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Preparation of Doxofylline Pulsatile Controlled-release Pellets

GAO Jiel, ZHU Miaoz, WO Lianqunl, WANG Wenxiz*(].Zhejiang Pharmaceutical College, Ningbo 315100, China;
2.Zhejiang University of Technology, Hangzhou 310014, China)

ABSTRACT: OBJECTIVE To develop a preparation of pulsatile controlled-release pellets for doxofylline. METHODS
The pellet cores containing doxofylline were prepared by extrude-spheronization method. Then the pellets were coated by
croscarmellose sodium as swelling layer and the mixture of ethyl cellulose and hydroxypropyl methyl cellulose as controlled
release layer via fluidized bed coating method. The effects of pellet cores, swelling layer and controlled release membrane on the
profile of drug release in vitro were investigated by single factor test. RESULTS The high doxofylline-loading pellet cores
with satisfactory characters were obtained by employing microcelluose, sodium carboxymethyl starch and lactose as ingredients.
When the thickness of the swelling layer increased, the lag time of drug release was prolonged and the release rate was enhanced.
With the HPMC quantity or molecular weight increasing, the lag time was reduced. The lag time could also be prolonged by
plasticizer. CONCLUSION The obtained pellets display good pulsatile drug release behavior, which had a great potential for
application.

KEY WORDS: doxofylline; pulsatile controlled-release pellets; swelling agent; controlled-release membrane
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Tab. 1 The formulation of the pellets %
WEAETT S BRI MCC CMS-Na FLpk

1 70 30 0 0

2 70 25 5 0

3 70 20 10 0

4 70 20 5 5

5 80 10 5 5

6 75 15 5 5
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Tab. 2 The roundness and friability of pellets

755 B 8 (K AT/ AT 1 5 /%
1 1.53 0.37
2 1.61 0.67
3 1.67 0.67
4 1.25 0.25
5 1.64 1.49
6 1.35 0.72
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Fig. 1 Drug release profile of pellets prepared by various
formulations
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Fig. 2 The effect of swelling layer thickness on drug release
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Fig. 3 The effect of swelling layer thickness on drug release
profile of pellets coated with 14% controlled-release
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