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TR (Model, n=15) B W NS 2B uEF &R 5 me/ke, PAUSE H RS 2.5 mg/(kg - d), #ELSHG
20 d; HEHI410 D 41 (Model+10D, n=15)FEA R4 JEAl b 4kS b 5B 245 10 K. R ELISA A FLRR i S
fiff (1actate dehydrogenase, LDH). @ﬂ%ﬁﬁﬁ(glutamic oxaloacetic transaminase, GOT) & ; K HE 4L (o244
A NALREAR L ; R A TUNEL Je R I 25 200 WA SR i 1= 5 SR ey dlfb . RT—-qPCR Hl Western
blot #il]l HK2, VDAC1 K JHT-H G F 1) mRNA A (I FRB I, 258 HE QR M H — 2 B MET 1
AR A RE G, OISR R R B 0. SIEHAM L, BB P mE LDH, GOT & & &L T R
FHiE, HK2 AHTIA TR F Bel-2 1 mRNA FIZE F7KF N I%, VDACL FMEJAT A F Bax. Caspase-3 ) mRNA F
FEFKFETHE, Clevead Caspase-3 & [1KFTHE; SIEHAMEL, #8410 D AP Eigtr, ZSAGITHE
X(P<0.05), gk —ZBnHEa S 250 NI4T, HK2 f1 VDACL W RES S T = Z Wk mEZC LA M T
L A
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Role of HK2 and VDACI1 in Diacetylmorphine-induced
Cardiomyocyte Apoptosis

XIAO Jinling ', GUAN Yaling ", ZHU Sensen ", ZHUANG Mengjie ", SU Liping >, PU Hongwei ¥
(1) Dept. of Pathology, School of Basic Medical Sciences, Xinjiang Medical University, Urumqi,
Xinjiang Uygur Autonomous Region Xinjiang 830011; 2) Dept. of Pathology, The 1st Affiliated
Hospital of Xinjiang Medical University, Urumgqi Xinjiang Uygur Autonomous Region 830011;

3) Dept. of Discipline Construction, Urumgi Xinjiang Uygur Autonomous Region 830011, China)

[ Abstract] Objective To investigate the role of HK2 and VDACI1 in diacetylmorphine—induced
cardiomyocyte apoptosis. Methods A dose—escalation method was used to establish a rat model of
diacetylmorphine addiction. Forty SD rats were randomly divided into three groups, the normal group (n=10) was
injected with an equal amount of saline subcutaneously, the model group (#=15) was injected with 5 mg/kg of
diacetylmorphine for the first time, and then the dose was increased by 2.5 mg/ (kg + d) day by day for 20 days,
and the group of model + 10 D (n=15) continued to increase the dose based on the model group up to the 10th day.
Lactate dehydrogenase (LDH) and glutamic oxaloacetic transaminase (GOT) were detected by ELISA; HE staining
was used to observe the pathological changes of myocardial tissues in each group; TUNEL staining was used to detect

apoptosis in myocardial tissues in each group; and immunohistochemistry, RT-qg-analysis, and immunochemistry
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were used to detect apoptosis in myocardial tissues in each group. Immunohistochemistry, RT—-qPCR and Western bl—
ot were used to detect the mRNA and protein expression of HK2, VDACI and apoptosis-related factors. Results HE
staining revealed that myocardial tissues exhibited different degrees of damage with the prolongation of
diacetylmorphine intervention. Compared with the normal group, serum LDH, GOT content and myocardial
apoptosis rate increased in the model group, mRNA and protein levels of HK2 and anti—apoptotic factor Bel-2
decreased, mRNA and protein levels of VDAC1 and pro—apoptotic factors Bax and Caspase—3 increased, and the
protein level of Clevead Caspase—3 increased; in the model + 10 D group the above indexes, there was a statistically

significant difference (P < 0.05). Conclusion Diacetylmorphine can cause cardiomyocyte apoptosis, and VDACI

may be involved in the process of cardiomyocyte apoptosis caused by diacetylmorphine.

[ Key words] Diacetylmorphine; Cardiac apoptosis; HK2; VDAC1; Clevead Caspase—3
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Fig. 1 LDH and GOT levels in each group(X+s, n=6)
A: KRBT LDH £i5; B: KR GOT £k, 5
IEHALILE, ™ P<0.001,
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Fig.2 Comparison of myocardial tissue morphological changes among different roups of rats(x200)
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Fig.3 Apoptosis of cardiomyocytes in each group of rats (x200)
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Fig. 4 Expression of HK2, VDAC1, Bax, Bcl-2 and Caspase-3 protein in rat myocardial tissue (x200)
A: IEWH HK2 Fik; B: BUZH HK2 %35; C: #1410 D 41 HK2 %355 D: 1IE#4H VDAC1 %&ik; E: #4H VDACI
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Tab.1 Effects of diamorphine on the mRNA expression of HK2, VDAC1, Bax, Bcl-2 and Caspase-3 in myocardium(X+ s,

n=6)
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Fig. 5 Expression of HK2, VDACI, Bel-2 and
Caspase-3 mRNA in rat myocardial tissue( X+ s,
n=6)
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Fig. 6 Changes in Protein Expression of HK2, VDAC1, Bax, Bcl-2, Caspase-3, and Cleaved Caspase-3 in Myocardial Tissues

of Various Groups (X+ 5, n=6)
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