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[(FEE] BB U0 E FE L 788 A K BUBT B0y 0 LR J&E LG 2 314 1 F T0UVE T, 5 R 9 JHC VR AL a2 75 52 i 0>
UZHER miRNA-21 133k o F5 ik M Wistar £ 5EOK BRUR FIIE 32 3l Ik 46 2 1 77 1, &2 1 O BRLO JIUIE JEE 00 28 T 4 A B Y, Bl ATL
Sy BTN ARTIRE F L (1.04 mg-kg ™' -d ") 00 BEALAE R R 54 (52,208 mg-kg ' -d ) AR ARG, 4120 H, 5T
ARJG 8,12 J& R M 7O 3 AN O T R AR e /K W 46 31 22 5 J5 BE JEE 2 (LVPWs) |, 4R R I A2 B A FL(LV Vols) B 220 % 5§
M43 %0 (LVEF) ;5 %035 20 24k 27 W K 0 L 4R b Fas, FasL 25 [ 383K (9 248 1k 5 20 90 5 1t - 4 5 5% UM (Real-time PCR)
RO L2 miRNA-21 mRNA RRAISUE ., SR A5G 8 M, 5IEH A E, & T RBAH KB LVPWs K 8 & JH e, LV
Vols, LVEF 7K 5 35 BEA , o0 JEAC K8 B0 0 2538 00, .0 LA 2R Fas 5 FasL 45 H & £ 0 3F 100, miRNA-21 mRNA 3Kk i 3% Tt
R (P <0.01) ; SRR AL, 0 5 BRE UK L 77 2t 2 AR 38 1) 20 g ] B B AIK LVPWs JKSF-, B B F+ 5 LV Vols, LVEF /K-, B
RO MENE K48 25, B B A0 LA 2R Fas 5 FasL 2 AR, W FH RS miRNA-21 mRNA 1925k, .08 HEILE w808 B
#F(P<0.05,P<0.01), RJF 12 i, 5SIE® ALK, % FRERH KR LVPWs /K- B E T+ &, LV Vols, LVEF /K 3 3 FFK,
O IS A8 B 3, O LA R Fas 5 FasL 2 [ 5 i W3 3G 0, miRNA-21 mRNA (9335 B 3F FH & (P <0.01) s 5HE R4 [t
B, 00 B REALAR L5 ) a4 RIS ) 2 A B B AR LVPWs /K7 B JH &5 LV Vols, LVEF 7K, B 8 B AIG.C IR AT K 46 45, B i
R A O LA 4 Fas 5 FasL 2B A0 35, 025 #2 B miRNA-21 mRNA 935 (P <0.05,P <0.01), &0 8 BN E T H 8
7 fF A LG T A BV I TT A 52 F miRNA-21 mRNA (365K , 4% Fas, FasL & (1, 0140 VE T4 2%,
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Effect of Xinfukang Pill on Myocardial miRNA-21 of Pressure Overload Rats

GUO Peng'* , LIANG Yong®, CHEN Zuo®, LI Yan-ling’, SUN Ling’, GAO Ke-jian®
(1. Tianjin Children’s Hospital, Tianjin 300134, China;
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[ Abstract | Objective: To explore the effect of Xinfukang pill in intervening pressure overload-induced
myocardial hypertrophy and ventricular remodeling in rats, and the correlation between its pharmacological effect
and the expression of miIRNA-21 in cardiac tissue. Method: The abdominal aorta narrowing and contraction method
was adopted in adult health male Wistar rats to establish the model of myocardial hypertrophy and ventricular
remodeling. Four weeks after coarctation of abdominal aorta, the Wistar rats were randomly divided into model
group, Enalapril group (1.04 mg-kg -d "), Xinfukang low and high-dose groups (52, 208 mg-kg 'd '), and
and sham group, with 20 in each group. After 8, 12 weeks, echocardiographic evaluation was conducted for
cardiac indexes, LVPWs, LV Vols and LVEF. The expressions of Fas, FaslL in cardiac tissue were detected by
immunohistochemistry, and the expression of miRNA-21 was also detected by Real-time PCR. Result: After eight

weeks, compared with normal group, all model groups showed significant increases in LVPWs, cardiomegaly
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index, Fas and FasL protein contents, and miRNA-21 mRNA expression, and notable decreases in LV Vols, LVEF
(P<0.01). Compared with normal group, Xinfukang low and high-dose groups and Enalapril group showed
remarkable reductions in LVPWs, cardiomegaly index, and Fas and FasL protein contents, and notable increases in
LV Vols, LVEF, and miRNA-21 mRNA expression, particularly in Xinfukang high-dose group (P <0.05, P <
0.01). Twelve weeks later, compared with normal group, all of model groups showed significant increases in
LVPWs, cardiomegaly index, Fas and FasL protein contents, and miRNA-21 mRNA expression, and notable
decreases in LV Vols, LVEF (P <0.01). Compared with Enalapril group, Xinfukang high and low-dose groups
showed remarkable reductions in LVPWs, cardiomegaly index, and Fas and FasL protein contents, and notable
increases in LV Vols, LVEF, and miRNA-21 mRNA expression (P <0.05, P <0.01). Conclusion: The effect of

