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Exome analaysis using 47 patients®s sample with adult T cell

leukemia/lymphoma was performed and identified novel recurrent mutation, RLTPR Q575E. RLTPR Q575E is
found to activate NFkB pathway and co-precipitated with CARD11, a central molecule in NFkB
activation. RLTPR is also found to directly interact with Tax, a HTLV-1 derived oncogene. CARD11
gain-of-function knock-in mouse did not form lymphoma even after 3-year observation period but
showed increased levels of activated T lymphocytes, regulatory T cells, mature B lymphocytes. Aiming
at developing novel CARD1l inhibitor, crystal structure analysis of CARD1l is under investigation.
This project 1s supported by Platform Project for Supporting Drug Discovery and Life Science
Research (Basis for Supporting Innovative Drug Discovery and Life Science Research (BINDS)) from

AMED.
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47 ATL CARD11

21.3%, PLCG1 19.1%, PRKCB 19.1%, CCR4 17.0%, VAV1 17.0%, STAT3 12.8%, TP53 10.6%,
POT1 8.5%, CSNK1A1l 4.3%, CSNK2B 4.3%, EP300 4.3%, GAT3 4.3%, HLA-B 4.3%, IDH2
4.3%, TBLIXR1 4.3%, IKBKB 2.1%, IRFBP2 2.1%, IRF4 2.1%, RELA 2.1%
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