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To establish a new disease activity marker and a new treatment target by
comprehensive gene expression analysis of patients with rheumatoid arthritis
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Objective: This study aimed to clarify pathoph%siological roles of
CD4-positive T cells in RA and to find a novel therapeutic target. Methods: We examined gene
expression profile of CD4-positive T cells in RA patients before and after the treatments with
several biologics by DNA microarray analysis. We also examined the expression of ZFP36L2, whose
expression was up-regulated in the responders to biologics. Next, we examined the expression of
ZFP36L2 in murine naive CD4-psositive T cells, Thl cells, Th2 cells, Th9 cells, and Thl7 cells.
Finally, we examined the expression of ZFP36L2 in TCR-stimulated murine CD4-psositive T cells.
Results: ZFP36L2 gene expression was increased in CD4-positive T cells in the responders. ZFP36L2
was constitutively expressed in naive CD4-positive T cells, Thl cells, Th2 cells, and Thl7 cells.
TCR-mediated stimulation rapidly reduced ZFP36L2 expression. Conclusion: ZFP36L2 may function as a
negative regulator of CD4-positive T cells.
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forward primer; 5 -GGCCGCACAAGCACAAC-3' reverse primer;
5 -GAGACTCGAACCAAGATGAATAACG-3'
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