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Bioegivalence Study of Ketorolac Tromethomin Tablets
in Human Volunteers

Youn Bok Chung, Jun Seup Lee’, and Kun Han

College of Pharmacy. Chungbuk National University, Cheongju, Chungbuk 361-763, Korea
*Chungbuk National University Hospital Cheongju, Chungbuk 361-763, Korea

A bioequivalence study of the Kerola tablets (Dongkwang Pharmaceutical Co., Korea) to the
Tarasyn tablets (Roche Co., Korea), formulations of ketorolac trometamine(KTR), was conducted.
Sixteen healthy Korean male subjects received each formulation at the dose of 10 mg as KTR in a 2
x 2 crossover study. There was a 1-week washout period between the dose. Plasma concentrations
of KTR were monitored by an HPLC method for over a period of 12 hr after each administration.
AUC (area under the plasma concentration-time curve) was calculated by the linear trapezoidal
method. C,, (maximum plasma drug concentration) and T,,, (time to reach C,,) were compiled
from the plasma drug concentration-time data. Analysis of variance (ANOVA) revealed that there
are no differences in AUC, C,,, and T, between the formulations. The apparent differences
between the formulations in these parameters were all far less than 20% (i.e., 2.31, 8.19 and 0% for
AUC, C,,, and T,,,, respectively). Minimum detectable differences (%) at 0=0.1 and 1-B=0.8 were
all less than 20% difference in these parameters between the formulations were all over 0.8. The
90% confidence intervals for these parameters were also within 20%. These results satisfy the
bioequivalence criteria of the Korea Food and Drug Administration (KFDA) guidelines (No. 1998-
86). Therefore, these results indicate that the 2 formulations of KTR are bioequivalent and, thus,
may be prescribed interchangeably. (Kor. J. Clin. Pharm. 1998; 8(2): 101-106)
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% KTR dissolved

Time(min)

Fig. 2. Dissolution profiles of ketorolac trometamine tablets (@; reference, M; test) in water (a), pH 1.2 buffer
(b), and pH 6.8 buffer (c). Each point represents the mean -+ S.E. of three different experiments.
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Fig. 3. HPLC chromatogram of ketorolac trometamine (Ktr, 5.38 min) and internal standard (ketoprofen(IS),
7.38 min). (a) Blank serum spiked with internal standard, (b) Serum spiked with ketorolac trometamine and

internal standard.
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Fig. 4. Mean serum ketorolac trometamine profiles
from Tarasyn (reference drug, @) and Kerola (test
drug, W) tablets (mean—+S.E., n=16).
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Table 1. Pharmacokinetic parameters of ketorolac trometamine (mean(S.E.), n=16) following po administra-
tion of test and reference tablets at a dose of 10mg (one tablet each)*

AUC, 10 Cox T, AUG,.., MRT CL, vd,
(ug - min/ml) (ug/ml) (hr) (ug - min/mi) (hr) (ml/min/kg) (ml/kg)

Reference 5.24 1.63 0.420 6.12 4.95 0.470 137
0.77) 0.29) (0.14) 0.27) (0.16) (0.023) (4.25)

Test 5.12 1.76 0.420 6.07 5.33 0.468 149
(0.79) (0.28) 0.14) (0.22) (0.33) 0.017) (9.56)

*No statistical difference was found between the drugs in all of the parameters.

Table 2. Summary of Bioequivalence Test according to KGBT criteria

Item Difference in Mean (%) Minimum Detection Difference at  90% Confidence Interval
0=0.05 or 0.1, and 1-$=0.8

Criteria Within 20% of Reference Drug <20% <+20%

AUC 2.3% 7.5% at 0=0.1 -2.5%-17.1%

Crax 8.2% 9.3% at 0=0.1 -2.0%-14%

T 0% 19% at 0=0.1 -13%-13%
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