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Pharmacokinetic Interaction of Propranolol and Angiotensin
Inhibitor in Rabbits
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(Received November 20, 1989)

Effect of an angiotensin inhibitor (AAS; loading dose of 25, 50, 100 g/kg and maintenance dose of
12.5, 25, 50 yg/kg/hr) on the pharmacokinetics of propranolol (4 mg/kg i.v.) was studied in rabbits.
Plasma concentrations and relative bioavailability of propranolal increased upto 127-175% by AAS
coinjection. The urinary excretion of propranolol decreased by AAS. Dosage regimen of propranolol
should be adjusted when it is administered with AAS.

Keywords— propranolol, angiotensin inhibitor, pharmacokinetics, plasma concentration, urinary
excretion, bioavailability.
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Figure 1—Effect of angiotensin inhibitor on the plasma
concentration of propranolol in rabbit.
- @- propranolol (4 mg/kg i.v)
- O- with angiotensin inhibitor (12.5 ug/kg/hr i.v.)
- - with angiotensin inhibitor (25 2g/kg/hr i.v.)
-a- with angiotensin inhibitor (50 »g/kg/hr i.v.)
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Table I— Effect of Angiotensin Inhibitor on the Renal Clearance of Propranolol in Rabbit.

Angiotensin inhibitor (ug/kg/hr)

Time (hr) Control
12.5 25 50
0~1 8.90+1.25 5.00+0.98* 3.42+0.62* 2.48 +£0.42*
1~2 25.00+3.28 16.67 +2.45* 10.54 +1.48* 5.36 £0.92%*
2~4 13.16 +2.25 9.38+1.29 6.79 +0.94* 2.86 £0.56%*
4~6 15.15+£2.50 8.89 +1.88* 6.44 +1.22%* 2.31£0.32%*
Mean +S.E. 15.55+1.89 9.99 +1.24* 6.80+0.98* 3.25 +£0.42*%*

Mean £ 8.E. of 6 experiments. CL,=Cu-/Cp (M//min)

Significantly different from the control (*p<0.05, ** p<0.02)
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Table I1— Effect of Angiotensin Inhibitor on the Pharmacokinetic Parameters of Propranolol in Rabbit.

Angiotensin inhibitor (ug/kg/hr)

Parameters Control
25 50

a (hr ) 2.773 £0.329 2.565 +£0.251 2.506 +£0.327 2.315+0.428*

8 (hr)) 0306 +0.068 0.299£0.042 0.286 +0.032 0.261 +0.029*

Kz (hr 1.236 £0.212 1.083 £0.249 1.069 +0.198 0.946 +0.128
Ky (hr1) 0.937 £0.121 0.729+0.092 0.699 £0.072 0.571 £0.062*

Ko (hr Y 0.905 £0.137 1.052 +0.209 1.022+£0.248 1.059 +£0.211

vd 0] 3.20 +0.24 1.95 £0.28 1.78 £0.32% 1.31 +0.19*

1y, {min) 15.0 +2.11 16.2 +2.84 16.6 +1.78 18.0 £2.19

ty, (min) 136 £17.2 139+14.4 146 £19.2 159 +22.1*

Auc(ug/m/-hr) 2.77+0.32 3.53+0.48 3.96 £0.33* 4.85+£0.56*

R.B. (%) 100 127+19.2 143 +18.0* 17.5+21.8*

Mean £ S.E. of 6 experiments. R.B.; relative bioavailability . *Significantly different from the control (p<0.05).
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Figure 2 Effect of angiotensin inhibitor on the cumula-
tive amount of urinary excretion of propranolol in the
rabbits. (Mean of 6 experiments)

-@ - propranolol (4 mg/kg i.v.)

-O- with angiotensin inhibitor (12.5 ;g/kg/hr i.v.)

-4 - with angiotensin inhibitor (25 ug/kg/hr i.v.)

-4 - with angiotensin inhibitor (50 4, g/kg/hr i.v.)
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