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Abstract: Objective To investigate the antitumor effect and mechanism of resveratrol for endometrial tumor—
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bearing mice. Methods The endometrial cancer Ishikawa cells were inoculated subcutaneously in the right axillary
region of nude mice to establish a tumor—bearing mouse model of endometrial cancer. Thirty successfully modeled
nude mice were divided into model group, cisplatin group, resveratrol low—, medium— and high—dose groups,
with 6 mice in each group. Cisplatin group was intraperitoneally injected with 2 mg/kg of cisplatin, and resveratrol
low—, medium— and high—dose groups were intraperitoneally injected with 2.5, 5 and 10 mg-kg™" of resveratrol.
All the administrations were given once a day for 21 consecutive days. The tumor volume was measured and the
growth curve of transplanted tumor was plotted; the tumor inhibition rate, thymus index and spleen index were
calculated; the contents of tumor necrosis factor o (TNF-a), interleukin 2(IL-2) and interferon y( IFN-+) in
serum were determined by enzyme- linked immunosorbent assay (ELISA) ; the levels of CD4" and CD8* T
lymphocytes in peripheral blood were detected by flow cytometry; the killing function of NK cells, proliferation
and transformation ability of T lymphocytes and phagocytic function of peritoneal macrophages in spleen were
measured. The protein expression levels of Toll-like receptor 4(TLR4), myeloid differentiation factor 88 (MyD88)
and nuclear factor kB (NF-kB) p65 in spleen were detected by Western Blot. Results (1) The intervention of
resveratrol and cisplatin on tumor—bearing nude mice significantly inhibited the growth of transplanted tumors, and
the tumor inhibition rate was significantly increased with the increase of resveratrol dose. (2) Compared with the
model group, thymus index and spleen index of cisplatin group were significantly decreased (P <0.05), wherease
the above indexes of resveratrol low—, medium— and high—dose groups were significantly increased (P < 0.05).
(3)The contents of TNF-a, IFN-vy and IL-2 in resveratrol low—, medium— and high—dose groups and cisplatin
group were significantly higher than those in the model group (P < 0.05 or P <0.01). (4) Compared with the model
group, the level of CD4" T cells in peripheral blood of resveratrol low—, medium— and high—dose groups was
significantly increased (P <0.05), the level of CD8" T cells was significantly decreased (P <0.05), the ratio of
CD4*/CD8 * was significantly increased (P <0.05) , and the proliferation ability of Tlymphocytes, phagocytic
function of macrophages and killing activity of NK cells were significantly increased (P < 0.05), as well as the
expression levels of TLR4, MyD88 and NF-kB p65 protein in spleen were significantly increased (P <0.05).
However, compared with the model group, lymphocyte proliferation, macrophage phagocytic function and NK
cell killing activity in cisplatin group were significantly decreased (P <0.05), the level of CD4*, CD8" T cells and
the ratio of CD4*/CD8" were not significantly changed (P>0.05), the protein expression of TLR4, MyD88 and
NF-kB p635 were not significantly changed (P> 0.05). Conclusion Resveratrol can inhibit the tumor growth of
endometrial tumor— bearing nude mice, and its mechanism may be related to the activation of TLR4/MyD88
signaling pathway and the regulation of immune function.
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G, TTRAAETRE . e WA S HEY
Keyhd, BASuME. bk, i ingEe
FRAHAIE PE Y IR BEXT N 51 AN3CA 4t
i, FE M HEC-1B, KLE J Ishikawa 4 IS /)

T 5E DA K PR 3 R AR /) BB AR g 1) 2R R I 3
LA E Y, BRI, M Rk R SR
PERFEBYVIMSE, T I A 518 14 9 5E 1 47
16, Toll HE3Z 1R 4(TLR4)/BEFE/ L T 88 (MyD8S)
{55530 I T S RS, AT 2 R R T T
BT A7 A, Mg RZEEEY, A,
A VR FHF TLR4/MyDS88 {5 5 i, 77 T8 PN I
Ji FRE S E D RE T RE R LA &b B0 18 I B
WARZE, W, AP E AN T E N



$3 4 FILEL, AF. FEEPTEON T YRR AR S AR VT SO S S RE A R 619

Ishikawa 4 farJ58 BR ERUBE Y, 45095 1 22 X far I
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Figure 1 Tumor volume changes of tumor—bearing
nude mice in each group
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Figure 2 Physical image of tumor-bearing nude mice
28 days after transplantation
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Table 1 Comparison of tumor mass and tumor inhibition
rate in tumor—bearing nude mice of various groups (x +s)

