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Therapeutic effect of overexpression of SIRT1 on coronary atherosclerosis and-its possible mechanism

Abstract : Objective To invastigate the therapeutic effect of SIRT1 overexpression on coronary atherosclerosis and its possible
mechanism. Methods 50 ApoE-/- mice were randomly divided into model group and SIRT1-OE group, and 20 wild-type mice were
used as control group. The model group and SIRT1-OE group were fed with high-fat diet daily, while the control group were fed with
conventional diet. After 4 weeks, The control group and model group were injected with GFP-NC lentivirus every day, and the SIRT1-
OE group were injected with the same volume of GFP-SIRT1 lentivirus for 4 weeks. The serum levels of TC, TG, LDL-C and HDL-C in
mice were detected by automatic biochemical analyzer, and the serum levels of TNF-a, IL-6, IL-1pB, IL-4, MDA, ROS and SOD in mice
were analyzed. Western blot was used to analyze the protein expression of NF-kB and eNOS in GFP-NC and GFP-SIRT1 cells. Results
Compared with the control group, the serum levels of TC, TG and LDL-C in the model group were significantly increased. The serum
levels of TC, TG and LDL-C in the SIRT1-OE group were significantly lower than those in the model group (P<0.05). ELISA results
showed that compared with the control group, the serum levels of TNF-o, IL-6, IL-1p and IL-4 in the model group were significantly
increased, while the serum levels of TNF-a, IL-6, IL-1B, IL-4 in the SIRT1-OE group were significantly lower than the model group
(P<0.05). Compared with the control group, the serum levels of ROS and MDA in the model group were significantly increased, while
the serum levels of SOD were significantly decreased. The serum levels of ROS and MDA in the SIRT1-OE group were significantly
decreased compared with the model group, whereas the serum levels of SOD were significantly decreased. Western blot showed that
compared with GFP-NC group, the protein expression of SIRT1 and eNOS in GFP-SIRT1 group increased significantly, while the
expression of acetylated-NF-«xB decreased significantly (P<0.05). Conclusion SIRT1 may improve the inflammatory response and
oxidative stress in mice with coronary atherosclerosis by increasing the activity of eNOS and down-regulating the acetylation of NF-«B.
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vE: SXTEAHIE:, P < 0.05; SEIEAE:, "P<0.05
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Table 2. Comparison of serum levels of inflammatory factors in each group ( iis, ng/L)
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Table 3. Comparison of oxidative stress in each group
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