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Abstract—Effect of BR-900317 on the angiotensin I-induced pressor response in pithed rats and the effects
of its single oral administration on plasma angiotensin converting enzyme (ACE) activities in normotensive
rats and on the cardiovascular system in hypertensive model rats (SHR, RHR), were compared with those
of captopril. BR-900317 attenuated the angiotensin I-induced pressor effects in pithed rats. In a single oral
dose administration study, BR-900317 inhibited the plasma ACE activities in a dose-dependent fashion. Duration
of the action of BR-900317 was similar to that of captopril. BR-900317 produced antihypertensive effect in
spontaneously hypertensive rats and dose-dependent antihypertensive effect in 2-kidney Goldblatt hypertensive
rats without affecting heart rate. These results suggest that the main mechanism of the antihypertensive
effect of BR-900317 is the suppression of angiotensin II production due to the inhibition of the ACE.

Keywords [ ] angiotensin [-induced pressor response, pithed rat, renin-angiotensin system, oral administration,

SHR, 2-kidney Goldblatt hypertensive rat (RHR), ACE (Angiotensin Converting Enzyme).
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Fig. 1. Pressor responses to angiotensin I and II by their
increasing doses in pithed rats. Values are meant SE, n=4,
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Fig. 2. Effect of BR-900317 and captopril on the angiotensin
Linduced pressor response in pithed rats. Values are
mean+ SE. n=4, —e&—: captopril, —O—: BR-900317.
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Fig. 3. Plasma angiotensin converting enzyme activities
in normotensive rats after a single oral administration of
BR-900317 and captopril. Values are mean® SE, n=4, —@—:
captopril, —m—: BR-900317.
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Fig. 4. Effects of BR-900317, captopril and hydralazine by
single oral administration on systolic blood pressure and
heart rate in spontaneously hypertensive rats. Values are
meant SE, n=5~6, —O—: control, —@—: captopril (100
mg/kg), —a—: BR-900317 (100 mg/kg), —O~: hydralazine
(30 mg/kg).
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Fig. 5. Effects of BR-900317, captopril and hydralazine by
single oral administration on systolic blood pressure in 2-ki-
dney renal hypertensive rats. Values are meant SE, n=5~-6,
— (O~ control, —@—: captopril, — 2 —; BR-900317, —O—: hyd-
ralazine.
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Fig. 6. Effects of BR-900317, captorpil and hydralazine by
single oral administration on heart rate in 2-kidney renal
hypertensive rats. Values are meant SE, n=5~6, —O—: con-
trol, —@—: captopril, —»—; BR-900317, —O—: hydralazine.
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Table 1. Comparisons of various parameters in normotensive
and hypertensive rats

Parameters NR SHR RHR N

sBP (mmHg) 1200+20 180.0%+9.5 190.0+ 9.0 5
HR (beats/min) 4562+ 95 390.0+108 379.2£220 5

BW. (g 3940+ 6.8 3888%+4.1 2805+ 10.6™ 13
RK (@ 1052 0.04 112£0.03 1.21£ 0.04** 13
LK (g) 106+ 0.03 114+004  0.80x0.03** 13
RV. (@ 0.13£000 013+x001  0.09+0.01* 13
LV. (® 0.66%0.11 094+ 0.03** 0.76x003* 13

RK/BW. (g/g) 2661007 2.87=0.07
LK/BW. (g/g) 2.68+007 293+£0.08 283£015 13
RV/BW. (g/g) 0321001 03312003 0322003 13
LV/BW. (¢/g) 168004 2424006 265+ 0.09** 13

424+ 0.19* 13

The value represents the meant SE.

* %%, Significantly different from the value of NR group (*: p<0.
05, **: p<0.01) abbreviations: NR; normotensive rat, SHR; spon-
taneously hypertensive rat, RHR; two kidney-one clip Goldblatt
hypertensive rat, sBP; systolic blood pressure, HR; heart rate,
BW.; body weight, RK,; right kidney, LK,; left kidney, R.V;
right ventricle, L.V.; left ventricle, N; number of animals.
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