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The present study investigated the effects of LXR-activating ligands on modulation of
epithelial sodium channel (ENaC)-mediated sodium transport in collecting duct cells.
Exposure of the M1 cells to synthetic LXR agonists, TO901317 and GW3965, or the natural
ligand, 22R-hydroxycholesterol for 24 h decreased amiloride-sensitive sodium transport,
corresponding with an increase of transepithelial resistance. The inhibition of amiloride-
sensitive sodium transport after incubation with TO901317 or GW3965 was not mediated by
a reduction of Na'/K ATPase-mediated basolateral sodium transport. On the other hand,
TO901317 and GW3965 decreased mRNA abundance of all subunits of ENaC and decreased
protein expression of ENaCB and ENaCy. Preincubation the monolayer with GW3965
attenuated aldosterone-induced stimulation sodium transport. In primary cultures of
collecting duct cells TO901317 and GW3965 similarly inhibited ENaC transport function as
in M1 cells. Moreover, the natriuresis effect was observed in mice-treated with TO901317
(50 mg/KgBW/day) for 7 days. This is the first evidence showing LXR-activating ligands
modulate ENaC-mediated sodium transport in collecting duct cells. These results suggest that
LXRs may represent a novel therapeutic target for treatment of conditions with dysregulation

of ENaC such as hypertension.
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