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Clarification of the roles of LIM proteins in the negative regulation of Thl7 cell
differentiation
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The differentiation of Th1l7 cells is tightly regulated, otherwise exaggerated
Th17 responses causes autoimmune diseases, including rheumatoid arthritis. We have demonstrated that
PDLIM4 bound to STAT3, a key transcription factor for Th17 cell development, and negatively regulated
Th17 cell differentiation. PDLIM4 also associated with and recruited to PTPBL, a protein tyrosine
phosphatase, through LIM domain, and facilitated dephosphorylation of tyrosine residue of STAT3, thereby
suppressing STAT3 signaling. We further found that a single nucleotide polymorphism (SNP) of PDLIM4 is
associated with rheumatoid arthritis susceptibility. Interestingly, PDLIM4 mutant containin? this amino
acid substitution in the LIM domain revealed reduced binding to PTPBL, and therefore partially impaired
to dephosphorylate STAT3 and suppress STAT3 signaling. These data delineate an essential role of PDLIM4
to prevent the onset of human autoimmune diseases by negatively Thl7 cell differentiation.
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