure 1. ABBV-MALTL1 inhibits MALT1 protease function through an
allosteric mechanism

surrounding protein residues but also makes hydrogen bonds with E397 and N393. (B) Biochemical
assay measuring inhibition of WT MALT1 protease activity by a dose-response of ABBV-MALT1 (C)
Secreted human IL-2 from PBMC samples from two independent donor sources (Donor 1 and Donor
2) with PMA stimulation and/or a dose response pretreatment of ABBV-MALTL. IL-2 values
calculated as pg/mL and error shown as standard error of the mean of three independent
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Figure 4. Potent and selective inhibition of cell-line derived ABC

subtype diffuse large B-cell lymphoma xenograft (CDX) models in
VIVO
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(A) ABBV-MALTL1 is efficacious in the OCI-LY3 xenograft model. ABBV-MALT1 was dosed orally at 30
mg/kg. Error bars represent the standard error of the mean of n =8 animals per group. (B) ABBV-

/Figure /. Combination of MALT1 and BCL2 inhibition produces A
synergy and is highly efficacious in both CDX and PDX diffuse large B-
cell ymphoma models in vivo
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