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NSAID TRP

TRP ion channel related to the pathogenic mechanism of small intestinal
ulceration induced by NSAIDs use

Sugiyama, Toshiro

3,500,000
NSAID
NSAIDs EET
TRPV4 NSAIDs TRPV4
TRPV4
TRPV4
NSAID
NSAID
TRPV4
NSAID TRPV4
NSAID

NSAIDs-induced small intestinal ulcerations are rapidly increasing,
however the effective prevention has not been established. As the ulcerations are prevented by the
use of broad spectrum antibiotics, the intestinal inflammation by intestinal flora or the
metabolites should be attributed. However, the molecular mechanism related to increased permeability

of small intestinal epithelial cells by NSAIDs use is not elucidated.

By the permeability experiment with small intestinal epithelial cells, NSAIDs accelerated the
permeability via the accumulation of 8, 9 EET, which is the metabolites of membrane arachidonic
acids and activated TRPV4. The activated TRPV4 is attributed to the increase of permeability. By
this assay system, one candidate dru? was selected, which showed the inhibition of TRPV4 activation
and inhibited the increased permeability of intestinal epithelial cells induced by NSAIDs. Clinical
trials are planning to confirm the preventing effect of the candidate.
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