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: Development of novel diagnostic method against autoimmune diseases by

newly-found alarmin.

: Harumi Suzuki, Ph.D.
: alarmin, autoimmune disease, chronic inflammation

: We found that aminoacyl-tRNA synsetases, which are the enzymes to ligate

amino acid to the corresponding tRNA could function as alarmin to stimulate
innate immune responses such as production of proinflammatory cytokines.
Some of these synsetases were found to stimulate macrophages and dendritic
cells to produce IL-6 in vitro. This stimulation was dependent on Toll like
receptors, because MyD88 deficiency abrogated the cytokine responses.
Alarmins are released from demolished cells and could induce additional
inflammation of adjacent cells, therefore prolong and worsen inflammation by
forming positive feedback loop. We hypothesized that these novel alarmins
could be associated to the pathology of autoimmune diseases and also be
involved in pathogenesis of the disease. To investigate association between
synsetases and chronic inflammatory autoimmune diseases, we first focused on
collagen-induced arthritis mouse model. Associated to severity of arthritis
symptoms, some of the synsetases are detected by ELISA in their sera. There
exist specificity, because some of the synsetases were not detected. Moreover,
some synsetases were also detected in sera from human rheumatoid arthritis
patients. These results indicated that certain synsetases are potential
diagnostic marker for the diagnosis of rheumatoid arthritis. Currently, we are
investigating all of the synsetases in the patients sera, to figure out which one

would be strongly associated with severity of arthritis symptom.
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