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Toxicity and pharmacodynamics of irbesartan hydrobromate

LIU Ling-jia', LI Zong-wei', WANG Qiang', SHI Xiao-yi', TAN Xiao-yue', GONG Jun-bo®, JIN Da-ging’,
ZHANG Jing-ling'

1. School of Medicine, Nankai University, Tianjin 300071, China

2. Tianjin Key Laboratory of Modern Drug Delivery and High Efficiency, Tianjin 300072, China

Abstract: Objective To compare toxicity and pharmacodynamics between irbesartan and irbesartan hydrobromate. Methods Blood
pressures in spontaneously hypertensive rats (SHR) after administered with irbesartan and irbesartan hydrobromate were compared
using noninvasive blood pressure. SHR were ip and ig administered with drugs, and effects on heart rate, respiratory rate, and
autonomic activities were observed. Results Blood pressure in SHR was higher than that of non spontaneous hypertensive rats.
Both irbesartan hydrobromate and irbesartan could lower blood pressure, and there were no differences between two groups, but
duration of irbesartan hydrobromate was longer. There was no difference between two groups on heart rate, respiratory rate, and
autonomic activities. LDsq value of irbesartan hydrobromate was higher than that of irbesartan. Conclusion Irbesartan hydrobromate
has anti-hypertensive effect as well as irbesartan, but with longer duration and higher security.
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Table 1 Comparison of LDs, values of irbesartan and

irbesartan hydrobromate

LDs/( mg'kg ™)

Y

ip ig
Je yhia 325431 545+55
JE DLVME AR R & 435+56" 749+82"

55 Iy Z L "P<<0.05

"P <0.05 vs irbesartan group
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Fig. 1 Effects of irbesartan and irbesartan hydrobromate

on blood pressure in rats
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Table 2 Effects of irbesartan hydrobromate and irbesartan on heart rate and respiratory frequency in rats

i V) D /(YX-min ) I /(Y -min ')

(mgkg ™) 2T ZjJ5 60 min  Z§J5 180 min  ZyHi #jJ5 60min 245 180 min
Pagic — 364164 36128 348+50  103%20 111£9 114+14
J[EAVIRY SN 60 385+50 415+40 394+50 10017 117412 117+17
JE DUV IR IR 60 385460 411£50 390438 99+15 102+13 103+13
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Table 3 Effects of irbesartan hydrobromate and irbesartan on spontaneous activity in mice

M & 8 &/ (em:5 min ")

4 5 il /(mgkg ™)
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Ju DV IRIR 5 10 1110.3+178.5 733.1£243.7 675.5+148.8
30 1023.6+145.6 707.2+195.2 665.7+126.6
100 1019.94+230.4 687.8+194.0 688.7+183.7
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