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Flg 1. Dissotution curves of different formu- Fig 2. The mean serum concentration—time

lation of indemethacin in vitro. A, B, C: Three curves after oral administration of four diff-

. sustained release indomethacin capsules. D: A crent formulations (50 mg) respectively in 8

i . commercially available tablet volunteers. A, B, C: Three sustained release

indomethacin capsules. D: A commescially
available tablet
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Tab 1. Bioavailability of different dosage forms

A B C D

Volunteers | AUC,_1sp | Caus | Taus Aucn-l.,]c...., Tow | AUCsin | Cane | Taws | AUCoin | Cann | T,
A 6.83 1.09 | 6.11 3.93 0.54 | 6.00 4.14 0.65 | 6.78 6.78 1.62 | 2.98
B 9.50 1.71 | 3.06 5.64 1,111 3.33 7.86 1.20 | 2.42 8.59 1.53 | 1.09
C 8.09 0.96 | 3.13 7.14 1.12 | 4.38 4.74 0.95 | 6.36 6.63 1.18 | 6.08
D 7.88 1.68 | 2.86 10.18 1.71 1 6.83 4.14 0.72 | 6.64 11.71 1.56 | 8.04
E 10.24 1.41 | 65.14 11.13 1.91 ] 3.70 8.81 1.54 ] 3.32 9.34 5.15 ] 0.66
F 5.24 0.82 ] 4.98 8.41 1.69 | 4.04 7.81 1.16 | 5.86 6.14 1.37 | 1.52
G 2.94 0.49 | 2.55 9.07 1.05 | 5.86 5.68 0.65 | 3.50 5.88 2.97 | 1.44
H 4,87 1.35 | 6.09 6.91 1.26 | 3.83 8.00 1.40 | 6.51 5.87 1.46 ) 2.72
> 1.19+(4.24+ 1.30+14.75+ 1.04+5.17% 2.10+13.07 %
X +SD 6.95+2.13 0.40 | 1.40 7.80+2.22 0.42 | 1.21 6.40+ 1. 80 0.2 | 1.67 7.37+2.14 1.26 | 2.47
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Fig 4. The linear reclationship between T, Fig 5. The linear relationship between T,.,,
and Ty and thickness of coating (mg/cm?)
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STUDIES ON BIOAVAILABILITY OF SUSTAINED RELEASE
INDOMETHACIN CAPSULES

Li Duan, Yang Xiang-Yuan, Wang Jin-Ping, Wang Yong-Ming, Shan "Jie, Zhang
Hong-Lu, Bai Yao-Zhou,* Tao Xiao-Hua,” and Mo Shan-Yuan*

(Department of Pharmacology, Faculty of Pharmacy. Shanghai First Medical College, *Shanghai Yanan

Pharmaceutical Works)

ABSTRACT In order to avoid high initial peak of the commercially available
indomethacin formulation and increase the interval between desages, comparison of
three sustained release indomethacin capsules on pellet coated with Eudragit-EgD
and a commercially available tablet was carried out by testing in vitro the dissolution
behaviour and iz vivo bioavailability. Dissolution studies on three batches of pellet
capsules with varying drug to coat material ratios (mg/em?) exhibited a sustained
release pattern. In wvivo serum level for 8 adult male subjects of randomized crossover
design showed no statistical difference in bioavailability between different capsule
formulations and a tablet formulation available on the market. However, these
three capsule formulations demonstrated a higher and smoother serum concentration-
time curves than that of the tablet formulation from 4 to 12 h following a single
dose(50mg). The serum lIevel of three capsule formulations was significantly higher
than that of the tablet formulation (P<{0.1) at the 12th h respectively. In vitro
dissolution behaviour and in vivo bioavailability, the linear relationships were found
between Ty or T,,, and drug io coat material ratios.

" Key words Indomethacin; Sustained release capsule; Pellet; Dissolution beha-
viour; Bioavailability