Xinfukang pill in improving the cardiac function of rats with pressure overload may be correlated with the promotion

of the expression of miRNA-21, the regulation of Fas and FasL., and the inhibition of apoptosis.
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FHVK A= B R 7K Wk 1 5% i, 38 480 10 Wi B R
SEFRAR IO I BT 2, TR0 R AR KR B

HW/BW =.0 I it (HW) /4K & (BW) x 100%
2.2.3 RIEHALUEFER IO NH L Fas, FasL 5§
HEFRL A A B 1% H BB 7K TG R
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Prik 4 CWFE IR, FnAw RS Pk (1g6) .
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LAk RN, IR R IR R S B4k, PR
B G PER RS R, BB TSR 4E
2.2.4  SEWFPEOGE 8 -F A EE 2R N (Real-time
PCR) ¥4 0.0 JLZH 21 miRNA-21 (3635 Trizol ¥
FEHCO WLZH 2P A S0 RNA, I 52 B0 RNA 4 fiF
RNA i %% 5% k1 ¢DNA J5 # 17 PCR /¥, miRNA-21

F1 LDERAMEHABHFTAROCNNZIE (v +5,0=10)
Table 1

iEB1 4 5'-TGTACCACCTTGTCGGGTAGC-3", F jiif
214 5'-ATACCAAAATGTCAGACAGCC-3', 5| ) K
J& 92 bp; B-WL 8 & H (B-actin) b i 51 ¥ 5'-
TCAGGTCATCACTATCGGCAA-3', T Wi 8l ¥ 5'-
AGCACTGTGTTGGCATAGAGG-3", ¥ #f £ JF 169
bp. TEAZ%0:95 CHIAEYE 10 min 94 CAEPE 20 s,
53 CiR KIMAEA 20 5,40 PEI

2.3 it sr A R SPSS 21,0 83t B Ak 3
B T ERLL v 25 Fon, R E I 200
ZELE N PP <0.05 HERSFEIT¥E L,

3 &R

3.1 WA EAERROIEEE KR8 A, 5
EH A bR A KB LVPWs i 2 F+ &, LV Vols
S LVEF B EFEAL(P <0.01) ; SEAAH L, 08
£ 135 =N (0 [ WA | G I (3R N
LVPWs 0> & B HL 5 771 2 4 S AR 3 ) 2 B T v
FK B LV Vols Jz LVEF(P <0.05,P <0.01) 3775 EH
AR K AN OIUEE, RF 12 8,5
TEH A R, BB 2 K B LVPWs i 2 T, LVEF i
EREAR(P <0.01) s SACAYZ Hh A, o0 & AL & G
it 2H B AR A 1) 21 )t B AR R B LVPWs, Bt 7 15
LV Vols(P <0.05,P <0.01) ,.0> 5 FEH i 7 2 41 B ik
TR 20 W 5 T3 K B LVEF (P <0.01) , 4875 K B
O WUIE JEEE A SR AR, oy 711 i B2 B AL ARG 25 1)
READ R ) SO0 U R e, Wk 1,

Effect of Xinfukang pill on myocardial tissue in rat of pressure overload-induced(x +s,n =10)

0 AR5 8 JH AJE 12 4
15 o
/mg-kg”™ " -d LVPWs/mm LV Vols/pL LVEF/% LVPWs/mm LV Vols/pL LVEF/%

% - 1.85 +0.20 85.97 +21.99 78.88 £4.21 1.87 £0.20 88.83 +7.99 76.00 4. 44
iy - 2.71 £0.25%  61.57 £8.13% 60.74 +5.05% 2.53 +£0.48% 91.20 +7. 64 53. 68 +4.45%
MR 8 ) 1.04 2.31 £0.38Y  71.00 £8.97% 66. 60 +3.52% 2.38 0. 32% 73.63 +7.64"  59.52 +8.28%
D 52 2.46 £0.27  65.16 £10. 10 61.32 £6.25 2.48 £0.26%  65.05+£7.43Y  58.21 +5.10

208 2.36 £0.29%  77.90 £4.81% 66.02 £5.35% 2.38 +0.29% 80.19 +9.28%  65.61 +6.18%

WS FEMER ALK P<0.05,2P<0.01; 5FEMIBEAA LED P<0.05,YP<0.01(F£2~4F),

3.2 MEAEAM KR HW/BW (I m 514
Y1 HAE L8 JE RN 12 JE i), B AU 2 K B HW/BW ¥ i
EHIN(P <0.01) ; SHOATA b AL, 0 & R L& L IG
F 2t 2 B IR R 4K B HW/BW B | RIS (P <
0.05,P <0.01) . 04 B i 57 £ 414 540 08 3
FIAHY , W& 2,

