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Fig 1
standard solution (A), blank serum (B), serum 3

HPLC Chromatograms of ketoprofen

hours after oral dose of ketoprofen (C), and blank
serum spiked with ketoprofen 2.5 pgemL ™ 1(D).
Ket.  Ketoprofen, IS.

(naproxen).

Internal  standard
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Tab 1 Precision and accuracy of the HPL.C method

to determine ketoprofen in human serum (x £ s, n=5)

Concentration/ Within-day Between-day Recovery/
pgeml.”! C/pgeml”! RSD/%  C/pgemL™' RSD/% %
0.1 0.101+£0.0096 9.41 0.098+0.007 7.14 99.1
1.0 1.092+0.055 5.04 1.070+£0.066 6.17 105.6

10.0 9.246+0.078 0.84 9.244+0.052 0.56 99.7
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Fig 2 Serum concentration — time curve of

ketoprofen in subjects after single oral dose (150
mg) of sustained release tablets and regular tablets

in crossover design (s, n=28).
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Tab 2 The main pharmacokinetic parameters after
single oral dose of sustained release tablets (ST) and
reference tablets (RT) (xts, n=8)

Paramecter ST RT

T/ 2.6140.49%" 1.37+0.27
T’ 2.03£0.30" " 1.04£0.12
C oo/ pg*mL™! 5.401+0.854" % 10.283+1.667

AUC(gvo)/pg*homL !
AUC(yanar/pgeheml ™! 32.941+4.738
CL /L*h"! 4.610+0.666
Vd /L 17.036 £2.005

** P<0.01 compared with RT.

33.136£4.760 34.075+4.312
34.008 £4.308
4.463+0.548

8.809+2.226

Tab 3

release tablets

The relative bioavailability of sustained

Subjeet AUCy/ AUCqp/ f CAUCq/AUC)/
No. ‘fJ.g'}l'rr11471 pg’h’mLiI %

1 40.409 39.79%4 98.48
2 29.468 34.370 116.63
3 29.587 27.127 91.69
4 32.489 27.008 83.13
5 39.340 38.373 97.54
6 30.245 31.899 105.47
7 35.864 34.496 96.19
8 34.661 30.463 87.89
X 34.008 32.941 97.13
$ 4.308 4.738 10.44

RSD, % 12.66 14.38
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Fig 3 Serum concentration — time curve of

ketoprofen in subjects after repeated oral dose of
sustained release tablets and regular tablets in

crossover design (7 £ s, n=10).
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Tab 4

after repeated oral doses of sustained release

The main pharmacokinetic parameters

tablets and regular tablets (x * s, n =10)

Paramecter ST RT

T/o/h 2.38+0.44" " 1.1340.20
T/ 1.954£0.33" " 1.00+0.30
Cro/ pgrml.”! 2.780+0.248" " 3.450+0.361
C i/ pg=mL""! 0.401+0.167" " 0.190+0.021
AUC /pg*heml."! 16.562 % 1.441 10.501 £0.893
CL /Leh™! 4.559+0.397 4.994+0.763
Vvd /L 15.611+3.077 7.838+1.896
PTR 9.40+3.07"" 22.04+3.19
C o/ pg*mL ™! 1.380+0.120 1.313+0.111
DF 2.170+0.286" " 3.012+0.238

" P<0.01 compared with RT.
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COMPARISON OF PHARMACOKINETICS AND
BIOAVAILABILITY OF REGULAR TABLETS KETOPROFEN AND
ITS SUSTAINED RELEASE TABLETS IN HEALTHY VOLUNTEERS

Gao Lianyong (Gao LY ), Li Quansheng (Li QS)s Gu Yibao (Gu YB) and Liu Changxiao (Liu CX)
(Tianjin Institute of Pharmaceutical Research> Tianjin 300193

ABSTRACT AIM: To compare the pharmacokinetics and bioavailability of ketoprofen sustained release
tablets (ST) with those of regular tablets ( Reference tablets RT) in 10 healthy volunteers after single and
repeated oral administrations in randomized crossover design. METHODS: A sensitive and rapid HPLC method
was used to determine the serum ketoprofen concentration. RESULTS: The results from single oral dose in 8
healthy volunteers indicated that the C,,, of RT was significantly higher than that of ST. The T,.x and #1321
of ST were significantly longer than those of RT (P<0.01). The relative bicavailability of ST was found to be
97.13%. As there was no difference in the AUC between the two preparationss it can be concluded that the
new sustained release tablet was bioequivalent to RT. The C,,, of ST and RT at steady state were 0.401
pgemL ™! and 0.190 pgemL ™", respectively, with a significant difference (P <0.01) between them. The
ketoprofen concentration peak-trough ratio (PTR) and the degree of fluctuation (DF) of ST were significantly
smaller than those of RT. CONCLUSION: The new sustained release tablet showed less fluctuation of peak and
trough serum drug concentrations than those of the regular tablet at steady state and exhibited good sustained

release property.
KEY WORDS ketoprofen; HPLC; pharmacokinetics; bioavailability





