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[ Abstract]

hypertension induced by a high-sugar and high-fat diet in rats based on network pharmacology, proteomics, and animal

Objective: To explore the mechanisms of Salviae Miltiorrhizae Radix et Rhizoma in treating metabolic

experiments. Methods: Thirty male SD rats were randomized into the control, model, positive drug (tetrandrine, Tet,
50 mg-kg'-d') , low-dose Salviae Miltiorrhizae Radix et Rhizoma (DS-L, 45x10" mg-kg'-d') , and high-dose Salviae
Miltiorrhizae Radix et Rhizoma (DS-H, 90x10* mg-kg"'-d") groups. Except for the control group, each group was fed a high-fat
and high-sugar diet for 8 weeks for the modeling of metabolic hypertension. Following successful modeling, drug interventions
were conducted through gavage for 4 weeks. Blood pressure and lipid indicators were monitored, and cardiac function was assessed
via echocardiography. Samples from the thoracic aorta and cardiac tissue were collected for histopathological examination. Network
pharmacology analysis identified key active components, potential targets, and mechanisms of Salviae Miltiorrhizae Radix et
Rhizoma in treating hypertension. Proteomics technology was employed to analyze the differential proteins and major pathway
targets to synergistically elucidate the antihypertensive mechanism of Salviae Miltiorrhizae Radix et Rhizoma. Ca® concentrations in
the thoracic aorta and cardiac tissue were measured. The protein levels of transient receptor potential cation channel (TRPC) 3,
TRPC6, NADPH oxidase (NOX)2, and NOX4 were quantified via Western blotting. The levels of oxidative stress markers and
inflammatory factors, including superoxide dismutase (SOD), malondialdehyde (MDA), tumor necrosis factor-a (TNF-a), and
interleukin-18 (IL-18) , were determined by enzyme-linked immunosorbent assay (ELISA). Molecular docking analysis was
performed for the main components of Salviae Miltiorrhizae Radix et Rhizoma with TRPC3, TRPC6, NOX2, and NOX4.
Results: The experimental results indicated that compared with the control group, the model group exhibited abnormally elevated
blood pressure and increased lipid levels (P<0.01). Compared with the model group, the DS-L group exhibited reduced systolic
blood pressure (SBP), diastolic blood pressure (DBP), and mean arterial pressure (MAP) (P<0.05), decreased serum levels of
triglycerides (TG) , total cholesterol (TC), and low-density lipoprotein cholesterol (LDL-C) (P<0.05), and increased level of
high-density lipoprotein cholesterol (HDL-C) (P<0.01). The DS-H and Tet groups showed more significant effects (P<0.01).
Moreover, the interventions attenuated vascular wall thickening, myocardial cell injury, and collagen and lipid deposition.
Network pharmacology and proteomics prediction results indicated that the core targets of Salviae Miltiorrhizae Radix et Rhizoma in
treating hypertension were TRPC3, TRPC6, NOX2, and NOX4, and the core pathways included calcium signaling, cyclic
guanosine monophosphate (¢cGMP )/cGMP-dependent protein kinase (PKG) signaling, and atherosclerosis-related pathways. The
molecular mechanism experiment results indicated that compared with the control group, the model group exhibited significantly
elevated tissue Ca’ concentrations, exacerbated oxidative stress and inflammatory responses, and upregulated protein levels of
TRPC3, TRPC6, NOX2, and NOX4 in the thoracic aorta and myocardial tissue (P<0.01). Compared with the model group, DS-L
reduced the free Ca’ concentration, lowered the levels of IL-18, TNF-a, SOD, and MDA (P<0.05) , and downregulated the
protein levels of TRPC3, TRPC6, NOX2, and NOX4 in the thoracic aorta and myocardial tissue (P<0.05). DS-H and Tet
exhibited more significant effects (P<0.01). Meanwhile, the main components of Salviae Miltiorrhizae Radix et Rhizoma had
strong binding affinity with the core targets of hypertension. Conclusion: Salviae Miltiorrhizae Radix et Rhizoma may ameliorate
oxidative stress and mitigate inflammatory responses by regulating the TRPC3/6/NOX2/4 signaling pathway, thereby alleviating
abnormal blood pressure abnormality and myocardial injury in hypertensive rats.

