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COT, a new molecular target in refractory B-cell malignancies and its clinical
application
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ABC-DLBCL is a B-cell lymphoma subtype with relatively unfavorable
prognosis. It is characterized by the constitutive activation of NF-k B pathway due to specific
mutations in BCR- or TLR-signaling, contributing to the lymphomagenesis. In this project, we
identified COT, an intracellular kinase, as a novel drug-able target in ABC-DLBCL. We found that
COT/p105 complex, specifically activated by IKK downstream of TLR/MYD88-L265P, promotes activation
of NF-k B or MAPK pathway as well as IL-6/1L-10 autocrine loop and resultant JAK/STAT3 activation.
In addition, in our results COT accelerated cell cycle progression in ABC-DLBCL by regulating c-MYC
and other cell cycle associated molecules. Intriguingly, in IHC-based analysis, high COT expression
was significantly associated with relatively worse prognosis amon% DLBCL patients with ABC phenotype

treated in our institute. Together, COT could aid in risk-stratification of ABC-DLBCL and emerge as
a new molecular target in this subtype.
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TPL2 (COT kinase) regulates cell survival and proliferation in ABC-like DLBCL.
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