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Table 100 Hemodynamic data in this study

Mean blood pressure (mmHg)

Heart rate (bpm)

Pre-ACh Post-ACh Pre-ACh Post-ACh
Vehiclél saline[] 68.8 + 1.5 695+ 1.1 168 £ 2 169 + 3
ACH 1ug/kg/minQ] 70.1+18 66.5+ 2.4 167 + 3 155+ 2
ACH 4ug/kg/min0 69.9+ 2.1 52.4 + 2.2* 168 + 3 133 + 2%
ACH 4ug/kg/min+ L-NMMA 725+ 21 62.1+19 171+ 3 153+ 4

Data are the mean = SEM, *p < 0.05 vs pre-ACh

A | B

Figure 100 ACh-induced change in NO concentration and the effect of NOS inhibition.

A: Typical tracings of the plasma NO concentration in the abdominal aorta. Saline (vehicle) was injected at the arrow for 5 min (a).
ACh at 1 (b) or 4 (c) wg/kg/min was injected at the arrow for 5 min. ACh at 4 wg/kg/min was injected at the arrow for 5 min after
inhibition of NO synthesis by infusion of L-NMMA for 10 min (d). The injection of saline caused only a treatment fluctuation but
no increase in NO concentration. In contrast, ACh increased NO concentration markedly in a dose-dependent manner. L-NMMA

attenuated the increase of NO concentration by ACh.

B: Plasma NO concentration measured by the peak response was increased by ACh in a dose-dependent manner (1 and 4 ug/kg/min).
L-NMMA suppressed the increase of NO concentration by ACh significantly.
Data are the mean + SEM (n = 6), *p < 0.05 vs vehicle (control), #p < 0.05 vs ACh (4 ng/kg/min)
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Table 200 Final measures by group

MAP (mmHg) HR (bpm) BW (kg)
Vehicle (control) 69.5+ 1.1 169 + 2 2.34 + 0.06
Ang 11 60 705 +12 171+ 1 2.42 +0.03
Ang 11 200 83.0 £ 2.7* 180 + 2* 2.41 +0.04
Ang 11 200 + hydralazine 717 £ 3.9# 169 + 3# 2.33 = 0.06
Ang 11 200 + valsartan 70.5 = 3.2# 171 + 2# 2.31 £ 0.08
Ang 11 200 + tempol 75.0+ 2.9 176 £ 3 2.40 = 0.06

Data are the mean+SEM, *P<0.05 vs vehicle (control), #P<0.05 vs Ang Il 200
MAP: mean aortic pressure, HR: heart rate, BW: body weight

Figure 20 Effect of chronic treatment with Ang Il on ACh-induced plasma NO concentration.
A: Typical tracings of the plasma NO concentration induced by ACh in the aorta treated with vehicle (control; a), Ang Il 60 (b), Ang

11 200 (c), Ang Il 200 + valsartan (d), and Ang Il 200 + tempol (e) (n = 6 for each group).

A | B

B: ACh-induced increases in the NO concentration measured by the peak response in aorta treated with vehicle (control), Ang Il 60,
Ang 11 200, Ang 11 200 + hydralazine, Ang 11 200 + valsartan, and Ang Il +tempol. The decrease of plasma NO concentration in Ang

11 200 rabbits was significantly reversed by co-treatment of either valsartan or tempol but not hydralazine.

Data are expressed as an absolute value. Bars represent mean + SEM, *p < 0.05 vs control, #p <0.05 vs Ang Il 200
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Figure 30 Chronic treatment with Ang Il increases
plasma peroxynitrite in Ang ll-infusion rabbit model.
The levels of plasma peroxynitrite treated with ve-
hicle (control), Ang Il 60, Ang Il 200, Ang 11 200 +
hydralazine, Ang Il 200 + valsartan, and Ang Il +
tempol were detected as described in the methods
section.

Data are expressed as the mean = SEM (n =6), *p <
0.05 compared with the control group, #p < 0.05 com-
pared with Ang Il 200-treated group
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We investigated the chronic effects of Ang Il bioavailability of NO on Ang I1-infused rabbits using a catheter-type
NO sensor. Male New Zealand rabbits were infused with vehicle (sham), Ang Il at arate of 200 ng/kg/min, either
alone, in combination with hydralazine, Ang Il type | receptor antagonist (valsartan), or an anti-oxidant (tempol) for
14 days. Plasma NO concentration was measured using the catheter-type NO sensor located in the aorta. We then
infused saline (vehicle) and acetylcholine (ACh) into the aortic arch with or without pre-treatment with NG-methyl-L-
arginine (L-NMMA). Anincrease in plasmaNO levelsin response to ACh was significantly attenuated in the Ang 11
group than in the control group. Plasma peroxynitrite concentrationsin Ang Il group were significantly higher than in
the control group. The negative effects of Ang 11, i.e., the decrease in ACh-induced NO production and the increasein
oxidative stress were significantly suppressed by the co-treatment with either valsartan or tempol. Our study suggests
that chronic treatment with Ang Il improves the decreased NO bioavailability in the aorta.
(3 Jpn Coll Angiol, 2007, 47: 397-402)
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