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2.6.5 PHARMACOKINETICS TABULATED SUMMARY
Absorption:

Pharmacokinetics parameters of lacosamide following oral administration to mice.

Dose | Duration | Cuo[ugml] T,..[h] AUC,.. hmgml]
e/l Mak Femak | Mal Femalk | Malk  Female
X |Sigledose| 103 - 05 - 26 -
1day 135 101 ] 05 B4 283
14 days 156 128 0.5° 05 39 202
Smonths | 126 118 0.5° 0.5 %3 778
1 year 164 164 0.5° 05 478 402
2 ymars 126 105 0.5° 0.5 B9 5
3 |1day %0 158 10 05 W5 484
17.7 169 0.5° 05 479 588
14 days 168 140 0.5° 05 458 395
Jmonths | 20 204 0.5° 05 515 462
& [1day 26 166 1 K 127 703
69 247 0.5° 05 95.1 96.5
14 days 46 295 0.5° 0.5 1258 814
Imemths | B0 276 0.5° 0.5 %0 131
Gronths | 29 290 0.5° 1 106 863
1 year we 370 0.5° 0.5 108 953
2 mars 28 304 05  0f %0 920
@ [1day B3 299 05 K3 140 151
14 days 48 301 0.5° 0.5 154 213
130 | 1day 05 . 483 1 0.5 189 15
Swonths | 424 365 0.5° 05 | o2m 170
160 | Sirgle dese | €15 - 0.5 - 250 -
1day 87 3|9 05" 2 258 24
%1 81.5 1 ] 269 %2
Wdays | 108 329 0.5° 05 | 244 29
3months | 538 459 0.5° 05 | 315 240
Sromths | 544 447 0.5° 05 | 2 25
1 year BE 447 0.5° 1 305 193
2 ymars BS 625 0.5° oF | 2w 23
70 | 1day 140 760 0.5 1 2 T2
14 days 56 407 ] 2 453 23

Trdimidial data orm edians fraw 2 profiles ame daomm.

a- fmmpln'gme

Data sorrces: Tabk 26538, =— 1844704 Tabl "~ § 30, ~— 18772/05,; Takle 257 3;

423.2) = 3100, fppendx 9-X 42322, — 312300, Appendic 10-5, b(a}
42341 — BI12400, fpperdix 115,
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Pharmacokinetics parameters of lacosamide following oral administration to rats.

Dose | Duration Conaxe [ngfmL] . AUC).. [engml]
e/l Mole Femak | Male Female | Mak Feamale
30 1day 10.7 130 05 1 524 783
129 140 1 1 105 119
3 months 12.0 144 1 1 613 808
11.5 137 2 05" 121 134
6 months 11.2 12.4 1 1 140 131
40 6 months 176 275 05 45 169 185 o]
1 yar 08 222 0F 05 177 190 ®
2yars 15.2 17.9 0¥ 05 180 202 @
80 & wonths 776 34.4 05 1 269 429
1 ymar 3 486 1 I 333 371 3’
2ymars 2.1 29.3 0.8 05 373 M2 74
50 day Bo 253 I 2 262 311 9,
3 months 79 26.4 05 1 275 310 )
5 months 28 33.7 4 1 296 39 Y
100 1day 218 220 s 1 147 152
3 months 20 360 2 1 172 23 O
180 6 months 489 570 2 s S14 €539 O
1 ear 579 - 2 - 512 - rol
2 years 49.5 - 1 - 505 - <
130 lday »7 307 1 05 400 481
3 months B2 339 2 1 539 0l
& months 470 624 05 1 483 570
1 ear - 59.8 - 1 - 687
200 2years - 518 - 05 - 737
300 1day 2 403 i 2 218 216
3 months 576 571 1 1 340 408

b(4)

plasma concertrations .

a - first ampliveg tim e

Data smrces: 4 23 .25, 148-235 Bammacdinetis evabetiairepont; $232.6, = 3227700, Sppendix 10-3;
423412 =~ 329500, fpperdix 11-5.
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Pharmacokinetics parameters of lacosamide following oral admi

dogs.

