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he E3 ubiquitin ligase TRIMS has been initially identified as a Ring finger protein expressed in glioblastomas capable of

binding SOCS-1, a member of the Suppressor of Cytokine Signaling family of molecules. It has been reported by us that
TRIMS appears to be a negative regulator of SOCS-1 stability by binding to its SH-2/SOCS box domains. Moreover, recent
reports have documented that nucleocytoplasmic trafficking of TRIMS8 is involved in positive regulation of TNF-a induced
NEF-KkB activation, in the stabilization of p53 on glioblastoma and clear cell renal carcinoma, and in the degradation of PIAS the
negative regulator of STAT3. Here, we show for the first time that PIM serine/threonine kinases, also bind and phosphorylate
TRIMS, resulting in increased stabilization of the ubiquitin ligase activity. Since SOCS-1 is functionally phosphorylated and
also stabilized by PIMs, co-expression of a heterotrimeric TRIM8/SOCS-1/PIM complex promotes partial destabilization of
the complexes and pursues degradation of the SOCS-1 protein. Additionally, co-expression of SOCS-1/TRIM8/PIM kinase
complexes in 293T cells mitigates the repression of an interferon-y-mediated signaling in responsive cells in vivo. These data
add new partners to the complex network of protein-protein interactions that regulate SOCS-1 function and modulate the
cytokine biological response. (Up to 250 words)
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