3.3 SR B0 L Fas 5 FasL & (% &
MsZm 5 IE 4,8 A 12 JA, B 4 K R

DL 2L Fas &5 FasL 8 1 & & W F W (P <
0.01) ; AR L] b4, 8 JE B o0 52 B AL 5 77 o 21 I
ML ) 25 B 5k R AR 0 LA 2 Fas 5 FasL 25 1%
(P <0.05,P <0.01) , HAE L T 4B FI 2, 1M
R 2 20 TC ] S 5 o, 12 ) A o0 52 BRE AL AR R £ 2 AT
W 10 RO WLZH 2 FasL 25 1 % & (P <0.05) , {H X}
DV ZY Fas B2 (& & 0BT B 5%, O 52 B L )
e 21 SRR A ) 2H W] 8 B I 0 ILZH 2L Fas & FasL
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®2 OLERAMEHNBHFTAR HW/BW BE M (x +5,n=10)
Table 2  Effect of Xinfukang pill on HW/BW in rat of pressure

-1

overload-induced (x +5,n =10) mg-g
20 5 Fl g /mg kg™ -d™' RIF8JH ARG 12 A
N1 - 2.29 0. 18 2.13 0. 18
TR - 3.50 £0.27%  3.13 +0.47%
B Fl 1.04 2.68 £0.159  2.58 +£0.24%
-3 52 3.26 £0.14%  2.80 +0.45%
208 2.87 £0.18%  2.47 +0.21%

FEHERH(P<0.05,P<0.01), W#HE3 KE 1,2,
3.4 RS A7 AR B0 WL miRNA-21 mRNA &3k
BRI 5 IE R 2 oA, 8 SRR 12 JA A5 A8 4 K Oy
W2 miRNA-21 3235 2 FHE (P <0.01) ; 5
A A, 8 JE IO A B LA R A T O L4l
21 miRNA-21 K35 (P <0.01) .0 5 FEALZH AR ) 3 41
FIATIR 2 1) 28 %0 ILZH 41 miRNA-21 3635 J B & 52
Wil 5 12 JJ s 2 R L2 v AV 5] 2 2 ) 8 v 0 LR
41 miRNA-21 ik (P <0.05,P <0.01) , 4 R 3 F1| 1
X0 LA 2L miRNA-21 F3k TR g . W3 4.

®3 LERAMEHBHEKROCH Fas § FasL EARENFM (2 £5,0=10)

Table 3 Effect of Xinfukang pill on expression of Fas and FasL in rat of pressure overload-induced(x +s,n =10) %
AR5 8 JH ARJF 12 J4
245 F 4 /mg-kg ™' -d ™!
Fas FasL Fas FasL,
EH - 1. 60 +0.70 1.40 +£0.45 1.40 £0.70 1.15+0.52
R - 35.90 £7.81% 30. 80 4. 02% 32.11 £5. 66% 28.67 +8. 15
MR 3K ) 1.04 29.90 +4. 38 25.20 +5.49% 28.67 £3.71% 22.78 £4.71%
D 52 33.80 £5.86 29.00 £3.20 30.00 £6. 16 23.10 3. 00
208 28.11 £3.57% 19.00 +6. 48% 23.63 £5.72% 20.38 +5. 34

A TR B, MWL C IR A4 D, 0 HEAL 52 mg-kg T 4 E. 0 B 208 mg-kg T (2 [F])
B1 LERAXMEABRFRROA Fas EAREHE I (G, x400)
Fig.1 Effect of Xinfukang pill on expression of Fas in rat of pressure overload-induced (IHC, x400)
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Fig.2 Effect of Xinfukang pill on expression of FasL in rat of pressure overload-induced (IHC, x400)
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x4 LERAMEHBHFTARDCAHN mRNA-21 mRNA RixH#
i (x £s,n=10)
Table 4 Effect of Xinfukang pill on expression of miRNA-21

mRNA in rat of pressure overload-induced(x +s,n =10)

M R/ mgkg ™ d ! AR5 8 JH ARJE 12 J4
% - 1.002 £0.384  1.079 =0.383
i - 3.356 £1.210%  4.027 £0.774%
A 3 ) 1.04 4.604 +1.612  4.930 £1.431
O B 52 4.172 £1.462  5.067 +1.103¥

208 5.439 £1.671%  6.243 = 1.069*
4 itig
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SIUG 45 R R W], &K RO ML ZUY Fas 5
FasL 25 1 & % & miRNA-21 mRNA Fik8 I8 T A
2H W I (AR R L B AT L I B . R W
A E R A R PO JLZE 2 miRNA-21 35K 1 34
IR LU - Fas 5 FasL B IR IK, §
OO JULZH B T A B . AR AR R L DL
41 miRNA-21 % 338 A, i ] L #8 9 F Fas 5 FasL
A O LA T R O LA JE A
2 TR AT BB A5 A E miRNA21 5 [ 33k
TR IN F Fas 5 FasL & (K F T, B A0 UL 40
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