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[ Abstract]
protect ischemic myocardium in mice. Methods C57BL/6] mice were randomly divided into Blank, sham, model
(AMI) , Xionghuang ( XH), Xiaoshi (XS) and Xiaoshixionghuang ( XSXH) groups. Following establishment of the

mouse myocardial infarction model, Blank, sham operation, and model groups were given normal saline, whereas the other

Objective To explore the effect and mechanism of Xiaoshixionghuangsan in regulating NO levels to

groups were given corresponding intervention drugs. Serum levels of cardiac troponin I (¢Tnl), creatine kinase isoenzyme
(CK-MB), and lactate dehydrogenase (LDH) were detected by ELISA at 12, 24 and 36 h after modeling. On the
fourteenth day after modeling, total NO contents in serum were detected with an NO kit, pathological damage of the
infarcted mouse myocardium was detected by hematoxylin and eosin staining, and the infarcted area was measured by 2,3,
5-triphenyltetrazolium chloride staining. At 12 h and 14 days after Xiaoshixionghuang San administration, serum alanine
aminotransferase, alkaline phosphatase, aspartate aminotransferase, creatinine, and urea nitrogen were detected by
staining. Results Serum levels of ¢Tnl, CK-MB and LDH in the XSXH group were significantly lower compared with
AMI, XH and XS groups (P<0.05). Serum NO levels in the sham group were high, but were significantly decreased in
the AMI group (P<0.05). Compared with the AMI group, NO levels in mice with myocardial infarction were significantly
increased in XH and XS groups (P<0.01). Compared with single XS or XH, NO contents in the XSXH group were
significantly increased (P<0.001). Compared with the AMI group, myocardial infarct sizes in the XSXH group were
significantly reduced ( P<0.05). In addition, the decoction markedly improved the degree of pathological damage to the
myocardium in mice. Compared with the Blank group, indexes of liver and kidney function in the XH group were
significantly increased ( P<0.01), and there was no significant difference in these indexes in the XSXH group (P>0.05).
Conclusions ~ When the classical pathway L-Arginine-eNOS-NO pathway is inhibited during myocardial infarction,
Xiaoshixionghuang San can regulate the level of NO in mice through the NO;”=NO,” =NO pathway to elicit a significant

protective effect on ischemic mouse myocardium without obvious toxic effects on liver or kidney function.
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Note. A, Ecg before myocardial infarction model was established. B, Ecg after myocardial infarction model was established.

Figure 1 Ecg resulis before and after establishment of myocardial ischemia model in mice
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Figure 2 eNOS protein Western blot test results
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Figure 3 Serum NO level of mice in each group
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Table 1 Effect of Xiaoshixionghuang San on serum myocardial infarction markers in mice

415 25 41 BRFARA PRI 2 T 4 I PEE| T A1 ke 2 201

Group Blank group Sham group AMI group XH group XS group XSXH group
¢Tnl( pg/mL) 5.12+0. 40 5.16+0. 84 52.11+0.90" 38.62+3.19 %% 30.31+1.88"" 20.92+2. 07 **
CK-MB( pg/mlL) 74.76x1. 54 73.88+1.29 431.03£16. 16" 303.33+13.65*%  218.77+8.61"* 122. 56+4. 99 **
LDH( ng/mL) 3.19+0. 08 3.130. 10 13.53+0. 63" 10.93+0.26** 8.48+0.23"* 5.76+0. 18 **

52 AL, ©P<0.05; SHEHILMLL, "P<0.05, *P<0.001,
Note. Compared with Blank group, * P<0.05. Compared with AMI group, *P<0. 05, *P<0.001.

R 2 A MEREEON/NEUTE DI RERREIE (xts,n=6)

Table 2 Effect of Xiaoshixionghuang San on liver and kidney function in mice

2 Acute toxicity W2 MR Subacute toxicity

ZHHA i s Tl e e 20 2 HH 20 fil A B 2l
Blank group XH group XSXH group Blank group XH group XSXH group
AST§ Bl X0
AST i1 CRTIRHAL) 73.68+6.54 141 1426.72"  76.90+0.38 74.96+5.58  137.56x5.58" 78.45+3.06
AST vigour( Carmen’ s unit)
ALT § I \f )
(ﬂ‘j]( ﬁlj&%ﬁ” 16. 49+0. 58 91.46+0.20" 17.07+0. 17 24.43+0.52 95.50+0. 38" 24.85+0.29
ALT vigour( Carmen’ s unit)
AKP i 3 (4 R H3/100 mL) .
7.76+0. 65 * 8.02+0. 10 7.83+0. 87 = 8.08+0. 62
AKP vitality ( King unit / 100 mL) * 15.770. 81 * * 21.200.45 *
o /L
WURFE e pmol/1) 19.95:4. 18 48.45:7.62°  26.71%7.63 18.953.83  54.53:12.48" 20.96x1.52
Creatinine content ( pmol/L)
J AL
RARF R (mg/ml.) 0.20+0. 01 0.46+0.03 * 0.21:0. 01 0.2120. 02 0.56£0.02*  0.210.01
Urea nitrogen content( mg/mL)
AR, S A4, C P<0.01; WAk Rk, 525 AU, ™ P<0. 01,

Note. Acute toxicity, compared with Blank group, *P<0.01. Subacute toxicity, compared with Blank group, ™ P<0. 01.



24 [ AR PR A 2 7 2002 4E 9 145 32 %55 O ] Chin J Comp Med, September 2022, Vol. 32,No. 9

WA S EEB AR FARY; CBRIY D M4 B A A4 P WA M4, 52 HEMLE, * P<0.05; SHRIAMLL, *P<0.05, *P<0.01,
B4 H4/NFEAESEHR TTC YL tasgi it

Note. A, Blank group. B, Sham group. C, AMI group. D, XH group. E, XS group. F, XSXH group. Compared with Blank group, *P<0.05.

Compared with AMI group, *P<0.05, *P<0.01.

Figure 4 TTC staining results of infarct area of mice in each group
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Note. A, Blank group. B, Sham group. C, AMI group. D, XH group. E, XS group. F, XSXH group.

Figure 5 HE staining results of mouse myocardial tissue
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D, XH group. E, XS group. F, XSXH group.
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Figure 6 Survival of the mice in each group
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