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Characterization of novel adaptor molecules, APS and JAB
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Reserach Fellow, Institute of Life Science, Kurume University ~ Masahire Yokouchi

A novel adaptor protein, APS (adaptor molecules containing PH and SHZ domains), which was
cloned by us in 1997 was tyrosine phosphorylated in response to various cytokines and growth
factors. Here we report that ectopical expression of the wild type but not C-terminal truncated APS in
NIH-3T3 fibroblasts and Ba/F3 cells suppressed PDGF-induced cell proliferation and erythropoietin
(EPO)-induced STATS activation. PDGF and EPO induced phosphorylation of the tyrosine residue
of APS close to the C-terminal end. In vitro binding experiment suggest that APS bound to the b type
PDGF receptor, mainly via the phosphotyrosine 1021 (pY1021), and Y343 of the EPO receptor. In
vitro and in vivo binding experiments indicate that tyrosine phosphorylated C-terminal region of APS
bound to c-Cbl. Coexpression of c-Cbl and APS synergistically inhibited PDGF-induced c-fos
promoter activation, and EPO-induced STATS activation. We also found that ¢-Cbl RING finger
domain interacts with UbcH7, a member of ubiquitin-conjugating enzymes E2. We propose a novel

negative regulatory mechanism of tyrosine kinases by APS and c-Cbl.
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