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Bioequivalence of Perampanel Tablets in healthy subjects
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Abstract: Objective To investigate the plasma concentrations and pharmacokinetic parameters of perampanel in human body of
healthy subjects po administered with the test and reference preparation of Perampanel Tablets under fasting and fed conditions, and
to evaluate of the bioequivalence and safety of two preparations. Methods  Asingle center, single dose, two preparations, randomized,
open-label, two-cycle, and self-cross controlled trial design on bioequivalence of healthy subjects under fasting and fed conditions was
studied. Subjects were po administered with the test or reference preparation of 4 mg Perampanel Tablets under both fasting and fed
conditions, respectively. The concentration of perampanel in plasma was determined by LC-MS/MS method, the pharmacokinetic
parameters were calculated by Phoenix WinNonlin 8.1 in non-compartment model, and the statistical analysis of clinical safety were
evaluated by SAS 9.4 software. Results  The main pharmacokinetics parameters Cmax and AUCo.-t of the test and reference preparation
of Perampanel Tablets under fasting and fed conditions were as follows: (181.20 +46.14), (168.60 +47.98), and (130.44 +28.59)
and (139.15 £39.99) ng/mL; (7 587.46 £2 975.40), (7 485.88 +2 910.03), and (7 820.54 +3 229.68), (7 528.88 +2 325.94)
h ng/mL. The geometric mean ratios of the main pharmacokinetic parameters of the two groups of Perampanel Tablets were 80.00% —
125.00%. The incidence of adverse events in the fasting and fed conditions groups were 46.70% and 50.00%, respectively, and no
serious adverse events occurred. Conclusion The test and reference preparation of Perampanel Tablets are bioequivalent, safe and
well tolerated in a single dose.
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Fig. 1 Plasma concentration-time curves of test and reference
products under fasting ( A) and fed (B) condition

*1 ZTHAETENEREXOKRMECHIAZRAFFIFSERFINEEZADFSH

Table 1 Mean pharmacokinetic parameters of Perampanel Tablets in healthy subjects after single dose administration of test

and reference products under fasted and fed condition

i} 35
S8 LT
Z il (n=30) Zil (n=30) Z il (n=30) 25 (n=32)
Crnax ng mL1 168.60+47.98 181.20+46.14 139.15+39.99 130.44+28.59
tmax h 0.75 (0.5, 3) 0.75 (0.5, 2) 1.50 (0.5, 4.5) 1.50 (0.5, 4)
AUCo- hngmL?!  748588+20910.03 7587.46+2 975.40 7528.88+232594  7820.54+3229.68
AUCo-» hngmL?  6157.76+1477.02 6 871.64+2583.05 7540.71+2752.16  8232.38+4 046.96
AUCo7zn  hngmL?!  319450+573.09 3347.06+682.95 3321.02+612.38 3352.00+631.46
ti h 74.38+£22.06 78.92+28.34 77.35430.57 81.56+34.42
J2 ht 0.010 1+0.003 1 0.010 0+0.003 8 0.010 5+0.004 4 0.010 2+0.004 5
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#2 BRINEZER2XORM ISR BLHMSIRENEEAHNFSHEMFRETN (BES)
Table 2 Bioequivalence evaluation of main pharmacokinetic parameters in blood of healthy subjects after a single oral

administration of Perampanel Tablets under fasting conditions

- . Sl ZHuAil JURTELLEME (2 MRS Q0% [ X [F1/%

no UM% n L% BIZH) 1% A HI%
Crmax ngmL? 30 1759 30 162.6 108.17 20.61 [98.91, 118.31]
AUCozn hsngmL* 30 32822 30 31463 104.32 8.48 [100.51, 108.27]
AUCo: hsngmL? 30 70921 30  7000.2 101.31 9.49 [97.19, 105.62]
AUCo. hngmL* 22 65763 19 63934 102.86 9.92 [97.10, 108.97]

*3 BRIAFERRAORMECHRRELPHSHRNEZLHNFSHEDFHNIETN (BES)
Table 3 Bioequivalence evaluation of main pharmacokinetic parameters in blood of healthy subjects after a single oral
administration of Perampanel Tablets under postprandial conditions

- i AR5 Z bl JUFTEREAE (2 DMERAESR Q006 1= [X [71/%

no JUESEC 0 JUISHEC WUSHD /% ARHU%
Crmax ngmLt 32 1277 30 134.6 94.92 19.22 [87.36, 103.13]
AUCo7zn hngmLt 31 32951 30 32634 100.97 10.44 [96.41, 105.75]
AUCo+ hwngmLt 29 71778 30 71880 99.86 1221 [94.49, 105.53]
AUCo. hngmL* 25 73735 23 75444 97.73 10.63 [92.23, 103.57]
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6 1] (18.80%, 6/32) 7 Bl KAENRIRIL, LA 5
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