Dose [Duration Croex [ngmL] Ton e [ AUC,,, [hepgmL]
Imgite] Male Female Male Female Mala Female
5 1day 135 511 1 15 18.4 210
3 mwonths 7.13 5.60 1 1 2.8 230
@ months 579 540 15 13 198 210
1 year 7.07 7.36 0.5 13 314 24.5
[ 1day 875 7.60 1(0.51) 0.5(0.251) 197 229
211 = 880 0.8¢0.5-1) 08(0.5-1) 2.9 217
3weeks 1.38 137 08(0.5-1) 1{0.51) 21.0 232
3 nonths 247 624 |0.5(025-1) 1 0.52) 21 19.4
10 lday . 121 997 13 1.3 438 355
3 wonths 134 148 0.5 1.5 43.7 581
9 wonths 14.5 127 B85 1 M1 49.8
1 year 15.5 132 0.8 1.3 71.0 545
12 lday 12.7 108 0.8(0.5-2) 1.5(0.5-2) 45.1 445
15.7 153 0.5(0.25-1) 0.6(025%1) 316 298
3weeks 134 142 1(0.52) 1(0.51) 48.4 51.8
3 months 170 156 050.505) 1.5(0.52) 490 45.5
12 1day 139+1.6 - 0.5°(0.5-1) - 421161 -
(bid) |8days 13.6x1.6 - 1(0.5%2) - 43.5+£10.1 -
15 1day 18127 - 1(1-2) - 69.8+80 -
(bid) | Bdaw 167418 - 1(1-1) - 6184143 -
24 lday 235 235 0.8(0.25>-2 1{0.52) 81 79.5
271 274 1(0.52) 1(0.25°-1) 5.2 504
3weeks 207 2858 3(1-4) 1(0.52) 827 107
3 months 328 278 0.5(025-1) 08B(0.25-1) 102 852
25 1day 23.1 171 1 1.5 35.6 586
3 months 267 253 15 2 124 129
2 months 299 274 1 15 185 133
1 year 239 189 13 1 142 124
Vabes wemems (£ 5D)in=2, 4 @ 5) exxcept for T,,,, M edin mmge)). AUC, WA determ ved orer ome dose
¥teroal.

1 - firet sumpling time

bid = twice duily{12 honrs aptt

Datasources: Table 26.5.37, — 565402;4.23.2.10, 98825 ™rmacokcvti smahitiorepixt;

)

423211, 98865, Tacicdunetic evabntioireport; 4.23.2.12,) = 19600, Appawdix 10-3.
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Comparative pharmacokinetic data and systemic exposure to lacosamide following
intravenous administration of lacosamide to dogs and human volunteers.

Species Sex Dose Parameier [unit]

Route fughegiday] | Cowlngml] Tuzl] AUCo hengiml]

Dog Male 4 57110 19+03 293+7

miravenous 8 (NOEL) 130+0.5 17+02 4159+ 4

(bolus) 16 26114 21+01 106+ 4

Female 4 64105 16+03 P35

8 (NOEL) 153+ 128 1.7+02 53727

14 25412 17+01 Box7

Man Male 0re 1.4+ 08 135215 203+ 25

mtravenous 14° 38113 1224256 443 + 6.8

(10 minates) 21° 5819 123123 023113

43° 118+ 25 123108 111 +£12

Tt [resnted are after repeated Tararerous bolis jpection i the end of a 14-dyydog shadyim ean & SD. = per
s yor ofter siigk 10-mBute itraovenons infosio to heakker

a- hman a bodyweight of 70 kgwas assumed (50, 100, 150, 200 mgper subject).
Tan soxrces: 4.2.3.2.14, 28793, Burmacokdnety svalntionvpat; 533.1.5,5P634, Table 1421,
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Comparative pharmacokinetic data following repeated oral administration of
lacosamide to mice, rats, dogs and human volunteers.

Species Sex Dose Paramwier of larosamide [undt]
Route pg/lg day] Coeltgml] T[] AUC,, fepgmL]
Mouse Male 20 20 0.5 51.5
Dl &) (MOAEL) 20 0.5 910
(sohitior) 120 424 0.5 229
180 38 0.5 315
Female 0 N4 05 452
&) (HOAEL) 28 0.5 131
10 56 0.5 170
180 459 0.5 240
Rat Male | 2 11.2 1 140
Oml 90 (HOAEL) 218 4 208
(sohation) 180 470 0.5 488
Female 50 124 1 131
90 (HOAEL) B 1 3%
180 624 1 570
Dog - Male 5 71 05 314
Ol 10 (MOAEL) 155 08 710
(capsuls) 25 B9 13 142
Famale 5 7.4 13 2.5
10 (MOAEL) 13.2 13 et )
25 189 1.0 124
Man Male | 85 Dayls(mght) 126:22 3(1-8) 1191183
Onl(capsule) Daylé(day) | 145:17 1(1-2 126+ 174

Duta pressried are after repeated aral adm indstration at B end of 2 3-morthmonse (tudividaal data ) 6-monthat
(mediare, ¥e 3, 12m ath dogz {mediams, n=2} and 16-dayloman trial SPH88 (means + SD, n=12, T, , m edian

(rmge ). hm m abodyarigt of 70kgwns asnm ed (2% 300m gper atbject/duy).
AlTCpqe n I the mowse. rat and dog, and AUC,. 11 » 1 aty aTe Zipe
Dutr sorces: 42322 =~ 13123400, Jppendi: 10-5,4.2.3.2.6 =~ 322700, Appendie 105423212,
—~  IZ196/00, Sppersduc w-5; 5.3.3.1.4, SPI8R, Sectimn § 4.
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