- 2848 - DREYES#HE biomed.cnjournals.com Progressin Modern Biomedicine Vol20 NO.15 AUG.2020

doi: 10.13241/j.cnki.pmb.2020.15.009
PFE At ] i RGS6 BabE bRy NLws K Bl OBhREr 7 H]
S FCALHIRESE *

FREE HRom' £ OH' OB #H' AT
(LRI TR = K78 21562152 BN — A REEBE i % 3K %% 215600)

BE BEY 38T P& e T 18 % RGS6/ NAD(PYH A AL EE / 7 M 2 2 A% 8 F54F 37 98 fiom S LB KRS 2 48 69 25 2848 A AL |
%40 X 6 Atk Wistar X R 3 AR T £ R AU A 3T BB LR, 45 7 -8 LB B A 20, AR 7] 3 I Fe /XA 7T 41, 35 7] S T 4%,
T, 4 10 R, FIREAR P S AW K AR ER AR T; RIS G IR § S K1 K RS RIS AT LR FHRA
Ao X A S o UL R P RG-S JR 44K AR KRS LR 28 RGS6 #9 & 3A ; Western blot i) K R s ILLE L7
RGS6 % NAD (P)H &ACHEG & M T f 15 pd70 fo p67P 44K -F, LR Hatmatart, HBRmH ISR X R RE 9 2V
(P<0.01), s fig 7K -F 80 2 5+ & (P<0.01), & it E/A LVEF FS /A B4 (P<0.01), & ILLE LR & M R A A W 238 % (P<0.01), 5 L4l 4R
RGS6 % p47™ p677 £ ik B 2 L (P<0.01), f R B F] 2 AR IT T TR 7T A 28 # LR AR B E . G518 T3 RAae it 2t
A RS LR KR 84 Ik B B AR AP AR, EEAUH T 48 5 %4 RGS6/ NAD(P)H SALES / 7% P B & s B 3409 37 ) A

KT M SR S LR 5 T AR AT 3G B G455 8 3% AW B F 6; 7% A ; NADP)H A4bis

FE 4SS :R-33;R587.2;R542.2  XREFRIZAS:A X E4HS:1673-6273(2020)15-2848-05
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ABSTRACT Objective: To investigate the pharmacological mechanism of atorvastatin in protecting cardiac function in diabetic
cardiomyopathy rats by regulating RGS6/NAD (P)H oxidase/reactive oxygen (ROS) production pathway. Methods: 40 6-week-old male
Wistar rats were randomly divided into control group, diabetic cardiomyopathy model group, low-dose atorvastatin group and high-dose
atorvastatin group according to the random number table method (10 rats in each group). During the experiment, the body mass and lipid
levels of rats were monitored dynamically. After the experiment, pulse doppler method was used to detect the cardiac function indexes of
rats in each group. Tissue ROS detection kits were used to detect the ROS levels in myocardial tissues. The expression of RGS6 in
myocardial tissue was measured by immunohistochemistry and Western blot. The levels of RGS6 and NAD (P)H oxidase subunits p47°*
and p67™ in rat myocardial tissues were detected by Western blot. Results: Compared with control group, the rats from diabetic
cardiomyopathy model group displayed significant decreased body mass (P<0.01), increased levels of blood lipids (P<0.01), lower E/A
heart, LVEF, FS value (P<0.01), increased production of ROS in myocardial tissue (P<0.01), enhanced expressions of RGS6, p47"™* and
p67™* in myocardial tissues (P<0.01), while different dose of atorvastatin intervention can effectively reverse these changes. Conclusion:
Atorvastatin has a significant protective effect on the heart of diabetic cardiomyopathy rats, and its mechanism may be related to the
inhibition of RGS6/NAD(P)H oxidase/ROS production pathway.
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Table 1 Comparison of body mass before and after intervention (meanxs, g)

Groups n baseline 4 weeks 8 weeks 12 weeks

Control 10 248.51£10.47 291.96+11.17 321.86+21.89 360.34+7.36

Model 10 247.12+10.08 213.39+10.82%* 180.49+13.82%* 152.72+5.93%*
Low-dose group 10 247.68+15.15 221.71+£10.23* 210.53+11.86% 198.51+20.62%
High-dose group 10 238.30+20.66 226.22+6.42" 211.25+14.58% 197.33£11.59%

Note: **P <0.01, compared with control; #P<0.05, #P<0.01, compared with model.
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Table 2 Comparison of TC and TG among different groups (mean+s, mg/dL)

Groups n TC TG

Control 10 59.71£5.32 68.70+5.64

Model 10 149.61+16.48** 162.81+13.45%*
Low-dose group 10 102.27+5.54% 89.51+£6.91%
High-dose group 10 89.04+12.32%4& 80.75+8.00%%

Note: **P <0.01, compared with control; #P<0.01, compared with model; 4P <0.05, “P <0.01, compared with low-dose group.
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Table 3 Comparison of E/A, LVEF and FS among different groups (meanzs, mg/dL)

Groups n EA LVEF(%) FS(%)

Control 10 2.41+0.39 76.44+2.39 58.72+5.42

Model 10 1.45+0.20%* 61.72+5.14%* 36.30+3.61**
Low-dose group 10 1.89+0.31% 70.97+7.52% 49.56+5.87%
High-dose group 10 2.17+0.21%% 73.93+3.99% 53.25+3.99%

Note: **P <0.01, compared with control; #P<0.01 , compared with model; “P <0.05, compared with low-dose group.
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Fig.1 Comparison of ROS level among different groups
Note: **P <0.01, compared with control; #P<0.01, compared with model.
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Fig.2 Immunohistochemical results of RGS6 level in rat myocardium among

different groups
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Note: **P <0.01, compared with control; #P<0.01, compared with model.
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Fig.4 Comparison of p47™ and p67™* level in rat myocardium among different groups

Note: **P <0.01, compared with control; #P<0.01, compared with model.
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