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Effect of ATP Sensitive Potassium Channel Kir 6.2 E23K Polymorphism on DOX Myocardial Injury Cardiac Structure and Autophagy in
Rats. Yuan Wenhui, Wan Jun, Liu Jianfang,et al. Department of Cardiology, Renmin Hospital of Wuhan University, Hubei 430060 ,
China

Abstract Objective To construct a KATP channel Kir6. 2 subunit of E23K polymorphism of rat model of DOX injury, and explore
the KATP channel Kir6. 2 subunit of E23K polymorphism of DOX myocardial injury and cardiac structure, function and influence of Auto-
phagy. Methods (1) Using site — directed mutagenesis methods,we gotrats containing Kir6.2 KK rat gene identification and genotype.
The rats were randomly divided into 4 groups: A: WT + Saline group (SD rat + saline); B: E23K + Saline group (Kir6.2 KK rat +
saline) ; C: WT — DOX group (SD rat + Doxorubicin) ; D: E23K - DOX group (Kir6.2 KK rat + Doxorubicin). Intraperitoneal injec-
tion of DOX in the model for rats spread disease, Intraperitoneal injection of an equal volume of saline control group. (2) Cardiac ultra-
sound is used to spread disease modeling, identification and evaluation of cardiac structure and function (8 rats in each group). Through
HE and Sirius red staining tissue slices, we measured area of myocardial cells and ratio of myocardial fibrosis. And PCR methods for de-
tection of fibrosis index,such as CTGF,TGF — B. Through Western blot technology, we measured levels of Autophagy. Results Ultra-
sound results showed that compared to group DOX rats with heart damage had significant cardiac remodeling and dysfunction( P <0.01) ,
and compared with WT group E23K group,had more obvious changes (P <0.01). Pathology and fibrosis index of PCR results show that
myocardial fibrosis was significantly increased in rat DOX injuried (P <0.01). Autophagy — related protein expression in testing showed
that rats with DOX damage, Autophagy — related protein expression was significantly increased( P <0.01) in E23K group than in the WT
group(P <0.01). Conclusion In the dilated Cardiomyopathy model which was constructed by DOX, the Kir 6.2 E23K polymorphism has
a significant impact on cardiac structure,function,the level of fibrosis,and autophagy.
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