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Bioequivalence Assessment of DM Tablet to Motilium-M® Tablet
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The aim of this study was to evaluate the bioeguivalence of two domperidone preparations. Bioequivalence assessment
was conducted on 34 healthy volunteers who received two tablets (Domperidone Maleate, 12.72 mg/tablet) in the fast-
ing state, in a randomized balanced 2x2 cross-over study design. This whole study was performed according to the
implementation guidelines of the Korea Food Drug Administration. After dosing of two tablets, blood samples were
collected serialy for a period of 36 hours. Plasma was analyzed for domperidone by using LC/IMS/MS assay method.
The analysis system was validated in specificity, accuracy, precision, and linearity. AUC,, (the area under the plasma
concentration-time curve from the zero-time to 36 hr) was calculated through the trapezoidal rule. C, (maximum
plasma drug concentration) and T, (time to reach C,.,) were compiled from the plasma domperidone concentration-
time data of each volunteer. No significant sequence effect was found for the bioavailability parameters indicating that
the cross-over design was properly performed. The 90%-Confidence intervals of the AUC, ratio and the C,,, were from
log 0.8007 to log 1.1240 and log 0.8645- log 1.2483, respectively. These values were within the acceptable bioequiva
lence intervals between 0.80 and 1.25. Therefore, this study demonstrated that two formulations have bioequivalence
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with respect to the rate and extent of absorption.
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Fig 1. The mass spectrum of Domperidone (precursor ion (A), p
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Table 1. Intra-day and inter-day precison and accuracy for
the deter mination of domperidonein plasma

. Precision (CV%) Accuracy (%)
Concentration
(ng/ml) Intraday Interday Intraday  Interday

(n=5) (n=5) (n=5) (n=5)
05 104 12.6 114 107.5
15 9.2 43 121 106.6
40 39 29 1129 109.6
80 9.8 43 109.9 93.8

BEFEH] A% 310 eVollA] miz 256.20 ¢ iono] 71 &
o] AAHE AL Flste] 72+7HS CID (collision-induced
dissociation) ¥ 2 €{= & product ion 22 A3} c}.
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AEAL Jep A dodeh 2149 A5 05 (AHEEHA 5
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Fig 3. The plasma concentration of domperidone ver sus time curves after oral administration of the two domperidone preparations
in korean volunteers. Mean values (+S.D.) for each formulations were represented on the graph (O: reference, @: test; n=34,

mean+SD)
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Table 2. Pharmacokinetic parameters after administration of two domperidone formulations in the bioequivalence study
(AUC,, Crrax, Trnax)

Parameters

AUC, AUC, AUC, .../ AUC, Corax T Tup
(ng - h/ml) (ng - h/ml) (%) (ng/ml) (h) (h)

