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[Abstract] Objective To investigate the role of p38 mitogen activated protein kinase(p38 MAPK) in
cardiomyocyte injury and oxidative stress caused by high glucose and fat levels. Methods At different times
(12,24,48,72 h) , high glucose(33 mmol/L) and high fat concentrations (125,250, 500,1 000,2 000,4 000
pmol/L) were used to intervene the H9¢2 cardiomyocytes,so as to select appropriate sodium palmitate con-
centrations and intervention time. In the following experiment, H9¢2 cardiomyocytes were divided into two
groups:the control group (the H9c2 group), and high glucose and high fat group. Lactate dehydrogenase
(LDH) kit was used to detect LDH activity in cell culture medium,the mRNA expression of hypertrophic in-
dicators including atrial natriuretic peptide(ANP) and a-myocardial actin(a-SKA) were detected by fluores-
cence real-time quantitative polymerase chain reaction(RT-PCR), and the protein expression of p-p38/GAP-
DH in H9c¢2 cardiomyocytes treated with high glucose and fat was detected by western blotting technique at
72 h. The specific inhibitor of p38 MAPK(SB203580) was used to determine the levels of reactive oxygen spe-
cies(ROS) and nitric oxide(NO) in each group. Results In the high glucose and high fat group, the release
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rate of LDH was significantly higher than in the control group (P <C0. 05). In addition to detecting apoptosis
by TUNEL, the results showed the apoptosis index of the high glucose and high fat group was significantly
higher than that of the control group(P <C0. 05). High glucose and fat could increase the expression of ANP
and a-SKA mRNA levels in H9¢c2 cells, relative to the control group,the ANP and a-SKA mRNA levels in
H9c2 cells were significantly increased,and the differences were statistically significant(P <C0. 05). Compared
with the control group,the phosphorylation level of p38 in the high glucose and high fat group was significant-
ly increased,and and there was a statistically significant difference(P <C0. 05). The level of NO in the high glu-
cose and high fat group was significantly higher than that in the control group,while the level of NO in the
SB203580 group was significantly lower than that in the high glucose and high fat group,and the differences
were statistically significant(P <{0. 05). Similarly, the ROS level in the high glucose and high fat group was
significantly higher than that in the control group, while the level of NO in the SB203580 group was signifi-
cantly lower than that in the high glucose and high fat group,and the differences were statistically significant
(P<C0.05). Conclusion The p38 MAPK pathway is involved in the injury and oxidative stress of cardiomyo-
cytes induced by high glucose and fat. Inhibition of p38 MAPK expression can inhibit the oxidative stress re-

sponse induced by high glucose and fat.
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