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(R R B R A4 Rk 2) B A ER A (R 4) EH 4,364, 54 10 R, hEFANLASAHRAL
AREEH A+ T EFE+E AR R EE T HAG B F B RIE N RER SR e A4 FUME TR, EFARER
AT LLEWAEE, #4514 d, TUNEL %4 0 & £ 7 49 08 1= 2L, Western blot RT-PCR 4 5 # Il B % % 41 44 FoxO3a FasL, #2
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Effects of Mieyou Decoction on FoxO3a, Bim and FasL in Mouse Model of Helicobacter Pylori

Associated Gastritis with Spleen—-Stomach Damp—-Heat Syndrome

XU Yin!, ZHANG Yv’, CHEN Mo*, ZHOU Yifang’, ZENG Rong’, GUO Xuan?, YU Bin'*, WANG Xiaojuan'
(1. The First Affiliated Hospital of Hunan University of Chinese Medicine, Changsha, Hunan 410007, China;
2. Hunan University of Chinese Medicine, Changsha, Hunan 410208, China)

(Abstract] Objective To observe the effects of Mieyou Decoction on FoxO3a, Bim and FasL. in mice with helicobacter
pylori (HP)-associated gastritis (HAG) of spleen—-stomach damp-heat syndrome, and to explore its therapeutic mechanism on HAG of
spleen—stomach damp-heat syndrome. Methods A total of 60 SPF-level BALB/c mice were randomly divided into a model group, a
stomach quadruple group, a high—dose Mieyou Decoction group (Mieyou high group), and a low—dose Mieyou Decoction group
(Mieyou low group), a middle—dose Mieyou Decoction group (Mieyou middle group), and a normal group, a total of 6 groups, with
10 mice in each group. The mouse model of HAG of spleen—stomach damp-heat syndrome was established by the composite cause
(fat food + helicobacter pylori + damp heat environment) for the other 5 groups except the normal group. After successful modeling,

the mice were given the corresponding intervention. The normal group and the model group were given distilled water by gavage,
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for consecutive 14 days. The apoptosis of gastric mucosa was detected by TUNEL method. The expressions and gene content of
FoxO3a, Fasl. and Bim proteins in gastric mucosa were detected by Western blot and RT-PCR. Results The apoptosis rate
of gastric mucosa was detected by TUNEL method. The apoptotic cells in the model group were significantly increased compared
with the normal group. The apoptotic cells in the other treatment groups were significantly reduced compared with the model group,
except the Mieyou low group. The expression of FoxO3a, Fasl. and Bim protein and mRNA in the model group was significantly
increased than that in the normal group (P<0.01). Compared with the model group, the expression of FoxO3a, Fasl. and Bim protein
and mRNA in the Mieyou high group, the Mieyou middle group and the stomach quadruple group were decreased when compared
with the model group, and the difference was statistically significant (P<0.01). Conclusion The middle and high dose Mieyou
Decoction can effectively treat HAG of spleen—stomach damp-heat syndrome. The mechanism may be that Mieyou Decoction can
inhibit the apoptosis of gastric epithelial cells by regulating the expression of FoxO3a and down-regulating the content of apoptosis
factors Fasl. and Bim.
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N 63.4%", Hp 7 15 W) 75 3R b 50 0 T RE A 15 266 e
NI AEZ e e &=L TR S ]
YL Hp J& |, B R ATk — b A AR R
RN ML AL 3G 2R (e R AR ) R AL B R
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E A5 00 FE AT 6 HAG M9 E 1B HGERTAL/ )N USR5
RAE 1S AS S5 L8 o BF5E FoxO3a ,Bim , FasL
A8 AL, B — 2 BT K M7 16 97 HAG I8 W A IE
PR HIBLHD, DL Ol RIG 97 HAG 9 i AR 52
PSR