415 BAEUH R e M 1%
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Table 2 Comparison of immune organ index of tumor—
bearing nude mice in various groups  (x s, mg-g™")
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PR 4 6 1.95+£022%  5.66+0.47%
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FEAR(P <0.05), HEEPBEILHIEL R CD4'/CD8 I
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Table 4 Comparison of level of T lymphocyte subsets in peripheral blood of tumor—bearing
nude mice in various groups (x£5)
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Figure 3 Comparison of flow cytometry scatter diagram of T lymphocyte subsets in peripheral blood of

tumor—bearing nude mice in various groups
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Table 5 Comparison of killing activity of NK cells, proliferation ability of lymphocytes and phagocytic function of

macrophages in tumor—-bearing nude mice (x+s)
451 AU H WREANAEIGAHRE ) ODME BN IIBEOD . NK ARl /%
TETZH 6 0.45 +0.03 0.59 + 0.06 4572 £3.18
s 6 0.32+0.02° 0.42 +0.04" 33.66 +2.76°
2 P BT e 21 6 0.47 +0.04” 0.61 +0.05” 46.66 + 3.62°
SE Ry il es] 6 0.56 = 0.05"* 0.77 + 0.06 57.19 +4.17*%7
P 7 s s ) 6 0.68 + 0.05"%%% 0.82 +0.05"%%% 64.18 + 4852779

DP<0.05, @P<0.01, SHEMALE; GP<0.05, SsAH L @DP<0.05, SHZEMSEMAEALLK; GP<
0.05, 5P i
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Table 6 Comparison of protein expression levels of TLR4, MyD88, NF-kB p65 in spleen

in tumor—bearing nude mice of various groups (x+s)
21 53 By H TLR4 FAX} ik & My D88 FHX &5 NF-kB p65 FHX # ik it
ALY 6 0.13 £ 0.02 0.14 +0.02 0.22 + 0.04
Jit1£H 6 0.14 £ 0.03 0.16 + 0.02 0.25 +0.03
2L P AR s 2 6 0.33 + 0.03"* 0.19 £ 0.03 0.28 + 0.04
HZE TR 6 0.45 + 0.047%% 0.35 + 0.03"2? 0.57 + 0.057%%
HAL B 2 6 1.05 +0.05"% 0.67 £ 0.04"*" 0.64 +0.052%%

DOP<0.05, SHAHILE; @P<0.05, SEIHILE; @P<0.05, 5HEMERFIEAILE; @DP<0.05, 5HZER
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Figure 4 Western Blot analysis of TLR4, MyD88 and

NF-«kB p65 in spleen of each group

HEAEAL (P>0.05), HEE MRS ERad
TLR4, MyD88 Jz NF-«B p65 it 3 ik ¥ g 2 14/
(P<0.05), SMEAL AL, IR B a4 v
TLR4 i 2 31k i Z 3 (P <0.05) . MyD88 K NF-
kB p65 MY IATC I FE (P >0.05), L
o I ZH TLR4 . MyD88 B2 NF-kB p65 )7 iA
b 3N (P <0.05) . L 45 R L 4] TLR4
MyD88 J NF—kB p65 Fik 2 0] bhis, £ P2
5 (P<0.05), BfiFE ARSI, TLR4,
MyD88 K& NF-kB p65 ik B B H# i (P < 0.05) .
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U14 B2 N7 N IEEE AN3CA | Ishikawa 25 40 iI R 1)
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ELYN AR . NK 20 K A W i i ™, A A 55 45 1
AN, VR BERR A% FH I P ) far T8 AR SR bk 2
YHAIEFEAE F) . E WA A A T BE A NK 40 MR 4
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T B NS far 8 AR R e e T BT K

FEMRE B e R G, T Ik AR EA &
BIAER, CD4" 454 Bh/A% T T bk & 40 i i 615 43
IL-2, TNF-o SF4HAA T, i B 4 fb & ¥t
JIRE 5N, CDS S5 /40 I 75 T Ik B4 40 i DU RE %
SRIIIRF, BAROREER, R, T4
5 H AL AE BE AR 4 b AN ML 32 T RECAR
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