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Combination of renal angiotensinogen-I receptor blockade
and angiotensin-converting enzyme inhibition in
spontaneous hypertension: effects on angiotensin
generation. The interaction between the angiotensin-
converting enzyme (ACE) inhibitor lisinopril and the Ang-
I receptor blocker, losartan, on blood pressure and arterial
pressure responses to acute and subpressor angiotensin
infusion were studied in spontaneously hypertensive rats
(SHR) and normotensive Wistar-Kyoto (WKY) rats. Rats
were chronically treated for 6 days with vehicle or losartan
(10 mg x kg(-1) x day(-1)) or lisinopril (10 mg x kg(-1) x
day(-1)) and then given an acute 1.v. injection of vehicle or
the ACE inhibitor lisinopril (10 mg x kg(-1)) plus either
vehicle or the Ang-I receptor blocker losartan (10 mg x
kg(-1)). After 7 days of continuous treatment, blood
pressure was significantly elevated in SHR compared with
WKY rats. With losartan treatment, the blood pressure
(BP) was moderately decreased whereas lisinopril caused a
more marked and sustained reduction in blood pressure
compared with vehicle treatment. The combination of
losartan plus lisinopril decreased BP to a greater extent
than each monotherapy (i.e., inhibition of the AT]I
receptor by losartan or inhibition of the angiotensin II-
generating enzymes by lisinopril), and this combination
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produced a greater reduction in BP 754eb5d184
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