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Bioequivalence of Brivaracetam Tablets in healthy subjects
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Abstract: Objective To study the bioequivalence of Brivaracetam Tablets under fasting and fed administration. Methods ~ Asingle-
center, single-dose, randomized, open, two-cycle, cross-over trial was conducted. Twenty-eight subjects in the fasting and fed groups
were included. Healthy subjects were po administer with Brivaracetam Tablets test or reference preparation of 50 mg (one tablets) with
240 mL warm water in a single dose. HPLC-MS/MS method was used to determine brivaracetam in human plasma samples. Phoenix
WinNonlin 8.1 software was used to calculate pharmacokinetic parameters, and SAS 9.4 software was used for statistical analysis.
Results The geometric mean values of main pharmacokinetic parameters (AUCo-», AUCo-t, and Cmax) Of Brivaracetam Tablets two
preparations in the two groups were in the range of 80.00% — 125.00%. Conclusion The test preparation and reference preparation
of Brivaracetam Tablets are bioequivalent in healthy subjects under fasting or fed condition.
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Fig.1 Typical HPLC-MS/MS chromatograms of
brivaracetam
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Table 1 Results of accuracy and precision tests ( X s, n=6)

JREWRES LRSS e TADRE 25 %
(hgmLh)  WEME/(ng ML) RSD/% HEME 2% WEME/(ngmL?)  RSD/% TR B2 O 221 %
5.00 5.640+0.281 5.0 12.8 5.350+0.311 5.8 7.0
12.00 12.200+0.431 35 17 12.500+0.492 3.9 42
500.00 484.000+13.200 2.7 -3.2 500.000 = 22.000 4.4 0.0
2250.00 2 230.000-+76.200 3.4 -0.9 2 220.000+77.100 35 -1.3
F2 FAEMRBER ( xxs, n=3)
Table 2 Results of stability test ( X +s, n=3)
Y FSREIRE/(ng mL™Y)  SEPFR SR/ (ng mL™) RSD/% RE/%
Yah (=20 C) 12.00 12.40+0.20 1.6 33
2 250.00 2 203.00421.00 1.0 2.1
YRl (=70 C) 12.00 12.00+0.20 1.7 0.0
2 250.00 2 217.00425.00 1.1 -15
ArAbEETRE (EE 2020 12.00 11.90+0.80 6.7 -0.8
2 250.00 2 273.00%32.00 1.4 1.0
WHE (8 C. 7d) 12.00 12.40+0.50 4.0 33
2 250.00 2 180.00+97.00 4.4 -3.1
K4 (=20 C. 56d) 12.00 12.60+0.40 3.2 5.0
2 250.00 2 260.00+10.00 0.4 0.4
K4 (=70 C. 56d) 12.00 12.30+0.40 3.3 25
2 250.00 2 253.00432.00 1.4 0.1
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Fig. 2 Mean concentration-time curves of brivaracetam in
subjects after po administered with test and reference
preparation under fasting (A) and fed (B) condition

#3 ZEENEROBRGREAEERNEEAHFESH
Table 3 Main pharmacokinetic parameters after po Brivaracetam Tablets under fasting or fed condition

ZH LS s =M : s Lt \
ZiklH(n=28)  ZHili (n=28) ZHH (n=26) SR (n=27)
AUCo+ hngmL1 16409.48+3437.30 16881.92+3611.61  1428421+219575 14 854.02+2809.43
AUCo- hngmL1 16888.69+3740.12 17393.74+391856  1461020+£2329.17  15226.38+2 964.19
Crmax ngmL 1843.61£737.96 1694.18+507.55 1139.73+153.39 1172.22+164.97
Az ht 0.08+0.01 0.08+0.01 0.08+0.01 0.08+0.01
tir h 8.9411.40 9.02+1.46 8.39+0.91 8.63+0.86
tmax h 0.34 (0.17, 201> 051 (0.17, 3.01) 251 (1.01, 401 201 (1.00, 4.01)
AUCyxtrap % 2.62+1.54 2.73+1.58 2.15+0.88 2.36+0.84
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F4 TENMBERSTHRAEBRIZEAZSHNEDFRES
Table 4 Bioequivalence analysis of main pharmacokinetic parameters of Brivaracetam Tablets under fasting condition and
fed condition

JURTES LA (%
Z¥ i / 90% Cl/% A AR 52 [0/ 5 1%
H PO VB R B WEBHD % 6CIN6  MBAZRS  HRE%

&l
Crnax ng-mL? 28 1730.22 162351 106.57 97.76~116.17 19.09 92.0
AUCo-t h ng -mL™? 28 16077.19 16520.72 97.31 96.21~~98.42 2.49 >99.9
AUCo»  hangmL™? 28 16512.28 16986.86 97.20 96.13~~98.28 2.43 >99.9
Blh
Crnax ng-mLt 27 1139.10 1162.00 98.02 94.82~101.34 7.03 >99.9
AUCo-t h ng-mL™? 27 14 407.65 14636.30 98.43 97.23~~99.65 2.58 >99.9
AUCo»  hngmL? 27 1473391 14991.25 98.28 97.07~~99.50 2.60 >99.9
3 ¥ ,
%—ﬁf “E%@iﬁ PERINL SRR, 208 R AP & S T ; \
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2252 FITE 0.34 h BPAT IR0, 02 Ll 77 A B (brivaracetam) [J]. B4 %, 2016, 35(9): 1030-1035.
AE SRR E IR R, R HAZ N 9 h, [3] Gillard M, Fuks B, Leclercg K, et al. Binding characteristics of
G REH, ZRRK . SRR R s brivaracetam, a selective, high affinity SV2A ligand in rat,
BRI EIR T2 2 h, X ATRS S W BE R B HE mouse and human brain: Relationship to anti-convulsant
SR RAT LN, WA EREE TR EER, XS properties [J]. Eur J Pharmacol, 2011, 664(1-3): 36-44.

[4] EMA. Briviact: EPAR-Product Information, ANNEX I.
[EB/OL]. (2023-03-13) [2023-06-13] https://www.ema.
europa.eu/en/documents/product-information/briviact-ep
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MERZ [5] von Rosenstiel P. Brivaracetam (UCB 34714) [J].
AW FHAT R G S NG H, A FLPaE Neurotherapeutics, 2007, 4(1): 84-87.

B Cmaxs AUCo4+ AUCo0~ tmax A tie 5 BEAE 1R E0 P [6] FDA. Briviact: Clinical Pharmacology and Biopharmaceutics

2B 2B B A—5, 5 EBF34T B9 56 rh 75 3] Reviews. [EB/OL]. (2015-07-24) [2013-05-24] https://
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harmR.pdf.
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