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Elucidation and regulation of the action of disease-specific macrophages on
chronic pain in osteoarthritis of the knee
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Injection of 1.0 mg of monoiodoacetic acid into the knee of rats examined
the cell dynamics. It was found that cell invasion and proliferation began on the 1st day after
administration, and increased especially by the 5th day. Furthermore, cell proliferation occurred
mainly in the superficial synovial membrane. The cells in the superficial synovial layer spread to
the deep layer by being extruded by newly proliferating cells in the superficial layer. On the 5th
to 7th days, the synovial cells with cell infiltration showed fibrosis, angiogenesis, and
neurogenesis accompanying the blood vessels. Pain avoidance behavior by the incapacity test
continued during and after this period, leading from acute inflammation to chronic pain. We consider

that the simultaneous changes in cells and tissues are a phenomenon that can be said to be one of
the mechanisms by which acute inflammation becomes chronic pain.
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