PARICALCITOL INHIBITED ALDOSTERONE-INDUCED PROINFLAMMATORY FACTORS BY MODULATING
EPIDERMAL GROWTH FACTOR RECEPTOR (EGFR) PATHWAY IN CULTURED TUBULAR EPITHELIAL CELLS
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INTRODUCTION MATHERIAL AND METHODS

The experiments were performed on human and murine renal tubule
epithelial cells (HK2 cell line and MCTs, respectively) analyzing the results
using different techniques such as Western blot and RT-PCR.

Chronic kidney disease is characterized by Vitamin D deficiency and activation of the Renin-
Angiotensin-Aldosterone system. Increasing data show that Vitamin D receptor agonists (VDRAS) exert
beneficial effects in renal disease and possess antinflammatory properties, but the underlying
mechanism remains unknown. Emerging evidence suggest that “a disintegrin and metalloproteinase” OBJETIVE

(ADAM)/epidermal growth factor receptor (EGFR) signalling axis contributes to renal damage. . . B
Aldosterone (Aldo) induces EGFR “trans”-activation regulating several processes, including cell To investigate whether the anti-inflammatory effects of VDRAs are

proliferation and fibrosis. However, data on tubular epithelial cells is scarce. !'nedlatec! by modulation of the EGFR pathway activated by factors
involved in renal damage, as Aldosterone.
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We now demonstrated here that in cultured tubular epithelial cells Aldosterone activates the
EGFR pathway via ADAM-17/TGF-a shedding, leading to upregulation of proinflammatoy
factors. Our data suggest that the antinflammatory actions of paricalcitol in tubular cells
maybe mediated by the inhibition of TGF-a/ADAM17/EGFR signaling pathway.
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