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.Bioequivalence of Paroxetine Tablet to Seroxat Tablet (Paroxetine 20 mg)
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ABSTRACT - Paroxetine, a potent and selective serotonine reuptake inhibitor, has been used for the treatment of depres-
sion, obsessive-compulsive disorder, panic disorder and social phobia. The bioequivalence of two paroxetine preparations
was evaluated according to the guidelines of Korea Food & Drug Administration (KFDA). The test product was Samchully
Paroxetine tablet® made by Samchuily Pharm. Co. and the reference product was Seroxat tablet® made by GlaxoSmithKline.
Twenty healthy male subjects, 22.442.6 years old and 63.844.2 kg, were divided into two groups and a randomized 2x2
cross-over study was employed. After one tablet containing 20 mg paroxetine was orally administered, blood was taken at
predetermined time intervals and the concentration of paroxetine in plasma was determined using a validated HPLC method
with fluorescence detector. Two pharmacokinetic parameters, AUC, and C,,, were calculated and analyzed statistically for
the evaluation of bioequivalence of two products. Analysis of variance was carried out using logarithmically transformed ‘
parameter values. The 90% confidence intervals of AUC; and C,,,, were log 0.84-log 1.16 and log 0.85-log 1.14, respectively.
These values were within the acceptable bioequivalence intervals of log 0.8 to log 1.25. Thus, the criteria of the KFDA
guidelines for the bioequivalence was satisfied, indicating that Samchully Paroxetine tablet is bioequivalent to Seroxat tablet.

Key words—Paroxetine, Bioequivalence, HPLC
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Figure 1-Dissolution profiles of paroxetine HCI from Seroxat tablet (@) and Samchully Paroxetine tablet (O) in various dissolution media.
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Table I-Precision and Accuracy for the HPLC Analysis oi
Paroxetine in Human Plasma (n=3)

Standard Conc. %CV 1%Deviation|
(ng/ml) Intra-day Inter-day  Intra-day Inter-day
1 8.19 4.65 5.49 5.61
3 8.66 5.81 6.06 5.39
10 1.24 0.72 1.04 1.78
30 0.73 0.21 0.56 0.79
Mean 470 285 329 339
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Figure 3-Plasma concentration-time curves of paroxetine following
oral administration of Seroxat tablet (@) and Samchully Paroxetine
tablet (O) at the dose 20 mg of paroxetine. Each value represents
mean £ S.D.(n=12)
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Table II-Bioavailability Parameters for Each Volunteer Obtained after Oral Administration of Seroxat Tablet and Samchully

Paroxetine Tablet at the Paroxetine Dose of 20 mg

Volunteer Seroxat tablet Samchully Paroxetine tablet
AUC, (ng-hr/mi) Chuax (ng/mi) Tona (hir) AUC; (ng-hr/ml) Crax (ng/ml) Tnax (hr)
A-1 86.43 6.79 5.00 87.17 5.98 4.00
A-2 190.26 12.51 5.00 145.70 8.78 5.00
A3 116.09 4.79 5.00 65.01 1.74 5.00
A4 658.73 21.57 5.00 836.38 28.46 6.00
A-5 16.98 2.14 5.00 36.43 3.30 8.00
A6 135.63 5.82 5.00 102.00 3.26 5.00
A-7 221.89 15.09 5.00 254.50 1151 5.00
A-8 21.37 2.24 5.00 27.65 2.31 6.00
A9 88.57 4.88 6.00 72.80 3.97 5.00
A-10 120.03 8.07 5.00 99.14 6.75 5.00
B-1 274.50 11.54 8.00 239.62 14.03 5.00
B-2 256.53 12.16 8.00 293.98 14.13 5.00
B-3 11.53 1.49 3.00 30.12 3.33 5.00
B4 166.93 5.11 10.00 145.03 5.33 5.00
B-5 86.97 4.99 6.00 67.01 4.56 6.00
B-6 144.48 5.36 10.00 78.56 4.10 6.00
B-7 337.46 15.99 6.00 347.16 19.67 5.00
B-8 67.96 5.14 5.00 74.73 6.30 5.00
B-9 58.38 3.59 3.00 79.24 6.53 5.00
B-10 62.05 3.12 6.00 36.58 2.66 5.00
Mean 156.14 7.62 5.80 155.94 7.83 5.30
S.D. 33.15 121 042 41.32 1.51 0.18
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Table III-Statistical Results of Bioequivalence Evaluation Between Two Paroxetine Formulations at a=0.05"

Parameters
AUC, Conax Tonax
Difference 0.13% 2.76% 8.62%
F,’ 0.000 0.002 1.737
Test/Reference point estimate - 0986 0.984 -

Confidence interval (8) log 0.84 < § < log1.16

log 0.85 < & < log 1.14 2125 < § < 4.00

*AUC, and Cpp,, values were calculated on the basis of In-transformed data, and T,,,, values on the base of un-transformed data.
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