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Analysis of the Immunopathogenesis of Rheumatoid Arthritis and its
Application to Novel Experimental Therapy

Masayoshi HARIGAI, Masako HARA, Chikako FUKASAWA and Sadao KASHIWAZAKI
Institute of Rheumatology, Tokyo Women’s Medical College

In synovia of patients with rheumatoid arthritis (RA), synoviocytes and infiltrating
lymphocytes produce a variety of cytokines and contribute to the immunopathogenesis of the
disease. In vitro culture of rheumatoid synovial cells revealed the following results; (1) Pro-
inflammatory cytokine cascade exists in rheumatoid synovia. Tumor necrosis factor-« (TNF-«)
and interleukin (IL)-18 locate upstream of the cascade, while IL-6, IL-8 and monocyte
chemoattractant protein-1 locate downstream of it. (2) IL-4, IL-10, IL-13 and interferon-y (IFN-y)
modulate the production of TNF-«, IL-14, IL-1 receptor antagonist, IL-6 and IL-8 by rheumatoid
synovial cells. (3) IL-10, but not IL-4, IL-13 or IFN-v, is produced by rheumatoid synovia and IL-
10 is the major anti-inflammatory cytokine in rheumatoid synovia. (4) Peptide containing nuclear
localization sequence of NF-xB p50 inhibits TNF-a-induced IL-6 and IL-8 production. These data
indicates that imbalance between pro- and anti-inflammatory cytokines would contribute to the
persistence of synovial inflammation of RA and that NF-xB is a novel target of therapeutic
approach against RA.
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