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o Fibroblast-like synoviocytes from rheumatoid arthritis patients (RA-F
exhibit several tumor cell-like characteristics; however, the role of glucose and glutamine

LS)

metabolism in the aberrant proliferation of these cells is unclear. We evaluated the role of these

metabolic pathways in RA-FLS and in mouse model of RA.

GLS1 expression was increased in RA-FLS. RA-FLS proliferation was reduced under
glutamine-deprived, but not glucose-deprived, conditions. Cell growth of RA-FLS was inhibited
GLS1 siRNA or GLS1 inhibitor treatment. Treating RA-FLS with either IL-17 or PDGF resulted in
increased GLS1 levels. GLS1 inhibitor ameliorated the arthritis and decreased the number of
Ki-67-positive synovial cells in SKG mice. Our results suggested that glutamine metabolism is
involved in the pathogenesis of RA and that GLS1 plays an important role in regulating RA-FLS
proliferation, and may be a novel therapeutic target for RA.
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