[Keywords] metabolic hypertension induced by a high-sugar and high-fat diet; Salviae Miltiorrhizae Radix et Rhizoma
extract; transient receptor potential cation channel (TRPC)3/6/NADPH oxidase (NOX) 2/4 signaling pathway; oxidative stress;

inflammation
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1 BARRENIRHBNERE (x+5,n=6)
Fig. 1 Body weight of rats in each group during whole

experimental period (X+s,n=6)

5 Control 41 k% , Model 41 SBP . DBP . # Jt
5 (P<0.01) ;5 Model 4 lb %, DS-H 4 \DS-L 4  Tet
41 SBP.DBP J¢ Ifi iig 7K ~F- W] i B Ik (P<0.05, P<
0.01). W 1. K2, IFE3hkHE J a4 R Wox,
55 Control 2 . %% , Model 2 H B ifi 45 B I 2 1 =
(P<0.01) ;5 Model 21 [t %, DS-H 20 11 Tet £H Ifil % B
JEE 3 B I B AR (P<0.05,P<0.01) . W& 3,32,
3.2 FESWRE 5 RG m bE O R i R A O
WU 5 B 9 Bz D e B fi B8 A0 s LA I o, 5
Control 4] H. % ,Model 4| EF% .FS% .LVPWs . LVIDd
5% 8 1 (P<0.01) , LVPWd . LVIDs i 3 & ik (P<
0.01), Hrp EF% 1y Jh iy, S i 0 R 2 3 B 8 35
BIL T 41 BT KA 7 5K A 25 BR 2 Ak Sy TR L 4 g [ B
O IURE JEE 38 e 40, 3 T - 350 5 S bt 22 - LS P e R
e 2%t PR AL IE ML) 3R 2, 3 2 AR £ s g i TR 4 T
D Z WG, B EF%TF & 4 s 5 Model 41 HE 8K,
Tet 0 F1 DS-H 41 EF% .FS% .LVPWs . LVIDd B & [%
ik (P<0.05, P<0.01) , LVPWd.LVIDs 8] & J} & (P<
0.05,P<0.01) , R FE T Tet 40, I 52 B 57 & AR i 1
W3 EK4 K4,
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*1 ASWEHAARMASIES TC.TG.HDL-C .LDL-C B98I (X+s,n=6)
Table 1 Effect of Salviae Miltiorrhizae Radix et Rhizoma (SMRR) on lipid profile indicators TC, TG, HDL-C and LDL-C in different
groups of rats (X+s,n=6) mmol-L"
21 51 F 4 /mg- kg TC TG HDL-C LDL-C
Control 41 4.77+0.82 1.77+0.17 1.3740.07 0.52+0.12
Model 41 7.92+0.92% 4.09+0.23% 0.52+0.12> 1.17+0.07%
Tet 4l 50 5.88+0.85 2.22+0.25% 0.90+0.22% 0.79+0.06>
DS-LZH 4.5%x10* 6.52+0.79" 3.02+0.32Y 0.76+0.13% 0.83+0.06"
DS-H 41 9.0x10* 5.33+0.72Y 2.33+0.25% 1.16+0.17% 0.61+0.04"
11+ 5 Control 41 I #% VP<0.05,2 P<0.01; 51 [ %% ¥ P<0.05,% P<0.01( 3 2-3% 8 JA])
160 120 140 ] « A
- B
2 150 = 110 - i - C
= = 2 120 g
g 140 g =
el & 100 é E
€ 130 x - .1
= g % 100 ——+—F t :
=
110 80 T80 :
0 1 3 4 0 1 2 3 4 0 1 2 3 4
S /A

7 :1 mmHg~0.133 kPa
B2 ASWMEAARBH4ERFSBP.DBP MAPKFEHFM (F+s,n=6)
Fig.2 Effect of SMRR on four weeks after drug administration, SBP, DBP, and MAP of rats in each group (x+s,n=6)

