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Amendment of abnormal RasGRP signaling in patients with systemic autoimmunity
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In the joints of patients with rheumatoid arthritis (RA), abnormal growth of
synovial fibroblasts and secretion of cytokines as well as proteases contribute to cartilage and
bone destruction. Although treatment strategy in RA has been dramatically improved, still half of
the patients achieve remission and unwanted infections are induced by immunosuppression. In the
current research program, we aimed to search for novel treatment strategy targeting RA-synovial
fibroblasts. We found abnormally high expression of RasGRP2 and RasGRP4 in synovial fibroblasts
derived from some of RA patients, which are signal molecules restrictively expressed in platelets
and bone-marrow derived cells in normal state, respectively. RasGRP2 and 4 coordinately induce cell
migration, proliferation and cytokine/protease production. Moreover, inhibition of RasGRP2/4
ameliorated arthritis and joint destruction in animal arthritis model.
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