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Fig 1 The particle size distribution of

flurbiprofen microspheres.
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Fig 2 The in wvitro dissolution profile of
flurbiprofen gelatin microspheres (FP-GMS) in
pH 7.4 phosphate buffer (37C). —a— FP-
GMS; —2— Flurbiprofen powder.
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Tab 1 Test of

microspheres at the temperature of 37C (n =3)

stability of flurbiprofen

Storage time/month Lot No. Flurbiprofen remained/ %
0 980407 100.00
980408 100.00
980409 100.00
1 980407 98.01
980408 98.59
980409 97.82
3 980407 96.42
980408 96.59
980409 96. 44
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Fig 3  Flurbiprofen concentration in blood of
rabbits given flurbiprofen GMS suspension

(—o—) and flurbiprofen solution (—e—)
(n=6) (2.5 mg*kg™ ') through intra-articular

cavity.
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Tab 2 Pharmacokinetic parameters of flurbipro-
fen C FP ) for
flurbiprofen gelatine microspheres ( FP-GMS )

flurbiprofen solution and

suspension ( mean of 6 rabbits) given by intra-

articular cavity administration

Paramcter FP-Solution FP-GMS
Ka/h™! 21.88 9.77
AUC / pg*ml."!*h 25.85 21.66
MRT / h 1.17 11.70
T/ h 0.148 0.300
Cr/ pg*mlL " 21.66 3.89
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FLURBIPROFEN-GELATIN MICROSPHERES
FOR INTRA-ARTICULAR ADMINISTRATION

Zhong Yangiang (Zhong YQ)s Ren Changshun (Ren CS); Wang Chunyan (Wang CY),
Gao Shen (Gao S)s Li Guodong (Li GD) and Ju Hongwei (Ju HW)

( Department of Pharmaceuticss School of Pharmacys Second Military Medical University, Shanghai 200433)

ABSTRACT  AIM: To prepare flurbiprofen gelatin microspheres for intra-articular administration.
METHODS: An optimum procedure was established by uniform test for preparing flurbiprofen gelatin
microspheres (FP-GMS) with emulsion-congealing method. RESULTS: The particle size focused on 2.5~12.3
um» the mean size was 7.53 pm» drug content was 5.02% (w/w). The dissolution profiles of the FP-GMS
followed Higuchi kinetics. The stability of FP-GMS was excellent. In rabbits the mean retention time (MRT)
of FP-GMS was prolonged ws that of the injection group (P<0.01), after intra-articular cavity administration
with FP-GMS. The T, was prolonged 2.03 times and the C,,, was decreased 5.57 times wvs that of the
injection group. Significant linear correlation exists between the dissolution in witro and absorption in vivo
(P<0.01). CONCLUSION: The size distribution of FP-GMS was focalized, and the FP-GMS showed obvious
sustained effect both in vitro and in vivo.

KEY WORDS flurbiprofen  gelatin  microspheres;  intra-articular ~administrations  stability:
pharmacokinetics