B3 ASMEHEARBEZNREEEHFME (HE,<400)
Fig.3 Effect of SMRR on thoracic aorta wall thickness in different groups of rats (HE, x400)

®2 ASWMBAXRBENKRWTHRZNE (F+s,1=6) ®3 BELHENEASHEZHRREFFSHEM (X+s,1=6)

Table 3 Echocardiographic assessment of effect of SMRR on EF

Table 2  Effect of SMRR on thoracic aorta WT in different
groups of rats (x+s,n=6) and FS in different groups of rats (x+s,n=6) %
21 51 F 4 /mg - kg WT/% 215 Fl i /mg- kg EF FS

Control 41 11.12+0.71 Control 41 81.33+4.02 46.88+2.63
Model 41 12.2241.42% Model 41 95.75+4.58”  64.86+4.10%
Tet 41 50 11.82+0.61 Tet4H 50 82.68+4.12"  49.24+3.13Y
DS-L 41 4.5x10" 12.99+0.67 DS-L4 4.5x10" 86.97+3.60°)  52.85+3.80%
DS-H 9.0x10* 11.70+0.66" DS-H# 9.0x10* 80.16+3.48"  46.65+3.69"

AL IR MCAE 1 240 N i A SE AR AT . R Y
ZHETHE T 193 M EIRIT R sl AT STRING £
P J&E F1 Cytoscape B /4 ¥ 47 ¥ Fb 43 #1 , #% Degree {H
i 3t ER R S g 1 O O HH R 16 A0 L AL
B B(Akt) 1. B 2 itk [ 9 (Bel) -2 \ TRPC3 .
NOX4 . TRPC6 % , Jf #4) T 1% 1 18 43 - % 0 B8 1 ) 2%
Kl . KEGG il % 5 #7 7 , H2 ] g6 3l o 45 15 5 38

HE #l Masson % {6, 25 2 & 7R , 5 Control 4 tb
5, Model 2 4t #8 HiL 7Y 2 4k £k - oK b S 481 455 < 0 IR 2
FRR BT 85, LS 1] B B Sk 34 5 O £ 32 L3R 25 3
1k ;5 Model 21 Fe %5 , DS-H 20 W 2 ok 36 i JRLUT AR, WL
4K P WL S
3.3 PEShuE MR R L2y BREUN O d AodE R
o 28 A SCHR I 2, i 744 T PR S o (0 L6 0 PR R
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*4 A& KLEKXRLVPWs, LVPWd, LVIDs, LVIDd & 5 I

(x+s,n=6)

Table 4 Effect of SMRR on LVPWs, LVPWd, LVIDs, and
LVIDd in different groups of rats (x+s,n=6) mm
4151 & ., LVPWs  LVPWd  LVIDs LVIDd

/mg-kg
Control 41 3444025 2.48+024 3.14£027 5.45+0.43
Model 20 4.41£0227 1.87+0.14 1.94+0.34> 6.94+0.38”
Tet 21 50 3.66£0.31> 2.30+0.19% 2.78+0.26" 5.66+0.32"
DS-L4l  4.5x10" 3.79+0.34 2.01+0.12 2.19+0.31% 6.21+0.39
DS-H#Z  9.0x10* 3.55+0.31% 2.37+0.18" 2.84+0.37" 5.66+0.21"

B .3 2 iR (cGMP)/cGMP K #i 1 & 11 1% i
(PKG) {55 il #% W A Ik UL 3-330 il (PI3K)/Akt 5
538 % 22 4R AL R RS (MAPK) 5 5 3 [ 55
Z R KRHE S, R PR PR
I P R o g K i 45 9 A B IR . 4, GO
A M B K R 0 U H AT - R R IR
O IUAH Jf 3l VF f A A S 45 o B9 DIAH OG o DL 3 5
H R B Jin s

W45 2 0 AR B TR YT RS S PE S R0 R AT R
Oy -HE A EE Ao LRGSR BRI A R . 25 SR T
UL, P2 ] it 85 15 5 . cGMP/PKG |, PI3K/Akt %5 {5
53 B [ i T Akt Bel-2 .\ TRPC3 %5 £ /> ¥4
IR L NTTR7 N R E 3 B AN =W AR N I K =
K RE G Y R AT W 2 2 -2
A-Z2 3 B T g 1 4 AL

