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Establishment of a novel drug discovery platform for adult T-cell
leukemia/lymphoma using PROTAC technology

Yoshimitsu, Makoto
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We aimed to develop a novel therapeutic agent for adult T-cell
leukemia-lymphoma (ATL) using a targeted proteolysis-inducing compound (PROTAC), targeting CARD11,
since many cases of ATL show gain-of-function mutations in CARD11l. Since crystals of the full length

of CARD11 could not be obtained, partial crystallization of the SH3-GUK domain of the C terminal
was investigated. In addition, crystallization of only the SH3 domain was performed in parallel.
Crystallization under various conditions was attempted, but it was found that the SH3-GUK domain is
truncated at a specific sequence between SH3 and GUK. We are aiming to remove the cleavage site by
introducing mutations.
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