1R
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CCGCCAGCCAGTCTATGCAA ,R:AACCCGTCAGCAT
CCATGAGT,5|# K& 190 bp, FasL 514754 F.
CTAATGTTTTCTGAGCCGACC , R : ACAGACATCAT
TGCACTGG, 51K % 109 bp, Bim 5197510 F.
TCCCTACAGACAGAACCGCAAG,R:ATCAGTTGTAC
CAGGCATCACC, 51 W K & 175 bp,
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TS-92 /K ¥ #8 IR (VL5 Ak WK 22 7)) 5 PIKO
REAL 96 %< % it RCP X \SPL0960 7 5t PCR #i
(2% [E Thermo Fisher Scientific 2 A ) ;164-5050 Hi,
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TGL-18R & ¥ ¥ B0 HL (2 [ eppendorf 28 7).
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Wy FH 4 1 L 451 48 5 3 i S 36 1 T 24 ) L K T
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1R, B PUBRAL T LATN Bk 4 =36 (B B H A 1 o 40
BR e 8 B 03 g/h x4 A+ ime A 0.5 o/ x2
F+m iR R 025 o/ A x2 H )+ FEHme i s %
J e (BN H R 80 mg) ., K45 Zi B E TR &
T MK B2 280.6 mg/ke, B H 4T
i 0.1 ml/10 g, B HHEHE 1k, 1EH 4 AR
UNRT LAER EZERK, T 14 d.
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Ji 251 4 B8 /N B I 4 U E RS Y T
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PCR,#47FF-20 CrkF .,
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JE R AR Yt vhik  PBS 4B B HET 4% 1 min,
PR RS K A R TR T, BT SRR
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244 TUNEL A& S ZEMEHATEL U
BN ,60 CKE 1 h 5 & T H 2R ks 2 ¥,
WK A I T B ARG I I 5 RO % v b A T
BB AR =R, RS PBS Ui AR
B A WEE 20 min, Y12 A PBS EUE, # A
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JEARIC : Be i TAT iR W8I ARE A s AT £
4 B ) 45 Streptavidin—HRP 5 12 A B YR I 8
SERMFEA T | PR SN B S5 AT W 68 R S e, e
IR S s, kT, JoK Ol W IRR RS
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0k B PE AR
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DA “was "7, B SN B AT IR S R By 2557
PERG S0, 25 B W L IEAS A Ay 25 55k SR ST R
5 225007, RIS LSD A B AT 40 ) g, 5 5K
PEATE L ESDT, W Kruskal-Wallis H K% P<
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A BFERIFEX,
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1 HENR B FEA LA ENRE (HE, x400)
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1 10

DGR T A0 MR B R b (B (s # (50 TUNEL
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34 SH/NHE FBEHL FoxO3a FasL il Bim &
EESSININEAE AR

BRI FoxO3a Fasl fil Bim (1R, 5
IEHE AR ZESA B ESR I L (P<0.01); 58
RUZH L8, K 20 K 28 8 PO ER 20 FoxO3a,
FasL Fll Bim & &R BRIC, 27 A B E 5122 X
(P<0.01), KHKA] FoxO3a Fasl. fl Bim & 4 # ik
SRR LA T R (R i 2% e St
FEX(P>0.05), 5E R L, K = 41 K
2 FoxO3a . FasL fil Bim £ AT & , 2546 I
FH T2 L (P<0.01) ; K B =5 4 FoxO3a , Fasl, Al
Bim [ R BEAK , 5 K rh 4 L 55 2 R RS 1%
HEX(P>0.05), 5 KHIRA LK 2 5 H B FEH 2R
(P<0.01), WLIK 3-4,

= A
80 &3 Keyficdl

= R EIL R
m Kegh Kedawig
Favay

Bl xe
Bl Tootxxees |

The 10D ratio of Bim.~B-actin

FoxO3a FasL
o HIEW AR, A AP<.0L; SERIAL I H, *#P<0.01 ; 5 1 DU
HIL, % K P<0.01; 5 KIHARL IL , & €P<0.01
B3 &ENMNRBEFEMALA FoxO3a, FasL 1 Bim
EAMEMKEE

— . w— G — — [0 03a
— W —— Fas],
— W — W w— w— Bim
T e G G S -oclin

B4 SHANMNRBFHIRALR FoxO3a FasL #1 Bim
B HRIEE MR (ves ,n=8)

