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[ Abstract |

cisplatin in inhibiting tumor growth of 4Tl tumor bearing mice. Method: BALB/c¢ mice were subcutaneously

Objective; To study the effect and mechanism of Xiaoai Jiedu decoction combined with

inoculated with 4T1 breast cancer cells to establish the tumor bearing model. They were treated with cisplatin
(CDDP, 2 mg-kg ') and Xiaoai Jiedu decoction ( XJF, 1 x 10 mg-kg ') respectively, and the combination
therapy. Body weight and tumor volume were quantified and recorded during drug treatment. The mice were put to
death after 15 days, and tumor masses were stripped and weighed. The inhibition rate was calculated.
Hematoxylin-eosin ( HE) staining was used to observe the pathological changes of heart, liver, spleen, kidney and
tumor. The apoptosis of tumor cells was observed by TdT-mediated-dUTP nick end labeling ( TUNEL) staining,
and the apoptosis rate was counted. Western blot was used to detect the expressions of B-cell lymphoma-2 ( Bel-
2), Bcel-2 related X protein (Bax), lysine-specific demethylase 1 (LSD1), Histone H3, Histone H3K4me2 and
Histone H3K9me2 in tumor tissues. Result: Compared with model group, the body weight of mice in the cisplatin
group decreased, and the mice in the combined group had a higher body weight than those in cisplatin group (P <
0.01). The combination therapy can further reduce the volume of transplanted tumor, improve the tumor inhibition
rate, and promote the apoptosis rate of tumor cells significantly compared with cisplatin therapy (P <0.05, P <
0.01). The expression of Bcl-2 in tumor tissues was up-regulated, and Bax was up-regulated (P <0.05, P <
0.01). Each drug group could down regulate the protein expression of LSDI1, and increase the methylation of
histone H3K4 and H3K9, and the combination group showed the most significant effect on the protein expression
(P<0.05, P<0.01). Conclusion; Xiaoai Jiedu prescription combined with cisplatin can obviously inhibit the
growth of 4T1 tumor in tumor bearing mice. Its mechanism may be related to the down-regulation of histone
demethylation enzyme level.
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Table 1 Effect of Xiaoai Jiedu decoction on body weight and tumor volume in mice(x £s,n =10)

A /m};gﬂj-i" 04d 3d 6d s 94 12d 15 d
LAY - 19.14 0. 83 19.33 0. 92 19.52 +1.05 19.51 +0.94 19.51 0. 61 19.55 +0. 49
M54 2 19.23 +0. 81 19.20 +0.57 19.03 +0.79 18.68 +0.70" 18.07 £1.08%  17.68 +1.18%
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Table 2  Effect of Xiaoai Jiedu decoction on tumor weight and

tumor inhibitory rate in 4T1 tumor bearing mice
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JI5E 71 2 0.73 +0.17" 50. 88
T 988 A 5 1 x10* 1.42 +0.10 4.40
T T+ A - 0.45£0. 11" 69.40

T GHRA " P <0.01; 5414 > P <0.01,

3.3 XSfarsE /N BRZE S0 BRI r B R I AR
LR S M PR sl B, B T 1, 20 R AL R
BB, AR LG ik o 5 A% o A58 7 2 44 i ) 4 4
YRR 70 A, 20 M A% W] S B, e (B B, /0 L 4 i
RFEAE . SRERIA L, B R T 7 41 G W
2253, 00 B PR LA K% 38 Jies i 25 05 & FH B0 2 20 i

S JRE WY 8 A L, R N S O R R AR AR DN
& OB IR A SUR R B2 BE I IR AE , 76 7 25 45 1
BT TR, W 1, WA 2 R D BB
IANEIN = R RAAE S ok 7] D i SUNG S R T =2 8

D

A BERIZE B WEAZE ; C. 88 A 2 05 45 D EEA + T 8 i 24 D7 21 (18

2~5)
1 HEMBSAXMATI HE/MRMEAAREMNZ M (HE, x
200)

Fig.1 Effect of Xiaoai Jiedu decoction on tumor tissue pathology in 4T1
tumor bearing mice( HE, x200)
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Fig.2 Effect of Xiaoai Jiedu decoction on apoptosis of 4T1 tumor cell in mice( TUNEL, x400)
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Table 3 Effect of Xiaoai Jiedu decoction on apoptosis rate of 4T1

tumor cell in mice(x £s,n=3)

4153 F 4/ mg kg ™! T/ %
FER - 2.70 £0.13
[ 2 20.20 £2. 69"
T T 1 x10* 2.53 +0.48

TH I BT+ AN - 26.76 £2. 42"

T SR A P <0.01; 50414 4> P <0.05,
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Fig. 3  Electrophoresis of protein Bcl-2, Bax expression in 4T1

tumor bearing mice
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Table 4 Effect of Xiaoai Jiedu decoction on LSD1 protein

expression of tumor tissue in 4T1 tumor bearing mice(x +s,n =3)

7 4 i} ;
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/mg-kg”
[ - 1.23 £0.07 0.28 +0.02
J[zE] 2 0.53 £0.07% 0.52 +0.01%
HIEME 1 x10* 1.03 0. 02 0.29 +0. 05

H 98 AR + AR - 0.29 £0.08%%  0.71 £0.09>%
VE: HRIAIGL LB P <0.05,2 P <0.01; 54141 L P <

0.05,P<0.01(£5,6[),
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Fig.4 Electrophoresis of protein LSD1 expression in 4T1 tumor

bearing mice

H3K4me2 e SIS s S 15 <Da

H3K9me2 S e S 15 kDa

Histone H3 -~-- 15 kDa
A B C D
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Fig.5 Electrophoresis of Histone H3K4me2, Histone H3K9me2,

Histone H3 protein expressions in 4T1 tumor bearing mice
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Table 5 Effect of Xiaoai Jiedu decoction on LSD1 protein

expression of tumor tissue in 4T1 tumor bearing mice(x +s,n =3)

259 #) 4 /mg-kg ™! LSD1/GAPDH
HLHY - 0. 85 +0. 06
%8| 2 0.33 +0. 16%
NERY i 1 x10* 0.25 +0. 06>
T e 2 77 + DA - 0.11 £0. 052

F6 HEMETTX AT 8/ R EHSRE B Histone H3K4me2,
Histone H3K9me2 , Histone H3 KA &M (x +s,n=3)

Table 6 Effect of Xiaoai Jiedu decoction on Histone H3K4me2,
Histone H3K9me2 , Histone H3 protein expressions of tumor tissue in

4T1 tumor bearing mice(x +s,n=3)

. 5 4t Histone H3K4me2 Histone H3K9me2
415

/mg-kg ™! /Histone H3 /Histone H3
LA - 0.24 £0. 04 0.15 +0.03
JEE 2 0.57 0. 11% 0.54 +0. 04%
TH 96 i 7 7 1 x10* 0.40 0. 04% 0.35 £0. 08"
MR 0 - 0.87 £0.20%%  0.92 +0. 14>*
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