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Study on Time-effect and Dose-effect of Paeonol on the Apoptosis of Knee Osteoarthritis Articular Chon-
drocyte in Rabbits and the mRNA Expression of Its Related Protein Bcl-2 and Bax

WU Qi, HE Ganxiang, HU Yanfen, TANG Yugiong, SONG Yu, CAI Qing, LI Dan(Teaching and Demonstration
Center of Clinical Skill, Hubei University of Traditional Chinese Medicine, Wuhan 430061, China)

ABSTRACT OBIJECTIVE: To study the time-effect and dose-effect of paconol on the apoptosis of knee osteoarthritis (OA) artic-
ular chondrocyte in rabbits and the mRNA expression of its related protein Bel-2 and Bax. METHODS: 60 big-ear rabbits were ran-
domly divided into normal (normal saline) group, model (normal saline) group, paeonol high-dose, medium-dose and low-dose
groups and triamcinolone acetonide (positive drug) group, with 10 rabbits in each group. Except for normal group, OA model was
induced by right knee anterior cruciate ligament (ACLT) and the medial meniscus 1/3 resection in those groups. After modeling,
different doses of paeonol (0.8, 0.4, 0.2 mg/kg), triamcinolone acetonide 0.2 mg/kg were injected into right articular cavity twice
a week. 4 weeks and 8 weeks after administration, articular cartilage specimens were collected. Ultrapathological structure changes
of articular chondrocytes were observed by electron microscope. Apoptosis of cartilage cell was observed by TUNEL and apoptotic
index was calculated. mRNA expression of apoptosis related genes of Bcl-2 and Bax in articular cartilage tissue of rabbits were de-
tected by in situ hybridization technique. RESULTS: Compared with normal group, articular chondrocyte of model group showed
early and middle stage apoptosis morphology change after 4 and 8 weeks, and apoptosis index increased significantly and the
mRNA expression of Bel-2 and Bax was up-regulated (P<<0.01); 4 and 8 weeks later after administration, compared with model
group, apoptosis index decreased and mRNA expression of Bax was down-regulated in paeonol groups, while mRNA expression of
Bel-2 was up-regulated (P<<0.05 or P<<0.01). Electron microscopy ultrastructural observation showed articular chondrocyte of pae-
onol high-dose and middle-dose groups were in early stage of apoptosis. CONCLUSIONS: Paeonol can slow down articular chondro-
cyte degeneration and destroy in OA model rabbits in time and dose dependently. Its mechanism may be associated with expression
up-regulation of Bel-2 and expression down-regulation of Bax.

KEYWORDS Paeonol; Chondrocytes; Apoptosis related gene; Bax; Knee osteoarthritis; In situ hybridization technique; Rabbit
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Fig 1 Results of chondrocyte ultrastructure observation of
rabbits in each group(TEM %10 000)
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Fig 2 Results of chondrocyte apoptosis observation of rab-

bits in each group (TUNEL, x400)
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®1 FERRBAMAOBATEBNESR (xx5,n=5,%)
Tab 1 Apoptotic index of chondrocyte of rabbits in each
group(X¥+s,n=5,%)

A5 il mg/kg 4 8
R4 1874054 361£0.72
il 18.35+3.48" 25641431
FHEB F 4 08 9.86+2.01% 12472887
PB4 04 10.39+2.54" 13.11£2417
FHEBGH 241 02 14574286 1635304
54 e 02 14724243 1942366

e HIEWHLE, "P<0.01; SRR LA, "P<<0.05,7P<<0.01
Note: vs. normal group, *P<<0.01;vs. model group,’P<<0.05,"P<
0.01

R2 HHEGBRE
(¥+s,n=5)

Tab 2 mRNA expression of Bcl-2 and Bax in articular carti-
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B 0221£0016*  0305£0018*  0252£0.033°  0276+0.021°
FHEB F 4 08 0428+0.025% 051820027  0.193£0018"  0217£0.024°
FHE B4 04 0379£0.020% 04960023  0208£0015  0204£0.017
FHEBIA A 02 0340017 042140021 024£0019°  0215£0012°
izl 02 033600197 0332£0014  0203£0022°  0.248£0.016

W GIER A, P<0.01; SHRA] K, "P<0.05,7P<<0.01

Note: vs. normal group, “P<<0.01;vs. model group, P<<0.05,"P<<
0.01
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Study on Spectrum-effect Relationship of Antipyretic Effect of Radix Bupleuri Injection
SU Chunmeng, TANG Jiaxi, LUO Yang, WANG Chaoxia, LI Tingting (School of Pharmacy, Chengdu Medical
College, Chengdu 610083, China)

ABSTRACT OBJECTIVE: To study the spectrum-effect relationship of the antipyretic effect of Radix Bupleuri injection. METH-
ODS: HPLC method was used to establish the fingerprint of Radix Bupleuri injection. The antipyretic effect of 10 batches of Radix
Bupleuri injection on fever rats induced by dried yeast were determined respectively. The fingerprint peaks were screened, along
with the temperature value of different time points (0, 10, 15, 30, 40, 55, 70 min). The principal components were extracted by
principal component method and the indirect relationship between the fingerprint and antipyretic effect was analyzed, depending on
the principal component correlation coefficient matrix. RESULTS: There were 39 common peaks in fingerprint (similarity>0.85),
No. 8, 12, 14, 19, 26, 31, 34, 35 and 39 common peaks with large peak area were included in the study. Four principal compo-
nents were extracted by principal component analysis (87% of total variant). First principal component showed that the active com-
ponents of the 12th peak may be related to the antipyretic effect of 6 to 13 hours. The second principal component showed that the
active components of the 26th peak may be related to the antipyretic effect of 0.5 to 5 hours. The third principal component showed
that the similar effect of the active components could be caused by 34th, 35th and 39th peaks. The fourth principal component sug-
gested that there were some similarities between the 14th and the 31st peaks. CONCLUSIONS: Radix Bupleuri injection have obvi-
ous improvement for fever rats. There is certain corresponding relation between HPLC fingerprint and antipyretic effect of Radix Bu-
pleuri injection .

KEYWORDS Radix Bupleuri injection; Fingerprint; Antipyretic effect; Spectrum-effect relationship; Rat
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