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Dynamism of T helper cells in systemic lupus erythematosus
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3,600,000
SLE T 3 Tth
SLE Tfh/Thl
IL-12 STAT1 STAT4 TYK2
IL-12-TYK2-STAT SLE
SLE T heterogeneity
SLE Tfh JAK-STAT
SLE
SLE

i o We have used an immunophenotyping approach to categorize patients with SLE
into distinct subgroups by comprehensive multicolor flow cytometric analysis. We identified three

distinct subgroups based on T cell heterogeneity, including a T cell-independent group, a T
follicular helper (Tfh) cell-dominant group and a T regulatory (Treg) cell-dominant group. The
percentage of patients who were resistant to immunosuppressive treatment was highest among the Tfh
cell-dominant group. In vitro analysis demonstrated that IL-12-mediated co-activation of STAT1 and
STAT4 alters histone modification, resulting in development of pathogenic Tfh-Thl-like cells.
Finally, Tfh/Thl differentiation was inhibited by selective TYK2 inhibitors. Collectively, our data
indicated that the IL-12-TYK2-STAT pathway is a candidate for new therapeutic target for SLE.
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