3.4 FESUE E R SRR B i K B
Sk E A RE S T TMT & =B E A R4l 24 5
KRBT, L P<0.05 2y i 35 M bR ik, 25 & FC 4T
HALTEAL  FC22 4F o 85 1 T b 2 1 0 9 40 B
FC<12 /B0 W 2 F 98 19 3 & B {H . Model 5
Control 41 [L i M % 2 197 M2 HE A, Hp
119 />4 Model 41 45 A, 32 W & I e A5 750 44) 2 p 2
DS-HA A 35 A HEM, H S Model H Kt H & .
F A5 HT R, PCL I PC2 B 5 22 STk R 43 W A
37.6% Fll 18.0%, 75 A HE A< 43 B B 2 , Model 2 5
Control 20 Iff 2 f% it , DS-H 4 v T & Z [a] , & B F}
Sy Wi T RS S E A RE A, KA
275, 5 Control 41 [t , Model 414 291 . & 2 &
FEACEAE 194, T 1724, /g2 5 1 K
T ML U 4R R R E N . 5 Model 4 ¢, DS-H
HAEISTBEFELEFEA(LIA3IA, FIHS24),H
Ht TRPC3 1 TRPC6 % TRPC K K & 1 £ ik B &
fbo U3 A R BRI A R o

IR R W B, BT A RE A H 4 43 B 3R
= K% ,DS-H & H&KiLiE 5 Model A% ik ,(H Y
Control 20 A9 2 5 W& 46 /1 , it — 25 UE S22 460 = 1L
JRASE TR 2R P e 0k 3K LAY 2 IE 1R . DL 3 5 MY R
B A4

25 5 FRIKE H B KEGG F1 GO 2 B i, jx 4t
1T B8 3E i PPAR {5 538 8% 55 % 538 % . cGMP .
PKG {5 5 38 % 15 2 -1 45 5 7K 3% -1 [51 d (RAAS)

B4 ASMNEEHAREEOIHEZM
Fig. 4 Effect of SMRR on echocardiography of rats in each group

Masson i

Bs5 ASNEAXROCNEARLTELHZI(x400)

Fig. 5 Effect of SMRR on myocardial tissue fibrosis of rats in each group (x400)
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AH O B R FEHT R o A Sl I A N B T Rg Y
YEF 5 0 45 25 B2 43 B v B — 30, 39 0E 1 P2
EZ Y2 LY (ENEEvIN I US: Lo gl 1

3.5 FFZ U AR e b SO AL i e R B 3
K SO WU U5 40 S B0k X 2 A A 2

A 5256 A6 W B = Bl bk B0 LA 2 b i g B Cat vk
FE . 5 Control 41 Ht %5 , Model 21 i 3= gh ik Fn.00 Bl
7 B Ca Wk i W 2 T (P<0.01) , 32 B & i w5 b 2k
AR 78 v 1 R AT BOH) B PRS2k . 5 Model 4
M4, Tet 20 . DS-L 20 Fll DS-H 4H 7 B Ca> ¥ B 1 &b
FIEAR(P<0.01) , B P12 ] w38, i 25 Ca™ Vi JiE
BT, B DS-HZH 5 Tet AU R AHY . W35,

3.6 FFZ 0 AR bE SO AL i K B AR
R A DR 0 3k B Ay s S AT A R K
P M 39 % e B v W % R 0 A I Y e R Y AR
PRI 5 9 0E I 13 BE TG . SEm A R WOR,
Control 41 L3¢, Model 41 1fiL & SOD i 4 .MDA & &
3 TR (P<0.01) , 48 755 04k 07 T b o Jal 5 %oF i 4

x6 ASHBZHAREMA NIRRT (F+s,2=6)

£S5 ASHEAARKEDBRMONFES Ca”" RENH I
(x+s,n=6)
Table 5 Effect of SMRR on free Ca’* concentration in thoracic

aorta and myocardium of different groups of rats (x+s,7=6)

