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ABSTRACT Objective: To study and explore the mechanism of Tanshinone IIA (Tan) protecting hypoxic myocardial cells by
regulating microRNA-1. Methods: Primary cultured neonatal cardiomyocytes and established the model of myocardial hypoxia. Cell
viability was detected by MTT assay, apoptosis of myocardial cells and apoptosis percentage were detected by TUNEL assay and flow
cytometry. Intracellular calcium concentration ([Ca*]i) was measured by Laser Scanning Confocal. Results: MTT results showed that the
Tan IIA could alleviate cell death induced by hypoxia, with the trend of dose-dependence, (P<0.05). TUNEL results also showed that Tan
ITA could significantly reduce the percentage of hypoxia-induced apoptosis (P<0.05). The [Ca*]i increased significantly under hypoxia,
while the Tan ITA could effectively inhibit the [Ca*]i and thus play a protective role (P<0.05). Conclusions: Tanshinone IIA can alleviate
the hypoxia-induced apoptosis, possibly through regulating miRNA-1 and [Ca*']i, playing a protective effect on myocardial cells.
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Fig.1 The protective effect of tanshinonellA on hypoxic and miR-1-overexpressed cardiomyocytes
* i AFSER A LSRG ARNERZENEN BASE 1A 3 miR-1 FSR G OIABNEERENRIN, (n=8.P<0.05 SE¥XE
ALk # P<0.05 SEREIRMAN miR-1 HifLk, )
* Note: A. The effect of tanshinonellA on viability of hypoxic cardiomyocytes. B. The effect of tanshinonelIA on viability of miR-1 overexpressed

cardiomyocytes. (n=8 *P<0.05 compared with control group; # P <0.05 compared with hypoxic group or miR-1 group. )
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Fig.2 TUNEL assay showed protective effect of tanshinone ITIA on hypoxic cardiomyocytes against apoptosis (X 20)
*EAEEIERAE BARERG 24h 4 CREBGERA TS 1A 24h 4,
* Note: A. Control group. B. Hypoxic cardiomyocytes 24 h.C. Hypoxic cardiomyocytes with 24h Tan IIA treatment.

23 B AR ASE A Xaseui miE T Ra 20N

W 1 B , TE 5 IR 4L A 40 B 30 8 R 2 1.39% , i
JHT-2:2.44%; SRR 300 AL AN B i R A R T2 282 3.53 %, W HA O
T-%:9.79%; FHEMH 1A 2525 41 400 IR -5 1.38%, 1

High

Control

3 FHSER A JERE S B0 RE A [Ca™ i

W5 2.04% , HIH AT L, B A A T RT3
SABET A E R AELH  % TH 5 (n=3), T B R e 24 7 2
B TIA 41 5% BRAUI L, 2 SR 2 8

Hypoxia

IR

Fig.3 The effect of tanshinone IIA treatment on [Ca®']i in hypoxic cardiomyocytes
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Table 1 AnnexinV-PI staining was used to detect the protect effect of Tanshinone IIA on myocardial apoptosis

BEAT(%) REERAT(%) IRFELARE(%) EEHM(%)
Early apoptotic cells Late apoptotic cells Necrotic cells Viable cells
IEE 48R Control group 1.39 244 0.48 95.69
R & 48 Hypoxia group 3.53 9.79 7.49 79.19
32 11A 48 TanllA group 1.38 2.04 0.37 96.21
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Fig.4 The effect of tanshinone IIA treatment on [Ca*]i in hypoxic

cardiomyocytes with miR-1-overespressed
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