Ref. Test Ref. Test Ref. Test Ref. Test Ref. Test Ref. Test

Al 190.6 70.9 205.8 80.5 74 12.0 66.2 23.8 0.8 0.8 11.8 9.0
A2 95.5 1838 1063 1919 10.2 42 27.1 424 1.0 05 144 8.8
A3 186.2 1468 2024 1564 8.0 6.2 39.5 32.8 0.8 10 11 10.0
A4 1279 1030 1402 110.6 8.8 6.9 60.5 27.1 0.8 05 8.7 59
A5 2100 1287 2259 1397 7.0 79 34.8 352 10 0.3 10.9 121
AG 1396 1621 1476 1718 54 57 31.3 56.4 0.8 0.5 95 11.6
A7 2609 1608 2752 1814 52 14 63.2 41.6 05 15 9.3 125
A8 89.7 116.0 99.7 124.2 10.0 6.6 130 40.9 15 0.5 6.2 85
A9 1638 1452 1748 1592 6.3 8.8 422 295 10 0.8 110 112
A10 1286 1400 1425 1504 9.8 6.9 32.2 4.7 0.5 0.8 121 123
All 91.2 1354 1037 1496 120 95 9.1 23.2 0.5 0.8 129 11.9
Al12 153.7 110.6 1662 1213 75 88 62.8 37.6 05 0.8 121 128
Al3 66.0 145.9 73.7 156.2 10.5 6.6 153 32.7 10 0.8 73 103
Al4 1270 2185 1411 2419 10.0 9.6 24.2 48.6 0.5 0.8 12.7 134
A15 1405 3032 1538 3249 8.6 6.7 34.3 47.9 0.5 0.5 130 10.7
Al6 2476 1499 2557 1577 32 50 66.7 533 05 0.8 89 10.2
Al7 91.7 37.3 9%.4 46.0 49 189 37.8 20.6 0.8 0.8 6.3 55
B1 146.3 38.2 157.1 42.5 6.9 9.9 511 24.9 0.8 0.5 1.2 41
B2 91.8 2545 1017 2738 9.7 71 317 39.6 0.8 10 8.6 104
B3 88.0 1333 97.7 140.8 9.9 54 20.9 215 15 3.0 8.9 5.9
B4 100.9 75.5 107.6 811 6.2 6.9 30.5 241 0.8 05 7.3 7.1
B5 96.4 734 107.4 80.3 103 8.6 25.8 133 0.8 0.5 82 81
B6 1244 1280 1336 1326 7.0 34 27.0 60.8 0.8 0.5 6.9 57
B7 185.2 90.1 193.0 98.9 41 8.9 47.5 41.8 10 10 9.2 7.0
B8 814 91.7 90.6 98.3 10.1 6.7 34.9 4.1 0.5 0.5 8.2 7.8
B9 125.2 130.7 1209 1394 36 6.2 27.2 442 0.8 0.8 43 10.7
B10 1450 1684 1565 1774 7.3 51 29.9 51.6 0.8 0.8 10.5 79
B11 91.8 67.0 100.9 76.6 9.0 12.6 337 16.8 0.8 0.8 7.2 1ni1
B12 163.2 82.1 170.7 88.5 44 7.2 48.1 19.7 10 0.8 10.2 6.3
B13 81.0 191.0 88.9 203.9 8.9 6.3 20.3 65.5 0.8 10 78 113
B14 106.8 1899 1157 2055 7.6 7.6 24.7 54.6 0.8 0.8 10.9 118
B15 1336 1866 1438  200.1 7.1 6.7 43.0 40.6 0.5 10 5.6 15
B16 142.0 80.7 149.7 88.3 52 85 65.8 319 0.8 05 7.0 7.0
B17 1412 83.8 150.5 88.9 6.1 58 27.2 27.0 0.8 05 6.0 6.4
Mean 1340 1330 1443 1435 7.6 7.8 36.7 371 0.8 0.8 9.3 9.3
SD 46.8 58.5 48.1 62.3 23 29 159 133 0.2 05 25 26

Subjects
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Table 3. Satistical results of bioequivalence evaluation in
AUC, and C,,,, between two domperidone tablets

ANOVA S'g'uﬁ”&s Fvdue Ftable
AUC, Group or Sequence 0.57 3.596 4.149
Subjects/Group 0.16 0.937 1.804
Period 0.004 0.026 4.149
Drug 0.047 0.277 4149
Residual 0.17
Crax  Groupor Sequence  0.050 0.273 4.149
Subjects/Group 0.184 0.921 1.804
Period 0.013 0.066 4.149
Drug 0.024 0.123 4149
Residual 0.2

Table 4. Lower and upper limit of 90% confidence interval
in AUC, and C,«

90% Confidenceinterval

Point estimation — —
Lower limit Upper limit
AUC, 0.948 0.801 1124
Crrax 1.038 0.865 1.248
AL DHJZ—‘ZM Algeke] 2ot HFA 2] 90% A=

H(AuC)zZt =1

|3

SSE(C )0l

T g@ze] 23t AUCHES C oy
Zkoll w3k BAREA 44 BAAA ARE 27 Table 3, 40
el 27 £A 83 A6 A F tablesl] 2713 ZHE
o 2 veh foHel SA R 52 #3727t gl A
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