151 A /me- kg Jfa S Sh Bk iiE s 0 LIRS Ca®

Ca™ W i R
Control 41 33.46+£1.46  146.97+16.18
Model 41 64.15+4.24”  275.98+15.60%
Tet4H 50 32.93+2.82Y  180.26+13.69"
DS-L 41 4.5x10* 45.53+1.55"  233.86+11.43Y
DS-H 4] 9.0x10* 32.35+1.47Y  175.52+15.56"

I B PR A I 5 R R L TL-18 5 TNF-a /K F i 3%
P T (P<0.01) ,UESE KA T RAE RN . 5 Model 41
%, DS-H 21 SOD i £ 5 MDA &% /K F . 2 ~ i
(P<0.01) , 1, 52 F AL -$0 S AL V- 5 X A2 48 48 B 1A+
K I 45 5 R L IL-18 F TNF-a 18 2635 B3 T M (P<
0.01) , RAFE 2 15 5 A 2 % it . DS-HA MRS
Tet41 Y., WFE6,

Table 6 Effect of SMRR on oxidative stress and inflammatory levels in different groups of rats (x+s,n=6)

2H 5 i /mg- kg SOD/U- g MDA /nmol- g’ IL-18/ng- L' TNF-a/ng- L'
Control 21 5.27+0.63 15.27+0.63 988.99+19.66 23.99+1.77
Model 2 27.98+1.22% 33.65+0.77% 1737.21+47.77" 35.8842.21%
Tet 21 50 7.10+0.72Y 17.10+0.72% 1093.78+31.64" 11.11+0.46"
DS-L 4 4.5x10* 9.76+0.62" 23.42+0.91% 1 340.09+44.78" 12.42+1.14Y
DS-H 9.0x10* 7.18+0.65Y 17.18+0.65" 827.19+36.19" 7.52+0.83%

3.7 FFSE ] TRPC3/6/NOX2/4 {75 538 % T TRPC3 = 95 kDa

Y 2R R o VR R A BN R R RO I ) g
Western blot 45 5 i 75 , 5 Control 41 Ft %, Model 41
g 3= Bh ik A0 E B TRPC3 . TRPC6, NOX2 Al
NOX4 2 [ 1935 ik 2 158 (P<0.01) , & B 3 2138 %
B L B IO 5 5 Model 41 HL 8, DS-H 41 fil Tet 40 | ik
T M 23k B 5 R AR (P<0.05, P<0.01) ,DS-H 41 1Y
R IKE AT Control 41KV 5 Tet HRLHRAR Y, If
SRR WLE 6 & 7RI T K8,
3.8 O FATERAE EESSE PR Bk
Tl JEILAEE S, PSR 1 E R 55
FEAGEE o 33 B0 A 23 T8 7 2020 4F R AR A R 3R A
2 ) BT RLE 1 PH S AR, J I R 2% K
PE) AP S 25 (B i 1) |, IF B FE BEAE (1 1 7 25 1%
I DARE T L R BT N TR = R NSRS 70 S
R, DL 6 Bl B3 R LA, & 4e P74 5 TRPC3/6/
NOX2/4 () FL 45 45 A HR1F o 45 R R, 454 BE/D
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GAPDH Sl Gt coum® Gueesd Guumew 36 kDa

TRPC6 Sl s = 100 kDa
GAPDH Gt GINNEP Gnend G mses® 36 kDa
NOX2 guevnn D SOFa Sesn wweoms
GAPDH i e i i atm— 36 D

NOX4 W &L e e 65kDa
GAPDH e Gl S Shsns e 3, (D,
A B C D E
6 BAKXRMESNBKS TRPC3.TRPC6.NOX2.NOX4EH K
Lk
Fig. 6 Electrophoresis of TRPC3, TRPC6, NOX2, and NOX4

