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The aim of the present study was to evaluate the bioequivalence of two talniflumate preparations. We used Somalgen
tablet (Kun Wha Pharmaceutical Co., Korea.) as a reference drug for bioequivalence of Crimain tablet (Samjini Phar-
maceutical Ind. Co., Korea), and performed this whole study according to the guidelines of Korea Food and Drug
Administration (KFDA). Twenty four healthy male volunteers, 22.8+2.2 years in age and 64.615.3 kg in body weight,
were divided into two groups and a randomized 2x2 cross-over study was employed. After one tablet containing 370
mg of talniflumate was orally administered, blood was taken at predetermined time intervals and the concentrations of
talniflumate in plasma were determined using HPLC method with UV-detector. The analysis system was validated in
specificity, accuracy, precision and linearity. These items of the analysis condition in this study conform to the guide-
line of KFDA. The pharmacokinetic parameters such as AUC, and C,,, were calculated using the analysis condition we
established and ANOVA test was utilized for the statistical analysis of the parameters using logarithmically trans-
formed AUCt and Cmax. Mean+SD of reference drug and test drug in AUC, and Cy,, value were 1.27+0.58 (ug/ml-
ht) and 0.27+0.13 (ug/ml) and 1.14+0.46 (ug/ml-hr) and 0.26+0.10 (ug/ml) respectively. The 90% confidence intervals
using logarithmically transformed data were within the acceptance range of 1og(0.8) to log (1.25) for AUC, and C,,,,
respectively. These results indicate that Samjin talniflumate tablet is bioequivalent to reference drug, Somalgen tablet.
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Fig. 1. Chromatograms of (A) blank human plasma, (B)
blank human plasma spiked with taniflumate and internal
standard. (C) human plasma « = taniflumate peak.
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Fig. 2. Mean (£S.D, n=24) plasma concentration-time curves
of talniflumatel following oral administration of referrence

(@) and test drug (O).
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Table 1. Intra-day Accuracy of the HPLC analysis for talniffumate in Human plasma

Intraday (ug/ml) A (Ratio) B (Ratio) C (Ratio) D (Ratio) E (Ratio) Mean SD C.V. (%) Accuracy (%)
0.02 (&3HA) 0.06 0.06 0.07 0.06 0.06 0.06 0.01 941 111.09
0.1 0.19 0.19 0.18 0.20 0.18 0.19 0.01 427 113.27
02 032 0.34 0.27 0.28 0.33 0.31 0.03 10.10 97.76
0.3 0.47 0.48 0.40 042 0.44 0.44 0.03 7.22 97.70
0.6 0.90 0.89 0.80 0.90 0.78 0.86 0.06 6.70 97.60
1 1.51 1.51 1.29 1.48 1.47 1.45 0.09 6.28 101.02
Table 2. Inter-day Accuracy of the HPLC analysis for talniflumate in Human plasma
Interday (ug/ml) 1 (Ratio) 2 (Ratio) 3 (Ratio) 4 (Ratio) Intraday Ratio Mean Mean SD C.V. (%) Accuracy (%)
0.02 (d=F3HA)  0.06 0.06 0.06 0.07 0.06 0.06 0.00 7.65 99.38
0.1 0.16 0.17 0.21 0.20 0.19 0.19 0.02 12.46 105.46
0.2 0.33 0.31 0.35 0.34 0.31 0.33 0.02 5.68 102.29
0.3 046 0.44 0.45 0.46 0.44 0.45 0.01 2.14 97.44
0.6 0.87 0.86 0.90 0.91 0.86 0.88 0.03 2.84 98.73
1 1.43 143 1.51 1.54 1.45 147 0.05 332 100.54
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Table 3. Bioavailability parameters values in normal and logarithmic scales for each volunteer obtained after oral
administration of test and reference of talniflumate tablet

AUC Cmax Tmax
Reference drug test drug Reference drug test drug Reference drug test drug
L Lo Lo
No. value trans?e%red value tranlggégrred value tranI;(f)egrred value transfégrred value transfegrred
A-1 0.75 -0.13 0.60 -0.22 0.20 -0.71 0.15 -0.81 2.5 3
A2 1.08 0.04 0.96 -0.02 0.36 -0.44 0.36 -0.44 2.5 3
A3 0.28 -0.55 0.37 -0.43 0.11 -0.97 0.19 -0.73 2.5 1.5
A-4 1.49 0.17 1.04 0.01 0.25 -0.60 0.19 -0.72 2 2
A-5 1.52 0.18 1.30 0.11 0.32 -0.50 0.29 -0.54 2 1.5
A-6 0.57 -0.24 0.63 -0.20 0.17 -0.77 0.20 -0.70 4 4
A-7 1.63 0.21 1.61 0.21 0.33 -0.48 0.28 -0.56 2.5 2
A-8 L.19 0.08 1.30 0.11 0.17 -0.76 0.20 -0.70 4 4
A5 1.55 0.19 1.15 0.06 0.32 -0.50 0.33 -0.48 2.5 3
A-10 1.04 0.02 1.19 0.08 0.18 -0.73 0.28 -0.55 2
A-11 1.98 0.30 1.31 0.12 0.33 -0.49 0.37 -0.44 3 3
A-12 2.12 0.33 2.34 0.37 0.48 -0.32 0.60 -022 3 2
B-1 1.14 0.05 1.07 0.03 0.20 -0.70 0.16 -0.79 2.5 2.5
B-2 1.17 0.07 1.22 0.09 0.32 -0.49 0.29 -0.54 1.5 1.5
B-3 2.03 0.31 1.57 0.20 0.27 -0.57 0.27 -0.56 2 2
B-4 0.81 -0.09 1.51 0.18 0.21 -0.68 0.28 -0.55 2 3
B-5 141 0.15 1.34 0.13 0.24 -0.61 0.19 -0.73 2 2
B-6 0.60 -0.22 0.42 -0.38 0.11 -0.94 0.18 -0.75 2.5 1.5
B-7 0.61 -0.21 1.20 0.08 0.15 -0.82 0.24 -0.63 3 3
B-8 1.58 0.20 1.17 0.07 0.35 -0.45 0.32 -0.50 3 2
B-9 2.70 0.43 1.81 0.26 0.65 -0.18 0.34 -0.47 3 1.5
B-10 0.59 -0.23 0.46 -0.33 0.10 -1.02 0.10 -1.00 J 25
B-11 1.31 0.12 1.01 0.00 0.38 -0.42 0.25 -0.60 1.5 L5
B-12 1.31 0.12 0.87 -0.06 0.22 -0.66 0.19 -0.73 2.5 4
Average 1.27 0.05 1.14 0.02 0.27 -0.62 0.26 -0.61 2.46 242
S.D. 0.58 0.23 0.46 0.20 0.13 0.20 0.10 0.16 0.71 0.83
Table 4. Statistical results of bioequivalence evaluation in Table 5. Statistical results of bioequivalence evaluation in
AUCt between two talniflumate tablets Cmax between two talniflumate tablets
Anova F value F table Anova F value F table
Group or Sequence 0.005 4301 Group or Sequence 0.516 4301
Subjects / Group 10.031 2048 Subjects / Group 7.408 2.048
Period 0.003 4301 Period 1.172 4301
Drug 1.611 4301 Drug 0.023 4301
least significant difference (%) 19.943 least significant difference (%6)19.28
90% confidence interval 90% confidence interval
lower limit 0.8309 upper limit 1.0282 lower limit 0.9102 upper limit 1.119
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