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Effects of biliary oxysterols on the growth of bile duct cancer
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27-Hydroxycholesterol (27HC) is one of the biliary oxysterols that activates

estrogen receptors (ERs). Since 27HC stimulates breast cancer growth through the activation of ERs
and about half of bile duct cancer also expresses ERs, we hypothesized that biliary 27HC modulates
ER-positive bile duct cancer growth. A cell line (TFK-1) derived from human bile duct cancer
expressing ERB was cultured and incubated with 27HC. The cell growth was significantly promoted by
adding more than 10 nM of 27HC. Besides, the addition of PHTPP, an antagonist of ERB , canceled the
growth promotion due to 27HC. Biliary concentrations of 27HC in bile duct cancer patients were
50-1000 nM, which was much higher than the levels added in cell culture media. These results suggest
that biliary 27HC can stimulate the growth of ER-positive bile duct cancer in vivo. Therefore, the
inhibition of ER activity may be a new strategy to inhibit the postoperative recurrence of
ER-positive bile duct cancer in both genders.
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One-way ANOVA p-value: P<0.0001.
**p<0.01, tP<0.001, $P<0.0001 vs Control.
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