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It has been reported that TGF-B in cooperation with IL-6 induces Thl7
differentiation. However, we have found that canonical TGF- signaling pathway via Smad3 and Smad4
rather suppresses Thl7 differentiation by inducing the negative regulators of the crucial signaling
molecule of IL-6, STAT3 such as SOCS3, SHP1 and SHP2 using in vitro culture and a murine
collagen-induced arthritis model. We have further discovered that the expression patterns of these
molecules in peripheral blood mononuclear cells (PBMCs) from rheumatoid arthritis patients
significantly correlate with the efficacy of the biologics targeting TNF-a or IL-6.
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