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RasGRP4

The mechanism how RasGRP4 promotes proliferation of synovial fibroblasts in
rheumatoid arthritis

Yasuda, Shinsuke

3,500,000
RasGRP4 Ras
RA (FLS)  RasGRP4
(Kono and Yasuda et al, Arthritis Rheumatol 2015) RasGRP4-Ras-MAPK
Ras tipifarnib FLS
(Shimamura & Yasuda et al, 2017)

RasGRP4 is a guanine exchange factor for Ras, expressed mainly in mast
cells, monocytes and neutrophils. We previously found aberrant RasGRP4 expression in Ffibriblast-like
synoviocytes (FLS) from patients with rheumatoid arthritis (RA) that controls proliferation of FLS

(Kono, Yasuda et al Arthritis Rheumatol 2015). Downstream of RasGRP4, Ras, MAPK activation was
confirmed. We investigated the possibility of treatment targeting RasGRP4-Ras-MAPK pathway.
Tipifarnib is a farnesyltransferase inhibitor that inhibits Ras activation, mostly tested in
clinical trials for neoplasms. Treatment with tipifarnib inhibited FLS proliferation in a
dose-dependent manner (Shimamura, Yasuda et al, EAGOR meeting 2017). We suggest inhibition of Ras
activation as a feasible treatment for RA).
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