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Drug target discovery for autoimmune diseases by using a technology creating
functional mutant proteins
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Tumor necrosis factor-a  TNF-a and its receptors (TNFR1 And TNFR2) play
important roles for progression of autoimmune diseases. Therefore, they are considered to be promising
drug targets for such diseases. However, differences of the function of TNFR1 and TNFR2, especially, the
role of TNFR2 in diseases have not been understood well. In order to clear the possibility of the TNFR2
as a novel drug target, functions of TNFR2 must be well-investigated. This study aimed for clear the
function of TNFR2 by using TNFR1/TNFR2 specific TNF mutants developed by our laboratory. Here, we
identified a protein APP3 as a novel cytoplasmic adaptor molecule of TNFR2. We also found that APP3
played an important role for signal transduction from TNFR2 to JNK/MAP kinase pathway activation. These
findings would be valuable for understanding the function of TNFR2.
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