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12809

PK Assessment

Lacosamide and SPM 12809 in plasma
Cmax, Cmax,norm and CTrough and normalized

Safety Assessment

Laboratory tests, adverse events, ECGs

PD Assessment

None

Pharmacokinetic Results:

Lharmacolinetics of lacosamide in plasma.

Descriptive statistics for Ciough (predose) and Cmax (end of infusion) LCM plasma
concentration on Day 2 (am and pm) by actual daily dose are presented in the following

tables.
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Descriptive statistics for Cyangn {predose) and Ca,, (end of infusion) LCM plasma
concentration on Day 2 by actual daily dese and time point
Population: Pharmacokinetic Set

Actual daily Conceniration in pg/mlL
dose/
Infusion
durafion/
Time point 2 [n=LO0Q|  Aean (3D) Median Min Max
LCM 200mg/day

30-minute

Day 2 am predese
{Cipomge 10) 4 4 23563 (835347} 23830 1700

Day 2 am posteose
{Cons 17} 4 4 50813 0.51183) 52230 3895 3.930

Diay 2 pm predose
{Corongt 17)

" Day 2 pm postdose
{CaxdV}

15-minute

e
el
Nl
wh

s
I

] 2.6300 (110037} 2.5830 1570 43580

(*X)
(¥

3933 {1.48359) 4.7300 4348 7.020

Day 2 am predose
CO 16 16 27538 (L 27086) 2.6525 1.650 4.600
Day 2 am postdose
{Cou 1%) 4 14 5.53186 (1.16874) 3.5400 3.870 738G
Day 2 pm predose
Crrongs TV i3 i3 2.6333 (0. 78026) 2.5000 1310 4.045

Day 2 pm postdoze '
{Ce IV} i6 i6 5.8066 (2.6059%) 35700 el 14283

10-minute

Daxy 2 am predose
Cmngs 1¥) 2

Day 2 am postdose
{Cones 1V} 2 2 53235 Q271173%) 5.5223 3.603 T.440

Day 2 pm predose
(Curoun V)

Day 2 pm postdoze
(CoareV)

(%)

1.7925 (0.61163) 17833 1.360 2.225

[
ol

2 1.6050 (0.50912) 1.6030 1245 -1.965

[
(]

3.0725 (1.94208) 3.0723 3.693 6.450
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Descriptive statistics for Ciguen (predose) and Cyy,: (end of infusion) LCM plasma

concentration on Day 2 by actual <aily dese and time point

Population: Pharmacokinetic Set

Actnal daily
dose/
Infusion
duration/
Tims point

Conceniration in jg/ml.

>LOQ

Mean (8D)

Median

Min

Max

LCM 300mg/day

30-nxnute

Bay 2 am predoze
{Croougs 1)

Day 2 am postdase
L 17}

315630 (0802613

33025 (0.32173)

ad
()
Kead
L

7.3025

Day 2 pm predose
(Copemzs )

Bay 2 pm postdose
{Cmax 1%}

f-a

3.4000 (0:.42426)

55800 (1.11723%)

3.4000

6.9300

13 -minute

Bay 2 am predase
oz V)

Pay 2 am postdose
{Coon 19}

i8

17

36533 (0.96793)

7.7153{1.95741)

33673

713100 -

Pay 2 pm predose
{Cog 1)

Bay 2 pm postdose
(Lo 19

18

3.3406 (596508}

3100

70230

10-nvinute

Bay 2 am predoese
{C‘tm_m i"")

Day 2 am postdose
({:‘:m_'( iv}

2.7330 (0.74001;

76813 (1.70842)

28275

8.4800

3516

%640

Day 2 pm predose
(Copmmsa 1)

Day 2 pm poztdose
(Caaas 1¥)

2353075077327

66375 {1.61383)

2.5330

8.8123

3.230

8.135
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Descriptive statistics for Cypen (predose} and Gy {end of infusion) LCM plasma
concentration on Day 2 by actual daily dese and fime point
Population: Pharmacokinetic Set

Actual daily Concentration in pg/ml.
dose/
Infusion
duration/
Time point n |p>LOQ| Alean {SD) Median Ain Max
LCM 400mg/day

30-minute

Day 2 am: pradose

{Cirog: 19) 12 12 4. 7842 {1.48153) 44625 2933 7.633
Day 2 am postdose

{Cn 1%} 11 i 9.8236 {2.46334) 18.3750 3.39¢ 13 440
Day 2 pm predose

Croen 1¥) 11 i1 4.3809 {1.31035) 4.3830 2430 7500
Day 2 pm postdose

Lo i i1 Q4273 2.13709) 98350 5.245 12570

15-minute

Day 2 am pradoss

Loz B9 26 26 4.5600 (1.74908) 47123 2725 10.723
Day 2 am: postdose
{ s 1%} 25 25 104720231337y | 10,1800 7275 18.133
. Day 2 pm predose
{Corogs 19) 26 26 4.6713 {1.43018) 4.3550 2,620 8330
Day 2 pm postdose
{ ] 26 26 9.9687 (2.93351) 9.5073 3.500 15363
10-muinute

Day 2 am predose -
{Clruge 1) T K 4 2664 (1 40000} 4.3430 2730 6.885

Day 2 am postdose

{Conne 1) § b3 12,7883 (279038} | 12.2400 2780 16.630
Day 2 pm predose

{Coan 1) 7 7 3.6337 {1.79375) 34400 2.335 .57
Day 2 pm postdose

{Coz 1V} 7 7 7521 (3.34318) | 10.1430 £.900 17.130
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Descriptive statistics for Cuopen (predoss) and Cuy,. {end of infusion) LCH plasma
concentration en Bay 2 by actual daily dese and {ime point
Population: Pharmacokinetic Set

Actual daily Concentration in ug/mL
dose!
Infusion
duration/
Time point g |BeL0Q| Mean (53D) Median Ain Max
LCM 300mg/day
30-nvinute
Day 2 am predose
{Coong 1) 5 3 96600 {£.33103) 20130 §.200 16.823
Day 2 am postdose
Lo 1)

Day 2 pm predase
Caouge IV} 3 5 S4B (3.36341) 87330 5170 13.

L]
L]

16,3320 {3.31565) | 17.3230 11.300 19.933

lod)
e
w

Day 2 pim postdose
Lo IV)

15-mimute

()
(")

150200 (3.78553) | 143430 10245 19770

Pay2 am predoge
{Cougs 1) 8 1 §.2494 (1.65881) 38100 4.185 915G

Bay 2 am postdose
{Cpay 1} 8 8 11.9425(1.65198) [ 11.8875 9.538 15140

Day 2 pm predoze
{Conege 1¥) 8 8 3.1869¢1.33381) 48125 3.305 8535

Day 2 pm postdase
Caus V) 8 8 113131 294770y | 10.6123 7.930 15,685

10-nuanute

Day 2 am predose
{Coromg TV} 4 4 6.4213 (1.84006) 6.5375 3.925 8645

Day 2 am postdose
{Cnex 17} 4 3 147113 (163288} | 142975 13.220 17.630

Day 2 pm predoze
Copeg 1V 4 4 §.3563 {2.35900) 5.9330 3.805 9750

Bay 2 pm postdose

" 12.0567 (1.33644) | 12.2200 15.435 13.525

W
La
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