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We evaluated the efficacy of the JAK inhibitor tofacitinib (TOFA) for
controlling IFN signalling via the JAK-STAT pathway and as a therapeutic for SLE in this research
project. We treated NZB/NZW F1 mice with TOFA and assessed alterations in their disease,
pathological, and immunological conditions. Gene-expression results obtained from CD4+ T cells (SLE
mice) and CD3+ T cells (human SLE patients) were measured by DNA microarray and gRT-PCR. TOFA
treatment resulted in reduced levels of anti-dsDNA antibodies, decreased proteinuria, and
amelioration of nephritis as compared with those observed in control animals. We also detected
decreased expression of several IFN-signature genes Ifit3 and Isgl5 in CD4+ from SLE-prone mice
following TOFA and DEXA treatment, and IFIT3 in CD3+ T cells from human patients following
immunosuppressant therapy including steroid, respectively. Our results suggest that TOFA could be
utilised for the development of new SLE-specific therapeutic strategies.
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