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Opening of Kir6. 1/SUR2B on vascular smooth cells decreases blood pressure variability in sinoaortic
denervated rats
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[Abstract] Objective To determine the role of different molecular compositions of Karp channels in reducing the blood
pressure variability (BPV) in conscious, freely-moving sinoaortic denervated (SAD) rats. Methods SAD rat model was
established. Computerized analytic system of blood pressure was used to observe the effects of unselective Karp openers
(pinacidil) or Kir6. 1/Sur2B and Kir6. 1/Surl selective opener (diazoxide) on BPV of SAD rats. We also observed the effects of
pinacidil and diazoxide on BPV of SAD rats pre-treated with selective Kir6. 1/Surl antagonist 5-hydroxydecanoic acid (5-HD)
and selective Kir6. 2/Sur2A antagonist (HMR1098). Results Both pinacidil and diazoxide significantly decreased BPV in SAD
rats (P<C0.01) ,and pre-treatment with 5-HD-+HMR1098 did not change the effect of either pinacidil or diazoxide on BPV of
SAD rats. Conclusion Opening Kir6. 1/SUR2B of vascular smooth cells can decrease the BPV levels in SAD rats.
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BEVEBH W7 HMR1098 /1 7% [ Aventis Pharma 2\ )
W%, HEPE SD KR 56 H,8~10 JE % KB & 270~
330 g, FH 116 PH 5 JR- L IS 6 B W A B s mT R L
1.2 SAD K RAAEA H & i Krieger ™ i T 1Y )5
EHIE SAD KRB, F SD K £k B2 54 i 1R
(50 mg/kg) N HL 76 ¥ (5 mg/kg) W Ik 1 569 J6R B, [
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Tab 1

Effects of pinacidil and diazoxide on BP and HP in SAD rats

n=8, rts,

Pinacidil

Diazoxide

Index — -
Before administration

After administration

Before administration After administration

SBP p/mmHg 146.043. 7 95.0+3.6" "
DBP p/mmHg 101.0+£3.1
HP t/s 137.0+4.1 126.0+3.5**

56.0£2.9

147.04+4.7 100.0£2. 9%~
106.0+2.3 57.0£2.5""
146.0+4. 2 131.0E2.8* "

SAD: Sinoaortic denervated; BP: Blood pressure; HP: Heart period; SBP: Systolic blood pressure; DBP: Diastolic blood pressure.

1 mmHg=0. 133 kPa. * * P<C0. 01 vs before administration
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SBPV #1 DBPV ZRJCH S5 (& 2) . 42 75 Bt 0
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Fig 1 Effects of pinacidil and diazoxide on BPV in SAD rats
SAD: Sinoaortic denervated; BPV: Blood pressure variability; SBPV: Systolic blood pressure variability; DBPV ; Diastolic blood pressure varia-

bility. 1 mmHg=0. 133 kPa. ** P<C0. 01 vs before administration; n=8, xr=+s,

% 2 5-HD-+HMR1098 1 &b 32 J5 AL 78 3t /R F1 = SR X% SAD X R BP 1 HP BI %01
Tab 2 Effects of pinacidil and diazoxide on BP and HP in SAD rats pre-treated with 5-HD plus HMR1098

n=8, r=ts,
5-HD+HMR1098 5-HD+HMR1098+ PIN 5-HD+HMR1098+DIA
Index Before After Before After Before After
administration administration administration administration administration administration
SBP p/mmHg 145.0£3.9 148.0%4.1 149.0£3.3 88.042.3" " 143.0+3.3 97.042.8" "
DBP p/mmHg 102.0£3.5 104.0£2.9 100.0£2.9 53.04+1.7"" 101.0£3. 4 63.043.5" "
HP ¢/s 140.0+4. 2 140.0+4.5 145.0+2.0 130.0+3.3" 147.0+5.1 136.0+4, 8"

SAD: Sinoaortic denervated; BP: Blood pressure; HP: Heart period; SBP: Systolic blood pressure; DBP: Diastolic blood pressure; 5-HD:
5-hydroxydecanoic acid; PIN: Pinacidil; DIA: Diazoxide. 1 mmHg=0. 133 kPa. * P<C 0. 05, * * P<C0. 01 vs before administration
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5-HD+HMR1098  5-HD+HMR1098+PIN  5-HD+HMR1098+DIA

5-HD+HMR1098  5-HD+HMR1098+PIN  5-HD+HMR1098+DIA

2 5-HD-+HMR1098 7 &b 32 J5 ALt B 3t /R F1 — F R Xt SAD X R BPV BI200
Fig 2 Effects of pinacidil and diazoxide on BPV in SAD rats pre-treated with S-HD plus HMR1098
SAD: Sinoaortic denervated; BPV: Blood pressure variability; SBPV: Systolic blood pressure variability; DBPV ; Diastolic blood pressure varia-

bility; 5-HD: 5-hydroxydecanoic acid; PIN: Pinacidil; DIA: Diazoxide. 1 mmHg=0. 133 kPa. * * P<C0. 01 vs before administration; n=238,
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Kir6. 1/Surl, B & £ 76 T 0 WUAH LR )5 & 7 1
SRR L F 5T UE S TG 18 2 T 0o WL AN i 5 3 2 26
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Karp FF ) %0 B (BB % JF i Kir6. 1/Sur2B Al
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SUBLTF 0 45 - 1 WLAR M Kir6. 1/Sur2B G AILZ0
Jifl Kir6. 1/Surl HEHE#E FEAK SAD KL BPV, Al
W&, 5-HD Al HMR1098 1F R % £ 1 Kare BH W7
A4 ) 3k B v BH o0 UL 4 S Kir6. 1/Surl Al
Kir6. 2/Sur2 A7r FAH MM KB il , & G HA G
X SAD K BB BPV B m, £ 5-HD Al
HMR1098 i &b 3 B W 0> AL Karp 38 38 J5 00 IR 1R
Bk SAD K BPV B/E I JF ok 48, & 1] H 2T
T I S Y L2 D Kir6. 1/Sur2B Ml Kir6. 2/Sur2B
WtBEAE ML SAD KM BPV, 5-HD Al HMR1098
AL 3 A B R 1 1 P 0 T AL L A
LA Kir6. 1/Sur2B Bt 88 % B L SAD K B
BPV,

AW 4 R R AN F] 53 1 2 R K 38 18 7
REAR BPV [y 2 A2 rp VR FHR AL O JIL 40 5N 42 44
K p 38 IE IR S X BPV I TG B 35 5 W0 5 0045 S 1
JULAH A7 7E P 2 Koapp 38, HOR S 0] 52 0 BPV,
R Karp 38 18 FF ) 0 16 R 38 B B AT — & 9 3R
AR AE . W T A 9286 3 oE A RL G BE A i 4
K yrp 38 38 19 53 F 41 BLAE I B 58 B b 5 IAS R 65 HE
W% ML 008 b, 3% T G R T RO 1A AR 5 DA AR K e T
] e S RN BPV BIVEH] .
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