65 kDa

proteins expression in thoracic aorta of rats in each group

T=5.0 kJ-mol" & W] Z 1k 5 AR Z (8] B A R 4F 1 45
Al W9,

R8RSR 6 FiE PR 4 5 TRPC3,
TRPC6 Y 45 & fE L NOX2 NOX4 B 5 /N, L34 55
H RSB kA R
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TRPC3 95 kDa 4 iTit
GAPDH 36 kDa rh = IR TN K R IR Y 32 R O I RN
TRPC6 [ S S 100 kDa REARTT VAL I7 R A5 e B 22 O X
GAPDH 36 kDa KOIR I M B 2 A A S PR R A

Nox2 mds ES S0 S B o5kDa
GAPDH e s i s——— s 36 kDa
NOX4 [l 0 S L S s 65KkDa
GAPDH ot s st w— w36 kDa
A B c D E
B7 £MAKXKRDMEH TRPC3.TRPC6,.NOX2.NOX4 E H Kk
F ik
Fig. 7 Electrophoresis of TRPC3, TRPC6, NOX2, and NOX4

proteins expression in hearts of rats in each group

x7 ASWNEAKXRBES K TRPC3. TRPC6.NOX2,.NOX4
EHREWEM (x+s5,n=3)

Table 7 Effect of SMRR on protein expression of TRPC3,
TRPC6, NOX2, and NOX4 in thoracic aorta of different groups

of rats (x+s,n=3)

4151 billhs TRPC3 TRPC6 NOX2 NOX4
/mg-kg' /GAPDH /GAPDH /GAPDH /GAPDH

Control 41 1.00£0.12  1.00£0.13  1.00+£0.34  1.00£0.14
Model 2 2.15£0.177 2.00£0.22% 2.95+0.21> 3.38+0.32”
Tet 4 50 1.20£0.11% 1.30+0.13% 1.2320.14* 1.47+0.13%
DS-L4  4.5x10* 1.60£0.27% 1.74£0.15  1.99£0.10° 2.12+0.26”
DS-H#4l  9.0x10* 1.35+0.06" 1.42+0.23% 1.30+0.07" 1.60+0.32"

*x8 ASWHKAARCHES TRPC3I. TRPC6.NOX2.NOX4EH KX

ZFEXT S AR A RN AR B A0 s it BHL 4% 56 ph
P2 " FE L B R A A e o PSR T LI I A
P 245 %ot Bl 35 g LR A AR KB 9T A ) O ELAR 8 B 5T
SR KCCHERIGE SRR R EE LR B £
07 T Gk 2 R R T

TE PR 25 B Be 3% b, Tet /5 2 — WA B 8 B4 4
R B AR e, B RSB B
A0 P LB I VAR R L T2 B IR N T S
(L2 K A OGO I A B 9 IR T L RE 5 A RIREAIG
I 5 B 3% 0 15 D) BE L 26 FH Tet /A FF 20697 &
I H TR BH A X BEORT LA S G b g X Ca™ -RO'S- 4 4iE
TEIR " ML VEAT L3 5 fE A TR e 2% 1, g B o B AR 1
5 5 1A 188 78 v i i A BB R BE 0% 45 g b AR AL
T I A o B A B O R O I 9 R 3 0 S X
S M b R 2020 4F R AR N B 3 R [ 2 )
I SCHR AT 86 5 FF 2 5 25 R IR R AT 25 3005
WA ST , % B DS-H 21X B AR Il i ok 35 1 i R 0 4
O WU 5 R T o 8 3, 55 B 2 Tet M 24, 6 B
FE& e il i T B R A B R RO JIE R 3 4R
L 3X 5 BEAE B 58 P P 0k B kP iR R BB

G850 (x+s,n=3)

Table 8 Effect of SMRR on protein expression of TRPC3, TRPC6, NOX2, and NOX4 in hearts of different groups of rats (x+s,n=3)

