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ABSTRACT — The purpose of the present study was to evaluate the bioequivalence of meloxicam capsule, Mobic™

cap-

sule(Boehringer Ingelheim Ltd., Korea) as a reference drug and Meloxifen™ capsule (Kukje Pharma Ind. Co., Ltd., Korea)
as a test drug, according to the guidelines of Korea Food and Drug Administration(KFDA). Thirty two healthy male Korean
volunteers received capsule containing meloxicam 7.5 mg in a 2x2 crossover study. There was a one-week above washout
period between the doses. Plasma concentrations of meloxicam were monitored for over a period of 72 hr after admin-
istration by using a high performance liquid chromatography-tandem mass spectrometer(L.C-MS/MS). AUC(the area under
the plasma concentration-time curve from time zero to 72 hr), C,,(maximum plasma drug concentration) and T, (time to
reach Cp,,) were complied from the plasma concentration-time data. Analysis of variance(ANOVA) test was utilized for the
statistical analysis of the parameters using logarithmically transformed AUC, and C,,... The 90% confidence intervals of the
AUC, ratio and the C,, ratio for Meloxifen™/Mobic™ were log 0.8605-log 0.9847 and log 0.9765-log 1.1503, respectively.
These values were within the acceptable bioequivalence intervals of log 0.80-log 1.25, recommended by KFDA. In all of

these results, we concluded that Meloxifen™
of absorption.

Key words — Meloxicam, LC-MS/MS, Bioequivalence

capsule was bioequivalent to Mobic™

capsule, based on the rate and extent
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Figure 2—Product ion spectra of [M+H]" ions of (A) meloxicam and

(B) piroxicam (1.S.).
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Table I-Precision and Accuracy for the Determination of
Meloxicam in Human Plasma (n = 5)

Concentration Precision (C.V.%) Accuracy(%)
(ng/mL) Intra-day  Inter-day  Intra-day  Inter-day
10(LLOQ) 3.08 6.51 97.10 91.86
100 1.21 8.20 110.60 107.44
1000 222 8.44 93.30 92.92
2500 0.63 1.20 90.00 89.52

LLOQ: Lower limit of quantitation
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Figure 4—Mean (+S.D., n=30) plasma concentration-time curves of
meloxicam following oral administration of Meloxifen™ capsule (O)
and Mobic™ capsule (@) at the meloxicam dose of 7.5 mg.
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Table II-Pharmacokinetic Parameters in Normal and Logarithmic Scales for Each Subject Obtained after Oral Administration of
Mobic™ and Meloxifen™ Capsules at the Meloxicam Dose of 7.5 mg

Mobic™ Capsule Meloxifen™ Capsule

e (ngA-hlﬁ/i‘lL) Log AUC, (ng;n;fle) L.0g Crax {ﬁra)x (ngA-hlﬁ/i‘lL) Log AUG, (ng;n;fle) L.0g Crax {l?r)
Al 13005 4.1 433 2.6 4.5 12695 4.1 560 2.7 3.0
A2 11473 4.1 443 2.6 5.0 8226 3.9 424 2.6 3.0
A3 14715 4.2 606 2.8 5.0 11467 4.1 716 2.9 3.5
A4 18505 4.3 586 2.8 5.0 17505 4.2 660 2.8 5.0
A5 14553 4.2 642 2.8 4.0 11982 4.1 680 2.8 3.0
A6 18551 43 837 2.9 4.0 18040 43 692 2.8 3.5
A7 23310 44 724 2.9 4.0 23598 4.4 883 2.9 4.5
A8 22582 4.4 717 2.9 4.5 14718 4.2 481 2.7 5.0
A9 25569 44 746 2.9 3.5 23156 44 1110 3.0 2.0
Al10 15101 4.2 661 2.8 4.5 8878 3.9 409 2.6 5.0
All 13226 4.1 809 2.9 4.0 8367 3.9 495 2.7 5.0
Al2 20133 43 670 2.8 4.0 19473 4.3 757 2.9 4.0
Al3 14662 4.2 762 2.9 5.0 11734 4.1 788 2.9 4.0
Al4 22825 4.4 728 2.9 4.5 15868 4.2 660 2.8 5.0
AlS 12111 4.1 462 2.7 4.5 8466 3.9 508 2.7 5.0
Al6 23155 44 693 2.8 3.5 23431 44 1040 3.0 5.0
B1 13599 4.1 531 2.7 4.5 14691 4.2 728 2.9 5.0
B2 19518 43 672 2.8 5.0 11798 4.1 579 2.8 2.0
B3 16236 4.2 772 2.9 5.0 18385 43 928 3.0 5.0
B4 8873 3.9 467 2.7 4.5 11618 4.1 604 2.8 3.5
B5 7749 3.9 432 2.6 3.0 10334 4.0 491 2.7 3.5
B6 19082 43 883 2.9 4.5 17362 4.2 887 2.9 4.0
B7 11273 4.1 690 2.8 5.0 14428 4.2 811 2.9 5.0
B8 16037 4.2 689 2.8 3.5 16637 4.2 586 2.8 4.5
B9 16954 4.2 789 2.9 4.0 18019 4.3 1030 3.0 5.0
B11 7640 39 310 2.5 5.0 12532 4.1 632 2.8 4.5
B13 16970 4.2 718 2.9 2.0 17508 4.2 747 2.9 4.5
B14 17767 4.2 858 2.9 4.0 15458 4.2 721 2.9 4.5
B15 23084 44 912 3.0 3.0 18137 4.3 793 2.9 4.0
B16 14753 4.2 923 3.0 5.0 14234 4.2 971 3.0 4.5
Mean 16434 4.2 672 2.8 4.3 14958 42 712 2.8 4.2
(S.D.) 4787 0.1 157 0.1 0.7 4360 0.1 187 0.1 0.9
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Table II1-Statistical Results of Bioequivalence Evaluation
between Two Meloxicam Capsules*

Parameters”
AUC, Chnax
Difference(%o) -8.98 5.98
Test/Ref point estimate 0.920 1.059

Confidence interval(3)?  0.8605<8<0.9847 0.9765<8<1.1503

*The AUC, and C,,. values were calculated on the basis of
logarithmically transformed data.
90=0.05

oA FEAREAAH, 90%AE A= ZH} log 0.8605-log
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