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ELUCIDATION OF PATHOLOGICAL CHANGES IN RHEUMATOID
ARTHRITIS, AND THE NEW THERAPIES FOR THE DISEASE

Katsuyuki Fuin
Department of Orthopedic Surgery, The Jikei University School of Medicine

Recently, we have focused on the following clinical facts that raise an important question :
Is RA really a synovial disease? Firstly, although administration of non-steroidal anti-inflam-
matory drugs, anti-rheumatic medicines and corticosteroids is recognised as a fundamental
conservative treatment for RA, these cannot completely suppress the synovitis of affected
joints. Even after surgical synovectomy, the removal of inflammatory synovial tissue, most
cases develop varying degrees of recurrent synovitis with time, and the progression in joint
deterioration and deformity cannot be prevented. Secondly, synovitis progression tends to
gradually decrease when articular cartilage and bone are severely destroyed in the advanced
stages. Thirdly, active synovitis remarkably diminish after excision of articular cartilage and
subchondral bone during prosthetic joint replacement even if the hypertrophied and inflamed
synovium remains unremoved.

We previously observed that anti-type II collagen IgG antibody appears in high incidence
during the early phase of RA.

In addition, osteoclast, macrophage, and inmmunocyte were found to infiltrate into sub-
chondral and articular cartilage areas during early phase of the disease. Therefore there is a
good possibility that the initiation of the rheumatoid process is triggered by the autoimmune
reaction involving type II collagen in the articular cartilage as a consequence of an unknown
aetiological agent. Synovitis and other extra-articular features may be induced secondary to
the immune complex formation in the subchondral area.

If the proposed sequence of events is proved, it will be ideal to direct our focus to medical
treatment that suppress the invasion of osteoclastic cells and immunocytes in the subchondral
bone rather than the inflammation of the synovial membrane.

(Tokyo Jikeikai Medical Journal 2003 ; 118: 115-8)
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