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Inhibitory effect and mechanism of total flavonoids from Melicope pteleifolia on transplanted tumor of
colorectal cancer in nude mice

LIU Yi"*, AN Zhenxiang"’, HE Yuanli"®, GAO Ying', HE Xiuyi' (1. First Clinical Medical College, Guizhou
University of Traditional Chinese Medicine, Guiyang 550001, China; 2. Bijie Medical College, Guizhou Bijie
551700, China; 3. Dept. of Gastroenterology, the First Affiliated Hospital of Guizhou University of Traditional
Chinese Medicine, Guiyang 550001, China)

ABSTRACT OBJECTIVE To study the inhibitory effect and mechanism of total flavonoids from Melicope pteleifolia (TF-MPL)
on transplanted tumor of colorectal cancer in nude mice. METHODS The transplanted tumor model of colorectal cancer was
induced by injecting 0.2 mL colorectal cancer cell LoVo subcutaneously via the right armpit of nude mice. After successful
modeling, nude mice were randomly divided into model group, 5-fluorouracil group (positive control, 10 mg/kg), TF-MPL high-
dose and low-dose groups (25, 12.5 mg/kg) ; a normal group (normal saline containing 0.3% carboxymethyl cellulose sodium)
without modeling was additionally set up, with 6 mice in each group. Each group was intraperitoneally injected with the
corresponding drug solution/solvent for 21 consecutive days. The inhibitory rate of the transplanted tumor, liver and spleen index,
and the levels of tumor necrosis factor-a (TNF-«) and interleukin-6 (IL-6) in serum were detected after the last medication; the
morphological changes of tumor tissue were observed; immunohistochemical staining was used to detect protein expressions of Toll-
like receptor 4 (TLR4) and nuclear factor-kB subunit p65 (NF-«kB p65) in tumor tissue of nude mice. Western blot assay was used
to detect protein expressions of TLR4, myeloid differentiation factor 88 (MyD88), TNF receptor-associated factor 6 (TRAF6) ,
interleukin-1 receptor-associated kinase 1 (IRAK-1), NF-kB p65 and caspase-3 in tumor tissue of nude mice. RESULTS Compared
with the model group, TF-MPL high-dose group showed a
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of transplanted tumor of colorectal cancer in nude mice, the mechanism of which may be associated with reducing inflammatory

response, inhibiting TLR4/MyD88/NF-kB signaling pathway, and promoting apoptosis in colorectal cancer cells.
KEYWORDS total flavonoids from Melicope pteleifolia; colorectal cancer; inflammation; TLR4/MyD88/NF-kB signaling pathway ;

cell apoptosis
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80 °C'F Inl3i 2 h, $&HL 2 s B IR U , 2 H 2 =i, L
4 000 r/min 250> 10 min, FH FIEW %2 100 mL 25 5l
o, LL50% LBEE 255 | R FHIE G 7% 2 A 4 22 TC sk
FRUEREZlAL 2 vk B aliAbf5 AR S R 28 1, B4R — 3G
SIEETRY A A5 %M 0.011%

22 TYER SES5%RY

4 Balb/c-nu #i FRUIE N MR SR 1S, 78RR B i
w5 K2 TS 0.2 mL Lo Vo 20 A 2 (41 e % ok 1 X107
ANmL) YR T BARRERTGE 0.6 mm’ i), F R i
R o K 1A AR ) A AR BB AL 2 AR R 2 | 5-FU 4 (PH
PEXT I8, 10 mg/kg, 7l i 2% SCHk[12]1% B ) Fil = S
B AR 2 (25, 12.5 mg/kg , 7)1 HE P T 52 06 295 R
V), B2 6 H 5y AR A IE 41 (6 5, J N4
0.2 mL AEAIEFRIL) o A 2534k % 0.3%CMC-Na
B A BEER K A TECH o TE H 2RISR ZE AR UM s T
0.3% CMC-Na 1A= BRER /K 5 = S BB =y A7) 4
R BRI s T B AR N 2590, B K 1R 5 5-FU ZH 45 BUIE Jis v
SFARR 2590, B R 1 UK L4525 21 do 4R 25 3 1R) LS A
S — M Ol
2.3  BUMFNIR R BB A 2 BT/ AR AR e £ Ao 4a i

RIRG LR H B B B, SR FH AR 3k 4 o 12k
BRI, 43 B L3 ARAF 22 — 80 °CUKAE 5 5 K FH HERN 1
TRALFEAR R, B B R 2 20 BT B2 20, R
FERREE, AR5 T MRS £5 /LA 4 2= R B IE/
JLAE 5 it (g ) /4 BRAARHE (g) X 1009%] 195 4 [ 41198 % =
(5570 2] - 357 98 T — 2 245 4] V- 359 988 ) AR AR 4 SF- 3598
X 100%)]. 41 8047 T — 80 *CokAt 4 .

2.4 RIS TNF-a IL-6 7K T H16M

K ELISA VL AT RGN o H“2.37 3 T 45 2 B
LR i i , AR R0 G 106 I 45 5 A |, A R B
1L 7 5 TNF-o0  IL-6 7K
2.5 HRRMEAANRIERSFNE

B“2.3" TR IR 44, LA 4% 2 58 F RS IR T 11 5
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a: SIEH UL AR, P<0.053b: SHOHLLHAE, P<0.05;c: SHUHLL
A, P<0.01,
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