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Tab 1. Effect of “8204” on coronary flow in isolated heart of rabbit

Concentration Coronary blood flow (ml/min) (X+SD)
of Post-drug, min
Pre-drug
“8204” 1 3 5 10 20 30
2x1077g 16,7+7.8 22.9+10* 21.7+9.8* 17.3+4.0
2.8x107% 11.2+3.0 22,0+10.7* | 28.5+6.0" 27.5+13* | 23.0+10.5% 18.34+6.5% | 14.4+5.5**

* P<0.001; ** P<0.05
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Tab 2. Effect of “8204” on the tolerance of mice to normobaric hypoxia

Dose Survial time(min) :
DRUG (mg/kg) (X+SD) Percentage of prolongation
Normal saline 20 ml 13.5+3.7
Persantin 100 24.3+4.7 80*
“8204” 20 22.4+4.3 66**
“8204” 30 25.6+5.0 89.6"

** p<0.05; * P<0.01

Tab 3. Effect of “8204” on the tolerance of mice to hypobaric hypoxia

!

Dose Survival time(min) :
Drug (mg/kg) (X +5D) Percentage of prolongation
Normal saline 20ml 3.25+1.53
Inject Salivia miltiorrkiza 37',5 11.48+6.48 253*
“8204” 30 6.82+3.26 109.8**

** P<0.055 * P<0.001
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Fig 1. Dose-effect curve of “8204” in antago-
nizing histamine induced contraction eof tra-
cheal smooth muscle of guinea-pig
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Fig 2. Dose-effect curve of “8204” in antago-
nizing Ach induced contraction of tracheal
smooth muscle of guinea-pig x~——x Ach;
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PHARMACGLOGICAL ACTIONS OF “8284” ON CARDIOVAS-
CULAR SYSTEM AND BRONCHIAL SMOOTH MUSCLE

ZHU Zhi-Hua, YANG Ping, TANG Zu-Nian, ZENG Yan-Gen®, DONG Juan®,
ZHENG Li-Ping" and WANG Zeng-Tian"*

(Guilin Medical School, Guilin. *Henan Institute of Pharmaceutical Indusirial Research, Kaifeng)

ABSTRACT “8204” (1-(2,3,4-trimethoxybenzyl)-4-(a-trimethysilyloxy-2-(4-
amino-3’,5-dichlorophenyl) ethyl) piperazine dihydrochloride) was synthesized by
Henan Institute of Pharmaceutical Industrial Research. “8204” had been shown to
increase coronary flow in isolated rabbit heart. In anesthetized open-chest dogs,
intravenous injection of “8204” (4 mg/kg) enhanced coronary venous flow, lowered
myocardial O, consumption and slowed heart rate.

“8204” was shown to increase the tolerance of mice to hypoxia and prevent rats
from pituitrin induced change of ECG. “8204” exhibited relaxing effect on guinea-
pig tracheal smooth muscle made to contract by acetylcholine and histamine. It
increased the perfusion rate of isolated lung preparation of guinea-pig from 5.74:
2.0 to 16.3+5.8 ml/min (p<<0.001).

Intraperitioneal injection of “8204” 2 mg/kg showed prominent protective effect
against bronchial asthma induced by inhalation of histamine in conscious guinea-
pig.

In rats given “8204” 20 mg/kg or 40 mg/kg per day orally for three months,
no obvious pathological change in various tissue was found.

It appears that “8204” probably have helpful effects in the treatment of coron-
ary heart disease, and may be an effective antiasthmatic agent.

Key words 1-(2,3,4-Trimethoxybenzyl)-4-[ a-trimethysilyloxy-2-(4-amino-3’,5’~
dichorophenyl) ethyl] piperazine dihydrochloride (8204); Coronary blood flow;
Myocardial O, consumption; Antiasthmatic





