FRBLBESE 2000 4F 10 A48 27 %45 10 . 833 -

5 BRI BRI R R E AT I A 1255

MAE BEF RERK IO

Study on pharmacokinetics of matrine polyactic acid microsphere

after intravitreal injection
Liv Danyan,Ma Jingzue,An Jianbin , Wang Meng. Depariment of Ophthalmology , Affiliated Second Hospital of
Hebei Medical University , Shijiazhuang 050000, China

Abstract  Objective  The inhibitory effect of matrine polyactic acid microsphere ( MAT-PLA-MS) on proliferative
vitreoretinopathy (PVR } is associated with whether the injected drugs can maintain a high level in vitreous for longer-time
duration. In order to determine the level of drug in vitreous, the pharmacokinetics of MAT-PLA-MS was examined in this study
after intravitreal injection in rabbits. Methods Thirty healthy and mature New Zealand albino rabbits were randomly divided
into 10 groups and 6 eyes of 3 rabbits for each. Rabbits in experimental groups received intravitreal implantation of MAT-PLA-MS
(including matrine 4 mg) ,but drug did not be administrated in 3 animals of blank control group. At the 10th minutes,2nd hour,
Ist,3rd,7th,14th,21st,28th and 35th day following injection,both eyes of animals in each group were removed respectively, and
the vitreous specimens were obtained immediately for preparation and detection of matrine concentration by high performance
liquid chromatography ( HPLC ). The main parameters of pharmacokinetics were calculated through DAS pharmacokinetics
software.  Results After intravitreal implantation of MAT-PLA-MS, the pharmacckinetics parameters of drug were as follows
MRT =221. 64 +9.70 hours, ¢, = 173.77 £ 32. 33 hours. At 10 minutes,2 hours, 1 day,3,7,14,21,28 and 35 days after
intravitreal implantation of MAT-PLA-MS, the mass concentration of matrine in vitreous was (3 086.2 = 164.1), (2 964.9 +
223.4),(2791.6 £224.2) ,(2303.3 £181.5),(1 648.4 £+234.2),(882.1 £155.7),(484.3 +81.2),(242.9 £39.8),
(121.8 +34.6) ng/mL respectively,and the total clearance rate of matrine was 8. 96% ,12.53% ,17.65% ,32.05% ,51.31% ,
73.98% ,85.71% ,92.63% and 96.41% respectively. ~ Conclusion  Microsphere-encapsulated matrine has a long half life

and mean remaining period. MAT-PLA-MS can maintain an effective drug concentration and shows controlled release characteristics.
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Fig.1 Representative chromatogram of blank rabbit vitreous



BREHAR 3T 2009 4F 10 A% 27 HE 10 B

0.026 F
0.024 F
0.022F
0.020 F
0.018 F
0.016 F
= 0.014
< 0.012F

+ 835 -

+81.2), (242.9 = 39.8), (121.8 =+
34.6)pg/ml, EHFEBENTSHWH K
BIREHNAERKZEBTR(ES) ., 8
WOREABE KBS 10 min,2 h,1.3.7,
14 21 .28 35 d, &5 &5 1 8 (A W BR 2 (total
clearance rate, TCR) 73 % & 8.96% .

050 1.00 1.50 2.00 250 3.00 3.50 4.00 4.50 5.00 550 6.00 6.50 7.00

t/min

B2 FEEAANESHERERBEE

Fig.2 Representative chromatogram of rabbit vitreous containing 26. 2 pg/mL matrine
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Fig.3 Representative chromatogram of rabbit vitreous at the 2nd

hour after MAT-PLA-MS( containing 4 mg matrine) is injected
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Fig.4 The standard line of mass concentration of matrine
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Fig.5 The pharmacokinetic profile of MAT-PLA-MS
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