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Analysis of the molecular mechanism by which extracellular acidification
promotes LPA-induced inflammatory responses in rheumatoid arthritis synovial
cells.
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In RA, the proliferation of synovial cells is abnormally augmented and the
pH of synovial fluid from RA patients is lower than that from healthy individuals. Therefore, we
hﬁpothesized that local acidification in the intra-articular cavity affects inflammatory responses.
The results revealed that an acidic extracellular pH induced COX-2 and ADAMTS-4 expressions through
G protein-coupled pH-sensing receptor OGR1 in RA synovial cells from RA patients. Furthermore, the
acidic extracellular pH synergistically enhanced LPA-induced COX-2 and ADAMTS-4 expressions.The
results suggest that the acidification of synovial fluid is involved in exacerbation of the RA
pathology by amplifying the inflammatory mediator-induced inflammatory response.
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