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[ ZE] 8 G\ RN WECE A\ A BEE triptolide , TPL )X A JBEHRE PANC-1 40 KA T M SIVE R, 3543
M HXT Toll FE3Z 44 4( Toll-like receptor 4, TLR4 ) | 1L % N FZ 4 A < R F( vascular endothelial cell growth factor, VEGF A4 & il
a4 A RS R . % ¢ 2 1L 0.20,40 .80 ng/ml f) TPL £ Fl F PANC-1 40 g, MTT %5 F19 38 40 i AR 23 B 4G I TPL it
PANC-1 21 B3 5 FN I T 5200 , Western blotting Killl TPL /EFJS PANC-1 ZHifiH TLR4 Fl VEGF Hy3ik. #:37 PANC-1 it
ST AR ML 4> TPL 20\ PBS 41, M = A M I (R FRAE AL 39T 35 d SR EUR B, Sa it 4l 20k D7 Ik B A 978 41 21
TLR4 .VEGF Hl CD31 3235, F3H 80004 5 BE( microvessel density, MVD ), £ & : 5 0 ng/ml 440 L, PANC-1 4H 145 20 .40
F180 ng/ml i TPL AbFE 24 h J& , 4iM B TR B E T (4.7 +1.0)% (10.5£2.0)% (21.1 £4.2)% vs (2.6 £0.5 )%,
P<0.058% P <0.01 1;48 h J5 , A4 s 4 B E NI (68.025.3)% (59.6 +5.0)% (51.6 +4.2)% vs (99.6 +£5.2)%,
¥ P<0.01 ], AR TPL AbHE 24 h BB E R P <0.05 B P <0.01 ). 80 ng/ml TPL ZHAbH /5 PANC-1 40/ TLR4
HAL(20.2+4.7 )% vs (57.5+6.3)% ,P <0.01 JF1 VEGF [ (35.8+4.0)% vs (92.1+8.3)% ,P <0.01 |i95EikmE
FRTARAIEA . TPLIGITAS 34 R AR AR W2/ T PBS X IRZH[ (510.9 £79. 8 us( 1 220.6 £127.2 )mm’ ,P <
0.01 J;TPL &Y T MM AH N TLR4 \VEGF KB B EMRT PBS AL (3.2 +0.6) vs (6.7 +1.1),(3.7£0.7) ws (7.1 %
1.2);3 P <0.01 ), MVD B EMT PBS 4 (12.2+4.0) vs (22.7 £5.6),P <0.01 J. £ > : TPL REML M il A5 [ 93
PANC-1 40 B AR BB ATRE A9 4 1 IR (R PANC-1 4R v, HALHI T 68 5 TPL 9] TLR4 . VEGF 23K K Mg I & 4 i
Ko
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Inhibitory effect of triptolide on human pancreatic cancer PANC-1 cells and its
possible mechanism

Sun Yunliang', Ma Jianxia®, Wu Hongyu®, Man Xiaohua’, Li Shude’( 1. Department of Gastroenterology, People’ s Hos-
pital of Ganyu, Ganyu 222100, Jiangsu, China; 2. Department of Gastroenterology, Huadong Hospital Affiliated to Fudan
University, Shanghai 200338, China; 3. Department of Gastroenterology, Changhai Hospital Affiliated to Second Military
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[ Abstract ] Objective:To observe the inhibitory effect of triptolide ( TPL ) on the proliferation and apoptosis of human
pancreatic cancer PANC-1 cells in vitro and in vivo, and to analyze its impact on Toll-like receptor 4 ( TLR4 ), vascular
endothelial cell growth factor ( VEGF ) expression and tumor angiogenesis. Methods: PANC-1 cells were treated with 0,
20, 40 and 80 ng/ml TPL in vitro. MTT and flow cytometry were performed to detect the proliferation and apoptosis of
PANC-1 cells treated by TPL, respectively. TLR4 and VEGF protein expression in PANC-1 cells were evaluated by West-
ern blotting. PANC-1 tumor-bearing nude mice were established and randomly divided into two groups: TPL group and
PBS group. The tumor volume was examined, and all the tumors were taken out at 35 days after treatment. The expression
of TLR4, VEGF and CD31 in the xenograft tumors was detected by immunohistochemical staining, and the microvessel
density ( MVD ) was calculated. Results: Compared with 0 ng/ml group, after treated with 20, 40 and 80 ng/ml TPL 24
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h, the apoptosis rate of PANC-1 cells was significantly increased ( [4.7+1.01%,[10.5+2.0]%,[21.1 4.2 1% wvs
[2.6+0.51% ,P<0.05 or P<0.01 ); after 48 h, the cell proliferation rate of PANC-1 cells was significantly decreased
([68.0+5.3]1%,[59.6+5.01% ,[51.6+4.2 1% vs[99.6+5.2 1% ; all P<0.01 ), and was also decreased com-
pared with that in 24 h treated with the same dose. The expression of TLR4( [20.2+4.7 1% vs[ 57.5+6.3 1% ,P <
0.01 ) and VEGF( [35.8 +4.01% vs[92.1 +8.3 ]% ,P <0.01 ) in PANC-1 cells treated by 80 ng/ml TPL was de-
creased significantly than those of the untreated group. On day 34, the tumor volume of the TPL treatment group were re-
duced significantly than that of the PBS control group ([510.9+79.8 Jws[1220.6 +127.2 ] mm’ , P<0.01). The
expression of TLR4 ( P <0.01 ) and VEGF in the xenograft tumor tissues of the TPL group were significantly lower than
those of the PBS group ([3.2+0.6]ws[6.7+1.1],[3.7+0.7 Jws7.1+1.2; all P<0.01),also the MVD within
the transplanted tumor in the TPL group was significantly decreased compared with the PBS group ([ 12.2 4.0 ] vs
[22.7+5.6], P<0.01 ). Conclusion: TPL can inhibit the growth of pancreatic cancer PANC-1 cells and its xenografts

tumor in nude mice, and induce apoptosis of PANC-1 cells. Its mechanism may be related to the inhibitory effect on TLR4

and VEGF expression and tumor angiogenesis.
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