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Changes of o,-adrenergic receptors expression after high-level spinal cord injury in Wistar rats

HE Xing-ying, SHI Xue-yin* , XU Zhen-dong, LLTU Gang(Department of Anesthesiology, Changzheng Hospital, Second Mili-
tary Medical University, Shanghai 200003, China)

[ABSTRACT | Objective: To observe the changes ol a;-adrenergic receptors expression in a high-level spinal cord injury (SC
rat model, providing information for studying the mechanisms of severe hypertension of autonomic dysreflexia. Methods: Adult
male Wistar rats were divided into 2 groups: sham-lesion group(n==6) and SCI group(n=236). Severe spinal crush mjury was
induced at T, using modified Allens device in SCI group, while sham-lesion group received laminectomy at T, only., The expres-
sion of a,-adrenergic receptors mRNA in different segments of spinal cord:injured segment(I), above(A) and below(B) the in-
jured site, were measured by reverse-transcription polymerase chain reaction (RT-PCR) 1d, 3d, 7d, 2 weeks, 3 weeks and
1 weeks after SCI. Results: Compared with sham-lesion group, the express of a;-adrencrgic receptors mRNA in group A de-
creased 3 d after SCI and dropped to the least 1 week later,and restored to the normal level 2 weeks later. The impairment of a -
adrenergic receptors mRNA expression in group | occured immediately atter SCI and hit the lowest value 3 d later.and did not
recover to the nomal 4 weeks later. Decrease of «; adrenergic receptors mRNA expression in group B were detected 1 d alter
SCI, but began to increase on 3 d and exceeded that ot group C 1 weeks later. Conclusion: In chronic SCI rat models o, adrener

gic receptors expression increases below the level of SCT, which might be a contributing factor to the severe hypertension of au-
tonomic dysretlexia.,
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Fig 1 Expression of a,-adrenergic receptors
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Tab 1 Expression intensity of a,-adrenergic receptors mRNA after SCI
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Time after SCI

(sroup - = .

| d 3 d | week 2 weeks 3 weeks 4 weeks
SO | . 4540, 10 - -
SC
Segment above SCI 1. 380, 09 1. 181+0.09" 1.08 =0, 07" 14910, 15 . 4810, 16 L, 4F==0, 10
SCI segment 1. 28+0.06" 1.3010, 07" 0. 98+0.09* " 310, 147 l. 3Gt@, 11° . 291+0, 09"
Segment below SCI 1. 158, 97 * .47 0, 08 1.40+0, 14 L34 =0 10 1. 4210, 10 . 680, 137

*P<0.05 , ** P<0.0l ws () group
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Study of stereoselective pharmacokinetics of anisodamine enantiomers in rabbits by capillary electrophoresis

Fan GR, Hong ZY, Lin M, Yin XP, Wu YT (Shanghai Key Laboratory for Pharmaceutical Metabolites Research, School of
Pharmacy, Second Military Medical University, Shanghai 200433 ,China)

"ABSTRACT] The purpose of this study was to determine the pharmacokinetics of anisodamine enantiomers in plasma after o-
ral and intravenous administration of racemic anisodamine in rabbits. A capillary electrophoresis method for the simultaneous
separation of two pairs of enantiomers in plasma has been firstly developed and validated. Using a 75 mM phosphate butfer con-
taining 25 mM carboxymethylated-gamma-cyclodextrin at pH 2. 5, good resolution was achieved on a 45-cm uncoated fused-sili-
ca capillary at the voltage of 20 kV and 25 degrees C. The pharmacokinetics of individual anisodamine enantiomers were charac-
terized using the CE assay, the sole method of enantiomeric separation for anisodamine. Pharmacokinetic analysis of results in-
dicated that anisodamine enantiomers showed non-stereoselective disposition or stereoselective disposition in different rabbits.
For the rabbits with non-stereoselective disposition, similar pharmacokinetic characteristics were observed between (63, 2'S)-
and (6R, 2'R)-, or (6S, 2'R)- and (6R, 2'S)-anisodamine. For the rabbits with stereoselective disposition, (6S, 2'S)- and
(6R, 2'S)-anisodamine were below the established [.OD, while the two remaining enantiomers also had similar pharmacokinetic
profiles., Further investigations remain necessary to find out the underlying mechanism about the stereoselective disposition of
(6S, 2'S)- and (6R, 2'S)-anisodamine.
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