oFAI8kE] %] (2007), A 37D A 6%
J. Kor. Pharm. Sci., Vol. 37, No. 6, 397-402 (2007)

OITAN*XRMSZHAMIZHEH, 75 mg)0i| CHEH B CORMES S MESHSSY
CIEE2} F0 of2|g - 240 - ZHE' - YW - A2

£t o BrfEt ofa/stmd
TEr=LfEtn o/ Brfjst LB et imA
(20071 104 54 AT - 2007 108 18¢€ =

[e)
F

)

Bioequivalence of Efexor® XR capsule to Venfaxine® OR tablet (Venlafaxine 75 mg)
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ABSTRACT - To evaluate the bioequivalence of two venlafaxine formulations, a standard 2-way randomized cross-over
study was conducted in twenty-four healthy male Korean volunteers. A single oral dose of 75 mg of test formulation Ven-
faxine OR® (tablet) or reference formulation Efexor XR¥ (capsule) was administered with one-week washout period.
Plasma concentrations of venlafaxine were assayed for over a period of 72 hours with a well validated method using liquid
chromatography coupled to tandem mass spectrometry (LC-MS-MS). The mean+S.D. of maximum concentration (Cpax)
and elimination half-life (t;) were 64.7+£28.5 ng/mL, 9.2+3.0 h, and 67.2+30.2 ng/mL, 9.9+3.5h for test and reference
formulations, respectively. Time to reach maximum concentration (T} expressed in median value (range), for the test and
the reference, were 10 h (6-14) and 8 h (4-12), respectively. Similarly, area under the plasma concentration-time curve, from
time zero to last sampling time (AUC,) and from time zero to time infinity (AUCiyy), for test and reference formulations were
1185+755, 1326896 and 11244737, 1185£755 ng-h/mL, respectively. The parametric 90% confidence intervals on the
mean of the differences between the two formulations (test-reference) of the log transformed values of AUC, and Cy,, were
0.9630 to 1.1383 and 0.8650 to 1.0446, respectively. The overall results indicate that the two formulations are bioequivalent
and can be prescribe interchangeably.
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Figure 1-Product ion mass spectrum used in MRM for venlafaxine
determination.
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Table I-Precision and Accuracy for the Determination of
Venlafaxine in Human Plasma

Concentration Precision C.V.* (%) Accuracy
(ng/mL) Intra-day (n=5) Inter-day (n==8) (%, n=5)

2 6.97 5.77 106.95

10 1.77 7.73 111.21

20 6.20 7.62 96.37

50 4.28 7.48 100.75

100 4.44 6.70 105.85

200 1.61 8.47 108.51

500 3.64 7.86 95.71

*C.V. (Coefficient of variation)=100x S.D./mean
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2 ng/ml, (c) concentration around Cpay.

J. Kor. Pharm. Sci., Vol. 37, No. 6(2007)



CJBAXRAEZAL (IZEA, 75 mgpl] HE M ORI e] A2k E5 401
Table II-Pharmacokinetic Parameters of Venlafaxine after Single 75 mg Oral Dose of Two Formulations (n=24)
Efexor XR Capsule Venfaxine OR tablet
Volunteer —— AUC, AUCi¢ Crnax Tinax ti AUC, AUCq¢ Conax Tinex tin
(ng'h/mL) (ngh/mL) (ng/mL) (h) (h) (ngh/mL) (ngh/mL)  (ng/mL) () (h)
Al 350 382 363 8 9.3 450 533 35.0 8 12.7
A2 1662 1708 105.0 8 12.9 1926 2135 80.5 10 13.7
A3 1967 2075 96.7 8 10.5 1771 2089 1024 6 12.3
A4 606 707 46.5 6 18.9 596 645 34.0 6 7.8
AS 558 592 36.6 10 10.7 674 726 355 14 13.0
Ab 1455 1583 86.6 8 11.1 1370 1406 71.8 14 7.5
A7 2108 2151 101.9 12 12.5 2559 3163 99.0 14 9.5
A8 348 365 38.2 10 1.7 227 260 17.9 10 6.4
A9 855 984 62.6 6 11.0 1274 1347 714 8 72
Al10 1303 1330 70.0 8 5.9 1607 1719 81.9 10 6.9
All 593 627 39.0 10 7.5 1100 1149 68.7 12 6.7
Al12 2012 2205 102.8 10 9.5 1697 1880 93.9 10 9.8
B1 505 594 344 6 10.9 406 429 27.5 6 72
B2 1032 1132 59.6 6 10.2 870 915 53.6 10 1.1
B3 896 925 68.7 8 6.4 952 1046 63.0 14 7.7
B4 635 671 37.9 4 7.3 839 871 59.0 6.5
BS 1104 1193 61.4 6 9.1 1155 1240 66.6 8 7.8
B6 511 543 39.8 8 10.5 598 676 414 8 9.7
B7 945 1012 54.3 6 10.9 806 966 43.8 12 11.2
B8 3091 3290 152.0 6 11.8 2617 3015 132.6 12 15.8
B9 638 743 63.4 10 6.3 529 594 55.7 10 5.5
B10 655 677 67.0 8 6.9 534 589 48.0 6 59
BI1 2484 2995 104.5 10 16.2 3032 3531 110.7 14 152
B12 674 709 47.9 10 10.4 857 906 58.0 10 7.6
Mean 1124 1216 67.2 8* 9.9 1185 1326 64.7 10 9.2
S.D. 737 806 30.2 4-12) 3.5 755 896 28.5 (6-14) 3.0
“Data expressed in median (range)
~ 28.5 (ng/mL)Z o) 7F 3.79% ol oW, T, F3%
§> 100 1 (mediany® DZFo] 8(4-12) (h), ANAFO] 10(6-14) (W
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Figure 4-Mean (n=24) plasma concentration-time profile of ven-
lafaxine after oral administration of Efexor®XR capsules (O) and

Venfaxine®OR tablets (@) at the dose of 75 mg of venlafaxine. Ver-
tical bar represents S.D..

Point estimate 90% C.I.

AUC, 1.046 0.9630~1.1383
AUCiy¢ 1.070 0.9840~1.1651
Cinax 0.950 0.8650~1.0446
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