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[Abstract] Objective:To study the preparative method and the characteristics of drug release in both vit-
ro/vivo of the isoniazid polylactic—acid microspheres.Method :Isoniazid polylactic—acid microspheres were pre-
pared by the double emulsification solvent evaporation procedure.The appearance of the microspheres was ob-
served by scanning electron microscope (SEM) and their average diameter was measured.Their envelopment
rate and drug-—carried rate were determined by high efficiency liquid chromatography (HELC).Their release
characteristics were studied in vitro by dissolution method.The release quantity at the 3d,6d,9d,12d,15d,
18d,25d,32d,39d,42d,49d,56d ,was determined,and calculated the mean day release rate,the total release
rate.The microspheres and INH were implanted respectively in the femoral trochanter in the 24 rabbits,and
their release characteristics in vivo were studied by HELC on the 3d,7d,14d,28d,42d,56d.The eluent of mi-
crospheres and the Mycobacterium tuberculosis were co-cultured to determine the effect of anti-tuberculosis
by observing the growth of Mycobacterium tuberculosis with SEM.Result:Isoniazid polylactic—acid microspheres
presented complete globe,good dispersibility and no obviously aggregation.Their average diameter was 59.4+
2.9pum,envelopment rate  (67.51+0.57)% and drug—carried rate (32.82+0.65)%.In vitro,the released INH
added up to 3.784+0.359mg (daily mean 0.270+0.024mg) in the first 14 days that accounted for 30 percent
of the total amount.In the following 42 days,the released INH added up to 5.328+0.203mg(daily mean 0.126+
0.013mg) that held 50 percent of the total amount.On the 56th day,the released INH was 0.032+0.009mg.In
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vivo,isoniazid polylactic—acid microspheres slowly released INH more than 56 days,the concentration of INH

in the femoral trochanter was over 20wg/g.The eluent of microspheres on the 42nd,49th and 56th day could

obviously inhibit Mycobacterium tuberculosis.Conclusion:Isoniazid polylactic —acid microsphere has the

characteristic of slowly INH releasing,it can be implanted in the tuberculose focus after clearance of focal

lesion so as to maintain the effect of anti—tuberculosis and reduce the toxic side effect of INH to the whole

body.
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