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Abstract
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Opisthorchis viverrini (Ov) is a strong risk factor of bile duct cancer. Its

excretory/secretory (ES) product has recently been reported to induce fibroblast cell
proliferation. We aim to study the response of fibroblasts to Ov ES product especially
the intracellular signal transduction pathway activated by this parasitic product. Gene
expression profile of cells exposed to Ov ES product was studied by cDNA array. The
results indicated that among a total of 15,000 genes/ESTs, 239 genes with established
cell proliferation-related functions were 2 fold-and more-up-regulated by Ov ES product
compared to those in cells without exposure. Real time RT-PCR confirmed the highest
up-regulated expression of tgff 1i4 which is the representative molecule of transforming
growth factor-beta (TGF-[3) pathway stimulation. In addition, the up-regulated expression
of smad 4, an important TGF-f3 signal transduction molecule, was observed in fibroblast
treated with Ov ES product. RNAIi against TGF-3 receptor type Il (TBRIl) was performed
and could successfully decrease around 50-80% of intrinsic TBRII level. A significant
decrement of Ov-induced cell proliferation was observed in TBRIl-knockdown cells
compared to those without siTBRII treatment. These results indicated that fibroblast cell
proliferation induced by Ov ES product might be through TBRII-mediated signal
transduction pathway. Though, in the future, the exact growth factor-like substance in
Ov ES product should be identified to study in depth of what is the exact mechanism the
parasitic product uses to activate cell proliferation. This data may highlight the possibility
to do interfering of TGF-B-mediated signal transduction pathway to inhibit Ov ES

product-driven cholangiocarcinogenesis.
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