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Oral Bioavailability of Levosulpiride in Korean Healthy Male Volunteers
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ABSTRACTS-Pharmacokinetics and oral bioavailability of levosulpiride was determined in Korean healthy male volunteers.
Thirty subjects received a single oral dose (25 mg) of a tablet in a randomized 2 X2 cross-over design. The plasma concentrations
of levosulpiride were measured by HPLC and compared with those reported in the literature. Pharmacokinetic parameters for
Isomeric® tablet (levosulpiride 25 mg) were revealed as follows: AUC;,¢ 737.1£176.9 ng - ht/ml, Cpax 56.4420.1 ng/ml, Tra
42+1.6hr, K, 1.00£1.09 hr™!, K, 0.08+0.02 hrl, and t;,, 8.8+ 1.9 hr. The rate constant of the absorption phase was obtained
based on the first-order kinetics. In the aspect of bioavailability, Tsomeric® tablet was bioequivalent to the other product (Levo-
pride® tablet) available in the Korean market. Intersubject variations and race differences were shown in comparison with the
published data in the literature, even though there was a linear relationship between dose and extent of bioavailability.
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Figure 1-Dissolution profiles of levosulpiride from Isomeric® tab-
lets in the media of pH 1.2 (@), pH 4.0 (O) and pH 6.8 (¥) buffer

solution (n=6, mean+S.D.). Inset shows dissolution profiles of le-
vosulpiride from Tsomeric® tablets in water.
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Figure 2—Chromatograms of levosulpiride in human plasma: (A)
blank human plasma; (B) human plasma spiked with levosulpiride
(levo, 20 ng/ml, retention time 6.64 min) and internal standard (IS,
tiapride 100 ng/ml, retention time 9.47 min); (C) plasma sample at
3hr after oral administration of 25 mg levosulpiride tablet (cal-
culated levosulpiride concentration: 48.4 ng/ml).
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Table Y-intra- and Inter-day Accuracy and Precision of
Levosuipiride Assay in Plasma

Concentration  Accuracy (C.V.%) Precision (%)

(ng/ml) Intra-day  Inter-day  Intra-day  Inter-day
2(.0.Q) 6.99 9.49 104.37 100.66
5 345 4.87 105.60 102.71

10 224 2.01 101.96 101.29

20 5.88 1.26 99.93 9991

50 6.73 1.24 97.66 99.08

100 2.35 297 100.39 100.26

L.0.Q = Limit of Quantitation, C.V.% = S D./meanx100, n=5
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Figure 3—Plasma concentration-time curves of levosuépiride in each
volunteer following oral administration of Isomeric™ tablet. Inset
shows semi-log plot of mean plasma concentration of levosulpiride
(meantS.E., n=30).

Table II-individual Pharmacokinetic Parameters of Isomeric®
lablet (25 mg levosulpiride)

Parameters

Sllb] cct AUC36h AUCinf Cmax Tmax KEII t1/2 I<_a1
(nghr/ml) (ng-hr/ml) (ng/ml) (br) ™) () (™)

1 428.1 4738  29.1 4 007 103 066
2 930.8 962.8 81.8 4 010 7.1 043
3 521.5 543.5 37.0 6 0.09 76 0.64
4 466.1 466.1 44.2 6 012 57 022
5 550.7 579.7 403 6 0.09 8.1 037
6 644.1 6854 456 6 008 83 029
7 568.8 670.8 36.0 6 005 126 149
8 675.7 7107  59.9 4  0.09 80 033
9 929.0 1006.5 944 15 007 100 052
10 7387 7944 494 3 008 86 032
11 513.0 5757  63.1 2 006 124 419
12 648.8 687.7 429 6 008 84 0.70
13 666.6 7644 512 4 006 122 1.18
14 764.2 789.6  60.1 4 0.10 6.8 049
15 399.1 460.7 235 6 0.06 120 0381
16 889.6 937.5 68.0 6 0.08 84 1.00
17 9243 9554 911 2 010 72 105
18 535.0 5743 308 4 008 84 023
19 975.8 1001.5 99.8 2 011 6.5 275
20 871.7 959.8 77.6 3 0.07 100 121
21 719.3 7715 483 4 008 86 0.63
22 528.6 5479 330 6 011 6.6 025
23 569.6 569.6 5l1.1 3 0.09 80 0.77
24 692.7 713.1 55.9 3 0.10 6.7 0.60
25 700.2 764.5 63.6 2 0.07 10.0 045
26 727.0 763.1 66.5 3 0.08 82 496
27 2916 10845 759 3 007 100 124
28 764.0 800.5 63.6 4  0.09 79 075
29 824.1 8784 719 6 0.08 87 063
30 557.7 6184 372 6 007 105 077
Mean  690.6 737.1 564 42 008 88 1.00
S.D. 169.5 1769 201 16 002 1.9 1.09
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Figure 4—Linear rejationship between dose and AUCs (A) or Cray
(B) of (levo) sulpiride after oral administration. Data points were
adopted from Ref. 1, except for Isomeric® tablet (D).
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Figure 5-Residual plot of levosulpiride remaining to be absorbed
versus time for subject No. 12 following a single oral 25 mg dose
in this study. Inset is a semilogarithmic plot of the data.
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