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[ Abstract] Objective To explore the effect of bergapten (Bg) on resistance to 5-Fluorouracil (5-Fu) in
colorectal cancer cell lines, and analyse its mechanism. Methods The human colorectal cancer cell lines
SW1116/5-Fu and LoVo/5-Fu resistant cell lines were treated with Bg. Cell proliferation ability was detected
by using CCK-8. Western blot was used to detect Bcl-2, Bax, EBI3, STAT3, phosphorylated-STAT3 (p-
STAT3),CYP1BI1 and MEKK2 protein expression. Results The half-inhibitory concentration (IC50) value of
5-Fuin SW1116,SW1116/5-Fu,L.oVo and LLoVo/5-Fu cells were significantly decreased after treated with Bg,
especially after Bg combined with EBI3 acted on cells,the IC50 value decreased significantly (P <C0. 05). The
results of Western blot showed that the expression levels of Bel-2, EBI3, STAT3, p-STAT3, CYP1B1 and
MEKK2 were significantly decreased, while the expression levels of Bax were significantly increased in
SW1116/5-Fu and LoVo/5-Fu cells, after treated with Bg. Conclusion Bg may enhance the chemotherapy
sensitivity of colorectal cancer cells to 5-Fu via inducing apoptosis,inhibiting the EBI3/STAT3 signaling path-
way,and inhibiting the expression of drug resistance-related proteins CYP1B1 and MEKK2.
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1,10 #1100 pmol/L Bg 1 EBI3 Pk (1 pg/ml) 1

FTHREF 202057 A% 49 5% 14
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0.5 mg/L 5-Fu i) DMEM 5 28 35 M B2 15 35 24~
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1.2.2 Western blot #
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YL IMAGE B SRR BT UK S S B R R
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mg/L FFEZE (8. 3053, 45)mg/ L. Z F WA G it &
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Bax T s o — —— g 0.5 E
B-actin — | —— — e
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FH & 3400 55 396 6 g 22 24 T 245 W 15 538 0 k56 . 5-
Fu J& — Pl s BE 2509, o8 1% 1 19 32 2 ML 2
Wk R HA I 45 4 B 40 i /9 DNA AT RNA
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RIT S W AU R BRI S
R Hh T 2 1 ) ek B 4 25 1 R 0 1) 22 24 T
2 (MDR) 5] f , 3 T 5-Fu fhI7 (19 10 RS0 52 %)
FEE PR . ARk, WFSE N B & B p38a 22 B R 1k
#H H Il (mitogen-activated protein kinase, MAPK)
il B  Hedgehog {5 58 - W F «B(NF-«B) 55
HiE B STAT3 (F5@ i . ATM-CHK2-P53 {5
S 5 5 T 5-Fu it CRC BT 2533 72 . (4
BVE B, SHINTO 2 fl TENG 21" BF 9t #4 k&
IRAM B R G 9% vT K T 5% B CRC 4 g X 5-Fu 1k
PR AR MR, R4k CRC 418X 5-Fu
FRI7 it 25 AL B 5 O A7 — 58 438 (PR TH JE 2 0
i 93 40 B X A9 TR 24 A [ R, L HG 7 Pt A TH A T
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H 2 22 i 0% 1 A DR 11 ] S,

EBI3 & —Ff A X 73 F it & hy 34 X 10° 19 0] % 4
WA R . B A T LR IR AR R R
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K 1L-27p28 [f)J@ T 1L-12 Z K il b . EBI3 43 %
5 IL-27p28 . 1L-12p35 S IR 45 A I8 40 il [+ TL-27
(EBI3/IL-27p28) 1 11.-35 (EBI3/IL-12p35), #% i
WANG 255 18 R B/ B & Bl EBIS 36 ] 5 11-
23p19 SURZE AT LA M H 7 11-39, 2013 4E A 5T
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AP L AW IR & B EBIS 15 5 BHL T Bk B¢
4 Bg BEW W3 m SW1116.LoVo.,SW1116/5-Fu #l
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FLB I MCF7MX 40 i) £k =4 36 8 OB | 32 21 % R 5L
KFEEED M F 2R, MR CYPIBL J2 40 M 4
F PAS0(CYP) A AL B8 55 1) B3 » R AR 1T 22 PN TR
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225y 34 )E 3 MEKK2 5 MAPK {556 i 200 1
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25 YR A 5% A A T TR AR ) A [ B
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