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ABSTRACT
248373

Cholangiocarcinoma (CCA) is an aggressive malignancy of the biliary tract for which
effective treatment is lacking. Resveratrol has been shown to inhibit the growth and induce
apoptosis of various cancer cell lines including CCA cell lines. In this study, we investigated the
growth inhibitory effect of resveratrol and 5 Cherﬁotherapeutic drugs (5-FU, gemcitabine,
cisplatin, doxorubicin and paclitaxel) in human CCA cell lines (KKU-100 and KKU-M156). We
found that resveratrol and 5 chemotherapeutic drugs inhibited growth of both cell lines in a
dose-dependent manner. The synergistic growth inhibitory effects were found when KKU-100
cells were treated with a combination of resveratrol with 5-FU and when KKU-M156 cells were
treated with a combination of resveratrol with gemcitabine. The combination of resveratrol with 5-
FU or resveratrol with gemcitabine showed a selective growth inhibitory effect against CCA cells
with no effect in normal liver cell (Chang cell). Growth suppression by resveratrol, 5-FU,
gemcitabine or their combinations subsequently underwent apoptosis. In addition, a number of
apoptotic cells in cells treated with the combinations was significantly higher than control cells or
cells treated with resveratrol or drugs alone. These findings indicated that resveratrol synergized
the chemotherapeutic drugs in induction CCA cell apoptosis. Our findings suggest that
resveratrol is an effective compound that may serve as a potential source for anticancer drug

development in the future.
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A1FURMAI5T

Wi"
A15199 1 A1 IC,, 189 resveratrol, 5-FU, gemcitabine, cisplatin, doxorubicin 9

WAT paclitaxel TUIARNZITYAUA KKU-100 waz KKU-M156
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31 1 graudaniaindiuausessaduzSaieinalag resveratrol

g1l 2 qw'§”uéqunqiL‘v“v'wfimqummLema'ml,?wi@ﬁﬁﬁ KKU-100 Taeieiniaiitiniis
5-FU, gemcitabine, cisplatin, doxorubicin La péclitaxel

317 3 qrsudamaiuduusessaduzioiethd KKU-M156 Ttsniaditn
5-FU, gemcitabine, cisplatin, doxorubicin Way paclitaxel

g‘dﬁ 4 nan13ld8auniuaes resveratrol iU 5-FU, gemcitabine, cisplatin,
doxorubicin ¥78 paclitaxel TuaduziSaviotng KKU-100

gﬂﬁ 5 uaN19lE39N 994 resveratrol fiu 5-FU, gemcitabine, cisplatin,
doxorubicin e paciitaxel I aaguziviating KKU-M156

gﬂ'ﬁ 6 nan1sldsaniaad resveratrol fu 5-FU (A) %38 gemcitabine (B)
Tu Chang cell

31U 7 nsdnadnlHiAmnnsaenuL apoptosis e KKU-100 way KKU-M156

gﬂﬁ 8 wadiiusl apoptotic cell 189 KKU-100 (A) Waz KKU-M156 (B)

Lﬁ’agﬂ treat piagl resveratrol, 5-FU, gemcitabine, 5-FU + resveratrol

YR gemcitabine + resveratrol
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resveratrol  #AN1NTA  5-Fluorouracil gemcitabine cisplatin doxorubicin paclitaxel

v v
ARV ZAENHNZNYRTIR  N19ANELLL apoptosis cholangiocarcinoma cell lines
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Cholangiocarcinoma, CCA; SRB, sulforhodamine B; EB/AQ staining, ethidium bromide/acridine

orange staining; 5-FU, 5-Fluorouracil



