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FHAFAIE (Abstract)

Among various subtypes of malignant lymphomas, adult T-cell leukemia/lymphoma (ATLL) is
clinically intractable one. As patients with ATLL carry a dismal prognosis with long-term survival
rates of 10-30%, a novel therapeutic strategy is required to better manage patients with the
malignancy. Recently, we performed comprehensive genetic studies and revealed frequent
genetic alterations in T cell receptor signaling and NF- k B pathway, such as PLCG1, PRKCB and
CARD11 mutations, suggesting the biological relevance of this pathway in ATLL (K Kataoka et
al, Nat Genet 2015). To exploit a new treatment strategy in ATLL, we focused on a target which
is a key regulator of this pathway. Since it functions at downstream of the antigen signaling, it
is anticipated that its inhibitors are effective against not only CARD11 mutation but also
upstream mutations such as PLCG1 and PRKCB. Eventually, we discovered a novel first-in-class
selective small-molecule inhibitor. Moreover, we developed a novel ATLL patient derived
xenograft (PDX) model to evaluate the efficacy of the inhibitor. PDX experiments demonstrated
robust efficacy of the inhibitor against ATLL in vivo. Based on these observations, we are now
planning to perform and achieve non-clinical studies toward phase | clinical study of the

inhibitor.
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