3.5 FHA/NRE RS FoxO3a FasL F1 Bim mRNA
XA R g

PRI FoxO3a . FasL Al Bim mRNA A% # ik i
Baom, 5 IEH AR 2 R A B E G E L (P<
0.01); 5B AY 2 Lb e, Ky 4 K 28 | ok
4 FoxO3a FasL #l Bim mRNA 1%t 2 35 & &A%,
25 B E G L (P<0.01) , 111 K B G 21 Fox-

03a . FasL A1 Bim mRNA #HXf 33k i 58 A2 L1 A
A TR AL 2 R TG4 L (P>0.05) .
55 DU LH A, K K T 2 FoxO3a FaslL
A1 Bim mRNA AHXf RN I, 22 5 h W& Fit
B (P<0.01); 5 K Hg IR HL A, K 4 5 4 FoxO3a
FasL il Bim mRNAARXT 3k 8 FEAK, 22 5 A i & 4¢
TR L (P<0.01), WL 1,

x1 SHNMNRBEFHEAHLA FoxO3a, FasL #1 Bim mRNA
T3t ik = b B (v+s , n=8)

M5 n FoxO3a FasL. Bim mRNA
FHA 8 1.014£0.09 1.097+0.10 1.233£0.12
BRI 8 3.810£027% 3.966+0.15%* 3.924+0.19%%
HUBEA 8 1.366£0.17%* 1.4520.17%% 1.6440.14%%
KEMEA 8 3.593:0.28 3.833+0.16 3.899+0.14
K 8 2.174£025%*%  2.12140.10%%**  2.324+0,]9%**

KEEA 8 1.966+0.20%%**¢®  1.977+0.17++***¢  2.20]+0.18*+***¢

W HIEFALILE, A AP<0.01; 5EERIZL A, *+P<0.01 5 45 B DU B4l
L5, S % P<0.01; 5 K # {41 1L, ¢ € P<0.01
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Hp 8% Y T H2 fioh 2% 200 Ff ) 7 93 5k R 0 482 405 175
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TR, SOnT REA ) 200 e 08 T 1 K A X RN BT
JE WP A S LR D REARAS 48 MR 25 AN FoxOs
(4 O 7 AR B DI O . Bim BE SR TN
Bel-2 Bel—xL f& Mecl-2 45 3 7] 7 F3 11 55 5 40 g
JAT ., FoxO3a 17 20 J 98 T3 b 825 SR i T 5
Bim B IA A g A 27 F WEST BaF3/BerR-
ABL 4}l 52 K 3L 968 40 M MCF-7 , & 3 FoxO3a 7]
TE 5% KT L BT Bim (9 R 4T85, HUESE
T 7EBim Ji 81 F A Fox03a ,Mab & RUNX3 (1) 4}
B IR I Bh G S A AR B gR T A
HIIFFE B K B AHIESE Fox03a 5 RUNX3 2 [H]
W Bim B 1755 B R AR I 09 PR T2, FoxOs R A]
DL & FasL Al TRAIL JE A i) % 53 ok ] 425 20 it )
=M, JLER FoxO3a Il gAcrp /5% Caspase-3/
7 K Fasl B2 35 (8 41 J 08 720 /D1 24 FasL 76 B &
4 B 40 2 T S A0, Fas M 5646 T 45 4 12K 1
S fH M 5T 1 Caspase—8 BE4E Fas, ffi HZ (AT 1k, A
T et Sl 200 B R 07 5 R IS Hp 75 5 A4 40 i 1
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J7T HAG Z K&, Iz “ KW G, Bk ER" B R
AATRME A et ik HAHL, W E T R A
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1Hw=Z 5,

ARSI 25 L F A L K 2K e A % DU
H/NRAEA 25607 Ja , B AL 24 /N R, FoxO3a  FasL
A1 Bim FEAR, 8 1) IE F 41, 328 K b v 41 e i
FoxO3a ¥ 2 I = [ F FasL A1Bim 3k #1l #1 40 2 97
T, AT A RI6 97 HAG [ I8 HGIE 5 K k4l 5
BRI M A AR 25 R R X, Kb s
A1) A T B B 25 5 5 KB A K b v 7 R OR H 3l
PSRRI 0.5.1.2 fi5 &, Ul B K % Kk #1697 1E
FH B TP R AR — B R T AE IR AN 2 ¥ 32 0 v s 2R
AR, 51 A A5 ) B R R A R
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