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Investigation of regulatory mechanisms of aqueous outflow based on molecular
signalings of TGF-beta and proinflammatory cytokines.
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To investigate the regulatory mechanisms of aqueous outflow, we assessed the
cross talk between TGF- 2 and proinflammatory cytokines in human trabecular meshwork cells, because
those levels in aqueous humor were elevated in glaucoma patients. We examined the effect of TGF-3 2 on
the expression of extracellular matrix. TGF-f3 2 induced the production of type 1 collagen, and the effect
was significantly inhibited by p38 inhibitor but not by ROCK inhibitor. Additionally, we found that
TGF-B 2 induced the production of IL-6 and IL-8 from trabecular meshwork cells. Furthermore, TGF-B 2
increased the expression of alpha-SMA, and the induction was inhibited by treatment with IL-6 in a
dose-dependent manner. These data suggest that the crosstalk between TGF- 2 and cytokine signalings may
relate to the regulation of aqueous outflow. We are going to examine the molecular mechanisms of this
cross talk between TGF-f 2 and proinflammatory cytokines more closely in human trabecular meshwork cells.
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