FF20 1 A FE Beagle R AR PN B4 I 2 e B 0 52 e FL2h sl ko

BUE" EAF T RUFEARAFAEER, 87 21009828 A AFEFRIEHBER HAA,
B 210008)

FESES R285.5;R972 XEFER A XEHRE  1001-0408(2015)19-2632-04
DOI  10.6039/j.issn.1001-0408.2015.19.12

H OE Bw. A ARl ek ENE S E, AT I Beagle RAK NS F B, 7k £ S0 EE
(HPLC)#% . #i£4: % Phenomenex Luna Cs, 73048 4 7K (5 mmol/L B B 4:+0.05% H.PO,)- A%, ik 4 1.0 ml/min, #) 5% ¥ A
270 nm, A8 % 40 °C,#A4F2 4 20 pl. 9 2 Beagle R A A A48 L& F .5 A 2 (2.4.8 mgkg) 4, 55 FTivae hai 42
J&2.5.10,15.20.,30,45.60.75.90, 120 min , A AT BBk I ] 2 f 25 38 B, R A DAS 2.0 kA3 3L 25 3 A, 2R A4,
A R R M TE ) A 0.097 5~12.50 pg/ml(#=0.999 8) , # & B A5 € X349 RSD ¥/ T 10% , 77 sk = dc & 4 100.4% ~
107.2% , LB FE A4 90.2% ~92.3% o FHAER A& P Z A 4 1025 (1.01 £0.27) ((1.03 £ 0.46) . (1.51 + 0.65) min, 5%
A A (16.25 £4.78) ,(22.42 £ 9.32) . (24.45 + 12.02) min, AUC- 120 mn 2 #) 4 (150.88 +45.25) . (305.44 + 92.55) | (643.67 + 178.27)
pg-min/ml, CL %% % (12.01 £4.36) . (12.78 £5.06) ,(12.17 +5.41) ml/(min-kg) . 25 AT kA58 A Ao I A4
WAE S %K, S4B . Beagle XA 9 AUCo 10 min 5 7] ZILRAFOI LMK & ¢

xR AR S0 EIE R, 25305 Beagle X ; 25k

Study on the Plasma Concentration Determination and Pharmacokinetics of Tanshinone II , in Beagle Dogs
MIAO Ming-xing', HUANG Li-li’, WANG Xin’(1.School of Pharmacy, China Pharmaceutical University, Nan-
jing 210098, China; 2.Dept. of Pharmacy, the Affiliated Drum Tower Hospital of Nanjing University Medical
School, Nanjing 210008, China)

ABSTRACT OBJECTIVE: To establish a method for determining plasma concentrations of tanshinone II 4 and use it for pharma-
cokinetics study of tanshinone II . in Beagle dogs. METHODS: HPLC was performed on the column of Phenomenex Luna Cis,
with the mobile phase of water (5 mmol/L of ammonium acetate+0.05% H,PO,)-acetonitrile at flow rate of 1.0 ml/min; the detec-
tion wavelength was 270 nm, column temperature was 40 °C and the volume was 20 pl. 9 Beagle dogs were randomly divided into
tanshinone 1II » low, medium and high dose groups (2, 4 and 8 mg/kg), blood was respectively taken from forelimb venous blood
to determine the plasma concentration before and after 2, 5, 10, 15, 20, 30, 45, 60, 75, 90 and 120 min of iv administration.
DAS 2.0 software was used to calculate the pharmacokinetic parameters. RESULTS: The linear range of tanshinone II , was 0.097 5-
12.50 pg/ml (»=0.999 8); the RSDs of precision and stability tests were all less than 10% ; the method recovery was 100.4% -
107.2% , and extraction recovery was 90.2%-92.3%. The t,.. in tanshinone II x low, medium and high dose groups were respective-
ly (1.01 £0.27), (1.03+0.46) and (1.51 £ 0.65) min; t; were respectively (16.25 +4.78), (22.42+9.32) and (24.45 + 12.02)
min; AUCo-iz20 mn Were respectively (150.88 +45.25), (305.44 +92.55) and (643.67 £ 178.27) ug-min/ml; and CL were respective-
ly (12.01 £4.36), (12.78 +£5.06) and (12.17 +5.41) ml/(min-kg). CONCLUSIONS: The precision, stability and recovery of the
method are all in line with the determination requirements of biological samples, and tanshinone II , showed a good linear relation-
ship with dose in Beagle dogs in AUCo-120 min-
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Tab 1 Results of precision and method recovery tests(X £ s,
n=>5)
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156 40 35 9256+1.09 39 9234603 36
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Tab 2 Pharmacokinetic parameters of tanshinone II . with
3 kinds of doses in Beagle dogs(x +s,n=06)

