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ABSTRACT-A bioequivalence of Etodol™ tablets (Yuhan corporation) and Kuhniltodine™ tablets (Kuhnil Pharm. Co.,
Ltd.) was evaluated according to the guideline of Korea Food and Drug Administration (KFDA). Single 200 mg dose of
etodolac of each medicine was administered orally to 24 healthy male volunteers. This study was performedina 2x2 cross-
over design. Concentrations of etodolac in human plasma were monitored by a high-performance liquid chromatography.
AUC, (the area under the plasma concentration-time curve from time zero to 24 hr) was calculated by the linear trapezoidal
rule method. C,,,x (maximum plasma drug concentration) and Ty, (time to reach Cp.x) were compiled from the plasma con-
centration-time data. Analysis of variance was performed using logarithmically transformed AUC, and Cix. No significant
sequence effect was found for all of the bioavailability parameters. The 90% confidence intervals of the AUC, ratio and the
Couax 1atio for Etodol™/Kuhnillodine™ were 1.01 — 1.10 and 0.87 — 1.06, respectively. This study demonstrated a bioequiv-
alence of Etodol™ and Kuhnillodine™ with respect to the rate and extent of absorption.
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Figure 1-Dissolution profiles of etodolac from Kuhnillodine™ (@) and Etodol™ (O) tablets in various dissolution media (pH 1.2 + PSB
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Figure 2-Chromatograms of (A) blank human plasma, (B) blank human plasma spiked with etodolac (20 pg/ml) and internal standard (1S,
ibuprofen 300 pg/ml) and (C) plasma sample at 1.5 hr after oral administration of 200 mg etodolac tablet (The plasma concentration of

etodolac correspond to 17.28 pg/ml).

Table I-Precision and Accuracy Data for the HPLC Analysis of
Etodolac in Human Plasma ‘

. Precision
Concentration (Coefficient of Variation: %) Accuracy %
(ng/ml) (n=5)
Intra-day (n=5) Inter-day (n=5)
0.2 (LOQ) 7.78 11.02 108.10
1 (low) 1.86 248 101.88
5 (medium) 1.09 2.01 95.94
40 (high) 1.25 0.89 102.85

LOQ: Limit of quantitation
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Figure 3-Mean (+S.D., n=24) plasma concentration-time curves of
etodolac following oral administration of Kuhnillodine™ (@) and
Etodol™ (Q) tablets at the etodolac dose of 200 mg.
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Table II-Bioavailability Parameters for Each Volunteer Obtained after Oral Administration of Kuhnillodine™ and Etodol™ Tablets
at the Etodolac Dose 200 mg

Kuhnillodine™ Tablet Etodol™ Tablet
Volunteer AUC, Log Chax Log Tonax AUC, Log Cnax Log Trmnax
(ng - hvmh  AUC, (g/ml) Crnax (br)  (ug - he/ml)  AUGC, (pg/mb) Cran (hr)
A-1 66.41 1.82 17.28 1.24 1.5 55.95 1.75 17.07 1.23 1
A2 48.34 1.68 12.09 1.08 1.5 66.86 1.83 18.52 1.27 1.5
A-3 76.56 1.88 22.53 135 1 80.47 191 24.47 1.39 05
A-4 63.07 1.80 10.51 1.02 1.5 78.68 1.90 18.36 1.26 0.5
A-5 74.88 1.87 20.64 1.31 05 84.84 1.93 2371 1.37 0.5
A-6 66.47 1.82 22.49 1.35 1 66.23 1.82 14.28 1.15 3
A-7 63.23 1.80 16.54 1.22 0.5 72.64 1.86 18.54 1.27 1
A-8 57.31 1.76 14.38 1.16 1 60.74 1.78 12.46 1.10 2
A-9 86.75 1.94 23.92 1.38 2 87.84 1.94 20.94 1.32 1
A-10 68.83 1.84 18.31 1.26 2 82.22 191 18.74 1.27 1.5
A-11 77.33 1.89 2241 1.35 1 76.31 1.88 15.51 1.19 3
A-12 55.69 1.75 19.61 1.29 0.5 62.73 1.80 17.26 1.24
B-1 65.51 1.82 1732 124 0.5 52.82 1.72 11.91 1.08 1.5
B-2 99.94 2.00 1896 128 1.5 108.86 2.04 ~ 25.86 141 1
B-3 84.01 1.92 15.48 1.19 3 97.78 1.99 22.10 1.34 1.5
B4 62.36 1.79 15.26 1.18 1 55.94 1.75 14.15 1.15 1
B-5 57.08 1.76 18.09 1.26 1 5743 1.76 15.37 1.19 1
B-6 81.69 1.91 16.26 1.21 1.5 90.54 1.96 16.77 1.22 2
B-7 64.16 1.81 14.64 117 1 59.65 1.78 9.40 0.97 1
B-8 68.91 1.84 21.17 1.33 1 69.88 1.84 14.28 1.15 2
B-9 72.90 1.86 23.44 137 1 67.64 1.83 20.73 1.32 1
B-10 81.61 191 18.60 1.27 1.5 86.61 1.94 25.54 1.41 1
B-11 74.05 1.87 18.81 1.27 1 86.32 1.94 14.26 1.15 3
B-12 66.86 1.83 19.17 - 1.28 1 70.59 1.85 15.05 1.18 2
Mean 70.16 1.84 18.20 1.25 1.21 74.15 1.86 17.70 124 14
(S.D.) 11.49 - 0.07 3.50 0.09 0.57 14.56 0.08 4.40 0.11 0.76
Table INI-Statistical Results of Bioequivalence Evaluation between Two Etodolac Tablets
Statistical parameter Bioavailability parameters (0=0.05)
i . AUCG Cinax
Difference . 5.69% ~2.75%
Power (1-B) 0.9 ) ‘ 0.835
F value® ‘ 0.564 0349
Test/Reference point estimate ) - 1051 : ‘ 0.960
90% confidence interval . ~ Logl.01 < 8 < logl.10 . -Jog0.87 < 6 < logl.06 -
The AUC, and C,,, values were calculated on the basis of loganthnucally transformed data. '
F(1,22)=4.301
P< | = o el wEr A7 g9 B AERE 2439Al 1P (127

‘ o e EEY 200mg¥E AT RAE F, 7 A@AEY €F

AFAGFNAH I HETFHFTTHANG7EY wg JEFS HolHEREH 73 T FeAEAs ¥3
EREFR] CIEE Frg APFoR 3 AT AUCHH AX BF FE(Caw) T BROIEE F2tEA
A3t dd2Y g tRete R sjof 2x2 IR A dis) BASH R wdse F AR Y4B F54
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