4151 F 4 /mg - kg TRPC3/GAPDH TRPC6/GAPDH NOX2/GAPDH NOX4/GAPDH
Control 2 1.00+0.16 1.00+0.31 1.00+0.15 1.00£0.11
Model 41 1.77+0.25% 2.15£0.11% 2.7340.30” 2.47+0.29”
Tet 4l 50 1.08+0.19" 1.38+0.22" 1.20£0.27" 1.25+0.12"
DS-L 41 4.5x10* 1.38+0.13 2.00+0.19 1.76+0.14% 1.43+0.29"
DS-H4l 9.0x10* 1.1240.08” 1.1540.23" 1.48+0.21% 1.26+0.13"
®9 FABHeMFEEMS S TRPC3I.TRPC6.NOX2,NOX4 37 # KU U9/ — 3o 28 LTk, PF S TE
e o o B RN LB 7 i 2 0
e e T RAUR R KRR T S 5.
i MBS TRPC3 TRPC6 NOX2 NOX4 TRPC3/6/NOX2/4 4 2 it 1F * Ca*'-ROS- 4 I ff
o T FR7HG S B . TRPC I 3 S5 — 26 98 4 40 6 5
vemn o e BT B P 00 Ik R b PR BT R f1 L b
o TRPC3 il TRPC6 — % ¥j o Ca™ B M it 8, 41 7
BETEC T e ST T e B A B Cat A NOX A £ TR
FOLRIE s B (22 B R L NOX T 36 , 46 J& NOX2/4 5 45 W 4% )
pEmi, o8 02 T T S MY 5 I HL Ca® I S BRI L T Ca> i 2
P& 1 -8.4 -7.8 -5.7 -6.9

FEAE KR ROS, 3X A ROS fi 28 0] 1 i 18 776 28 6 14 3
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75 VE e e AL R AT R, T2 1805 A B 45 DK S o
S2 A= B ROS 23 0 il 4 5E 2 1, 5 A8 U5 7 NOX-
ROS JE i 1E )2 Bt 36 #% , JE B “Ca™-ROS- % 4E 1f
PRl ORI 5 T O 4% 2 B R AR T 4 2 4
Br & BLAS 15 5 18 % Fl TRPC3/6 \.NOX2/4 H J+ 2 4
e I FR A OGBS (RN AR A . SEIR R PSR
A ) ARt AR ARG ) 3 3 Jbk B0 LA 400 5 Ca™
W, I H oot A N R R E RV . TESE T PES
YEF] T “Ca*-ROS-RFEG R . Western blot 5Z 56 4
B, PFZ 45 2 5 50 S AR b [ A8 i 3 3 ik RO
L4148 TRPC3 .TRPC6 .NOX2 K NOX4 7 [ 1y
ik [ P390 P 2 5 TRPC3/6 B AT 5k 45 & 2%
A7, $E7R PF 5 38 o 9 TRPC3/6 BT “Ca’-ROS-
SAEAEIR , i3 v 1l o

A 5T 3 A I 2% 24 B2 /2R 1A 4 A L —
Ca’*-ROS- 4 JiE 11 M — S H 5 SR UE ) A5 =X ) A i)
B P12 32 U 25 TRPC3/6/NOX2/4 fil i 36 w5 1l 1 (1)
- FHLE B AE A R BRPE . 0 Y ETEY EE
RAE T PSR B 0 1 1 1 ) AL 3R T 9 1
A9 B A P ALE R 58, OF B BRI M B A 7E
TRPC3/6/NOX2/4 {5 5 i %t (0 45 1 9 45 10 45 S A
RO R Z IR A A# BT o J5 2L DR A ZH AR A 5 8k
Jai R A LRl ok IF R TR, A0 A v 25 ks 5 I
246 2 B2 R P F S I3 PR R B G o B R R R
230 25 S R B ORI M 40 5 38 3 B 3 R R -1
2 2 I FH O W R ¢ - I Al A R R i TR L 4
N Z Wy -2 R -2 B R AL, N PSR
245 52 J5 AR AR T & S HE 1] TRPC3/6/NOX2/4 il 11
BT 245 Wy Bt $ Ak IR S B2 AR

25 LTI AR A 8 L W 4% 25 AR R A
N W) g 8 s P2 4 B 38 ) BH BT TRPC 3
T /D Ca® N i 1 T il NOX2/4 2 4% 5 ROS A2 1
DAl 5% A A IO V8RN A R B 15t ) G R AL TR, 80 15 g
e AR IS R I LA S R R L DN B ) e R A A 0 LT
AeAb VK 50058 E A O 50 NESS A D Re L, AR
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