
Table 1: Pharmacokinetic parameters of LCM following single oral administrations of 400,
600, and 800mg LCM in healthy male subjects.
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Table 2: Summary of Urinary PK
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Comments: AUC(0—tz), AUC(0-oo), and Cmax as well as Ae increased proportionally with the
administered dose.
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Other PK parameters (tmax, tl/2, total body clearance [CL/f], and renal clearance [CLrenal]) of
LCM were unchanged at the different doses.

The dose—proportional increase ofAUC(0—oo) and Cmax was demonstrated for AUC and Cmax

of LCM with the dose between 400 mg and 800 mg.

PK conclusion: Lacosamide was absorbed with a tmax occurring between 1.0 and 4.0 hours

after dosing and a terminal half-life of approximately 13 hours. AUC and CmaX of LCM

increased proportionally with the dose between 400 mg and 800 mg.

4.2.2.2 Dose Proportionalz'ty Studies—Multiple Doses

4.2.2.2.] Study SP836: Double-blind,randomized, placebo-controlled, parallel group, 7-day
oral ascending dose study to determine the tolerability andpharmacokinetic profile
ofSPM 927
 

Study Type: Multiple dose study.
but

Clinical Investigator: Mm:,_ ;- --——~~M—~—_mmMaw

Objectives: The primary objective was to investigate the safety and tolerability of multiple oral
doses of SPM 927 in healthy male subjects. The secondary objective was to determine the PK
profile of SPM 927 following multiple oral dose administration.

Study Design: This was a randomized, double-blind, placebo-controlled, parallel-group Phase 1
trial in healthy male subjects using SPM 927 capsules hand-filled with the pure drug substance.

Twenty-one subjects were randomized to 3 groups of 7 subjects. In each group, 6 subjects were
randomized to 100 mg SPM 927 once daily on 7 consecutive days, 200mg once daily on 7
consecutive days, or 200 mg twice daily on 6 consecutive days and in addition once daily on Day
7. One subject in each group was randomized to placebo.

Blood sampling times: Samples (7 ml) were collected at the following times:
Interval Subjects 1‘7 (100 mgod {Group 1] Subjects 15—21 (200 mg bid {Group .31)"

Sub em 8-14 (206 In; 0d Grou 2
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Day 9 X (48 hours post finat dose)

Day to X (72 hours post final dose)

-‘ as detailed in protocol amendment 1; also, measurements added at 48 hr & 72 hr post final dose for Groups 1 & 2
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Urine sampling times: Urine was collected at the following times: pre-dose, 0-4, 4-8, 8-12, and
12—24 h post dose on Days 1 and 7.

Criteria for Evaluation: PK parameters (AUC, Cmax, Tmax, t1 /2) of SPM 927.

Analflical Methodology: Same as Study SP835

Data Analysis: PK parameters were calculated by non-compartmental or model-free methods.

Descriptive statistics were computed for pertinent pharmacokinetic parameters for each
treatment. An analysis of variance (ANOV A) was performed and the 90% confidence intervals

were generated for the ratio of fed/fasted for Cmax, AUC0_t and AUC0_...,, Cmax, and AUCOM were
natural-log (In) transformed prior to analysis.

Results:

Study Population: 21 male Caucasian subjects were enrolled and they all completed the trial.
The mean age of the subjects was 32 years (range, 19-39 years).

Pharmacokinetics: Mean PK profiles of SPM 927 for all the treatments are shown in Figures 1
and 2. Trough concentrations of SPM indicate that with a twice-daily dosing regimen with 200
mg LCM, steady state was reached after 72 hours.

Descriptive statistics for PK parameters of shown Table 1.

Figure 1. Mean Plasma Concentrations of SPM 927 After Oral Administration of SPM to '

Healthy Volunteers.
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Figure 2. Mean Urinary Concentrations of SPM 927 Afier Oral Administration of SPM mg to
Healthy Volunteers. ’
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Comments: The PK parameters AUC(0-tz), AUC(0-oo), and Cmax increased proportionally with
the administered daily doses of 100, 200, and 400mg. Tmax and t1/2 were unchanged at the
different doses. Dose proportionality ofAUC and Cmax was also shown by plotting mean Cmax,

AUC(0-tz), and AUC(0—oo) against the daily dose and by the ratios of mean AUC(O-tz) and
Cmax values between dose groups.

Steady state was reached after 72 hours of dosing with a twice-daily oral dosing regimen

PK conclusion: The analysis of AUC(O-tz), AUC(0—oo), and Cmax of LCM showed dose-proportional
increases for these parameters. The maximum plasma concentration was reached between 0.5

and 6 hours afier dosing. The terminal half-life of LCM was approximately 13 to 14 hours.

4.2.2.2.2 Study SP588: Multiple dose tolerance study with ascending oral doses ofSPM 927
(Harkoseride) in healthy male Caucasian volunteers
 

Study Type: Multiple dose study.

  

a #5 “(BitClinical Investigator:

J——’:

Objectives: To evaluate the safety, tolerability, PD effects, and pharmacokinetics of oral
multiple doses of SPM 927.

Study Design: This was a randomized (within group), double-blind, placebo—controlled,

sequential parallel-group study in subjects with single- and multiple-dose administration of LCM

capsules filled with powder blend. Thirty-three subjects in total were enrolled in 2 sequential

groups with ascending dose levels. The higher dose level in the second group was only
administered after an evaluation of tolerability and safety data from the first group. Sixteen
subjects were enrolled in the first group and randomized to 300 mg LCM as single dose on Day 1
and twice daily for 13.5 days on Days 3 to 16 (12 subjects) or matching placebo treatment (4

subjects). Seventeen subjects were enrolled in the second group and randomized to 500 mg LCM
as'single dose on Day 1 and twice daily for 13.5 days on Days 3 to 16 ( 12 subjects) or matching
placebo treatment (5 subjects). The dose regimen in the second group could be altered during the
trial for tolerability and safety reasons.

Blood sampling times: Serial blood samples (7 ml) were collected post close on Days 1 16 and
at several times on other days.

Urine sampling times: Urine was collected on Days 1, 3 and 16 at the following times: pre-
dose(only on Day 1), 0-4, 4-8, 8-12, and 12-24 h post dose; over 24 hours on Days 2 and 17; and
0—12 hours after evening dose on day 15..
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