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														The hyperplasia of synovial fibroblast plays critical roles in the propagation of rheumatoid synovitis. N'-[β-D-Ribofuranosyl]-5-hydroxyimidazol-4-carboxamide (mizoribine; MZR), an immunosuppressive agent, is reported to have beneficial effects in patients with rheumatoid arthritis (RA) for suppression of lymphocyte proliferation. In order to study the anti-rheumatic action of MZR, we have investigated its effect on DNA synthesis of RA synovial fibroblasts. DNA synthesis by synovial fibroblasts was evaluated by measuring the uptake of tritiated thymidine (^3H-TdR) after stimulation with interleukin-1β in the presence or absence of MZR. MZR suppressed ^3H-TdR incorporation by synovial fibroblasts in a concentration-dependent manner. This inhibition was significant with 1-2μg/ml MZR (p<0.01), the concentration attainable in sera of treated patients. MZR has been reported to inhibit inosine monophosphate (IMP) dehydrogenase, a key enzyme in the formation of guanine ribonucleotides from IMP. Therefore, to examine whether this suppression of cell proliferation by MZR is also due to the inhibition of IMP dehydrogenase, guanosine monophosphate (GMP), an end-product converted by IMP dehydrogenase, and MZR were added simultaneously to synovial fibroblast cultures. We found that 10μg/ml of GMP reversed the MZR-induced suppression of synovial fibroblast proliferation. These results suggest that MZR inhibits synovial fibroblast proliferation directly by depleting of intracellular guanine ribonucleotides, thereby possibly inhibiting rheumatoid synovitis by virtue of this action.
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