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Effect of I-demethyl phencynonate hydrochloride on tremor and behavior
of rats and mice

YAN Jia-qing, LI Xin, WANG Li-yun, YAN Hai-tao, HE Xin-hua, ZHONG Bo-hua, ZHENG Jian-
quan

(Department of Biochemical Pharmacology, Institute of Pharmacology and Toxicology, Academy of
Military Medical Sciences, Beijing 100850, China)

Abstract

OBJCETIVE To evauate the therapeutic effect of anticholinergic agents |-demethyl phencynonate hydrochloride (R-
DMZ8021) and trihexyphenidyl on Parkinson's disease (PD) model animals. METHODS (D The cerebral unilateral
stereotactic directionally injection of 6- Hydroxydopamine (6-OHDA) was given to substantianigra-  striatum
neurons of rats. The rotation test evoked by apomorphine (APO) and locomotor activity were observed in the rat
model after single and chronic treatment(21 d) with R-DM8021 0.2-2.0 mg-kg™ and trihexyphenidyl. @ R-DM8021

0.25-40 mg-kg‘1 was ig given to mice and arecoline hydrobromide 35 mg-kg'l was ip given 30 min later before the
duration of tremor was recorded. (3 C57BL 16 mice PD model was established after mice wereip given 1-methy!-4-
phenyl-1,2,3,6-tetrahydropyridine (MPTP) consecutively for 7 d and locomotor activity was observed after

administration of R-DM 8021 5-20 mg-kg‘l. RESULTS (D Compared with the model control group, single
administration of R-DM8021 0.2, 0.5 and 2.0 mg-kg‘1 increased rotation times evoked by APO by (17.3+4.5)%,
(29.7+£9.3)%, (30.2+13.7)% and (31.7+5.5)%, and for trihexyphenidyl 3.0, 5.0 and 10.0 mg-kg‘1 by (18.8+4.8)%,
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(22.1£17.3)% and (36.9+9.9)% by trihexyphenidyl 3.0, 5.0 and 10.0 mg-kg'l. The rotation times kept increasing during
R-DM 8021 treatment for 21 d. (2 Mice exhibited apparent tremor after arecoline hydrobromide administration. The
duration was decreased significantly in R-DM8021 and trihexyphenidyl groups. ED, of inhibition on duration time of
R- DM8021 and trihexyphenidyl was (6.87+1.33)mg-kg ™ and (41.14+9.31)mgkg®, respectively. 3) Compared
with normal control group, locomotor activity in MPTP model group significantly decreased. After treatment with R-

DM8021 5.0, 10.0 and 20.0 and trihexyphenidyl 20.0 mg-kg‘1 for 3 d, the locomotor activity of mice showed obvious
improvement. CONCL USION R-DM8021 shows better therapeutic effect on 3 PD models than trihexyphenidyl.

Key words demethyl phencynonate hydrochloride anticholinergic agents  trihexyphenidy!
Parkinson's disease

DOI: 10.3867/j.issn.1000-3002.2011.04.001

BEHAEHE HBE4 zhengig@bmi.ac.cn