HEFSE 2 mg/kg 4 mg/kg 8 mg/kg
f1/24 , min 1.01£0.27 1.03£0.46 1.51£0.65
fi12p , min 16.25+4.78 22421932 24.45+12.02
V.,ml/kg 613712741 54.61+£22.92 46.43 £22.67
kip,min~' 0.199+0.086  0.180+0.062 0.147£0.053
ki, min”"' 0.068 £0.023 0.038£0.013 0.011+0.004
ko ymin™! 0.051+0.021 0.021£0.004 0.016 £ 0.004
AUCq- 120, pgemin/ml  150.88 £45.25  305.44 £92.55 643.67+178.27
AUC-», p g+min/ml 166.47+47.37 313.00+101.41  657.54+188.38
CL,ml/(min-kg) 12.01+4.36 12.78 +5.06 12.17£541
MRT,min 15.77+5.04 14.67+3.59 13.79£4.05
Ve ,ml/kg 229.78 +57.28  187.51 £ 64.74 167.81£53.79
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Study on the Healing-promoting Effect of Total Tanshinone on Sore and Ulcer of Model Rats

WANG Hai-ling', HUANG Hong-yong', WANG Chuan-sheng', SHI Tian-yuan®(1.The Second Affiliated Hospital
of Xinxiang Medical University, Henan Xinxiang 453002, China;2.Henan Provincial Key Laboratory of Biologi-
cal Psychiatry Resources, Henan Xinxiang 453002, China)

ABSTRACT OBIJECTIVE: To investigate the healing-promoting effect of total tanshinone on sore and ulcer of model rats. METH-
ODS: Staphylococcus aureus levitation liquid was made to reproduce model rats with sore and ulcer, sc. 50 rats were randomly di-
vided into normal group (equal volume of CMC-Na solution), model group (equal volume of CMC-Na solution), ampicillin group
(positive drug 20 mg/kg) and total tanshinone high and low dose groups (200 and 100 mg/kg), ig, once a day for continuous 12
d. The general conditions were observed. The content of lysozyme (LZM) and immunoglobulins G (IgG) in serum were tested af-
ter 12 d; the content of LZM and IgG in purulent secretion of model rats were respectively tested after dosing of 4 d, 8 d and 12
d. The integral of wound deterioration were evaluated. RESULTS: Compared with normal control group, the index was worse in
model group. Compared with model group, the appetite and activity amount of total tanshinone in high dose group (200 and 100
mg/kg) were increased, with no secretion on the wound and a clean escharosis; content of LZM and IgG in serum of rats in in to-
tal tanshinone high and low dose group were increased after 12 d; also, the content of LZM and IgG in purulent secretion of rats in
total tanshinone high and low dose groups were increased after dosing of 4 d, 8 d, and 12 d; the integral of wound deterioration in
total tanshinone high dose group were decreased after dosing of 8 d and 12 d, with significant difference (P<<0.01 or P<<0.05).
CONCLUSIONS: Total tanshinone can promote the wound healing on sore and ulcer of model rats by a mechanism that is related
to the content of LZM and IgG in serum and purulent secretion.

KEYWORDS Total tanshinone; Lysozyme; Sore and ulcer; Rat
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