Table 1: Pharmacokinetic parameters of LCM following single oral administrations of 400,
600, and 800mg LCM in healthy male subjects.

Parameter Statistic 400z 600mg 860mg
(uni) N=12 N=I2 N=9
AUCq o {pg/mL*h) | Geometric mean 13730 22164 288.05
{CV%)° {1g.4) (21.8) : (25.9)
AUC .0y {pg/mL*h) 141.02 22613 293 74
{150y 220 (26.5)
Caax {pg/ml) 833 1416 1843
{(20.2) (181} (26.0}
tin () 13.04 13.10 1220
{16.5) 8.1 (114
tmax (B) Median (range) | 1.50 (1.04.0) | 1.00(1.0-4.0) 200(1.020)
CL/F(L/h) Geometric mean 2.34 2.65 273
(CV%)" {150 (22.0) (26.5)
A (mp) Assthemetic mean 8452 144.41 198.52
+SD *10.72 +27 50 +£51.64
Cliena (L7h) 0.66 0.70 0.76
+0.16 +0.20 .31

C¥W=coefficient of variation; ECM=lacesamide; SD=standard deviation

a  In3 ofthe 12 subjects receiving TCM in the R00mg group, the dose was reduced in Treatment Period 3.
Two of the 3 subjects received 300mg and | subject received 500mg LCM instead of 800mg.

b The geometric CV(%) was caleulated additionally and is not reported in the SP387 Clinical Trial Report.

Table 2: Summary of Urinary PK

Dose SPMB2T

$60 mg BO0 Mg B0 mg
Hours alter dosing B=92t hi=i2 N=3
-4 - W2z #Ex LS 4405 20,0
48 1HAE52 246+ 132 54.5 % 6.0
a2 140+ 5.4 25.8:£11.0 224480
12-24 11388 AAL1.9 4354 181
24-38 127 44 ITHL B8 b ZE3-¥ ]
Fg-48 :E-E -4 84450 154463
Totsl (D8} BALEI0T 1448 2275 WES 515
Flanal claarance 07+ %2 a7 %02 D805
M) (G248}
* B12 1 afber doning M = 11
b 348 byatber dostig M= 11

Data sowes: Raction 132, Tahis 1087

Comments: AUC(0-tz), AUC(0-w0), and Cmax as well as Ae increased proportionally with the
administered dose.
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Other PK parameters (tmax, t1/2, total body clearance [CL/f], and renal clearance [CLrenal]) of
LCM were unchanged at the different doses.

The dose-proportional increase of AUC(0-o0) 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 Proportionality Studies—Multiple Doses

4.2.2.2.1 Study SP836: Double-blind, randomized, placebo-controlled, parallel group, 7-day
oral ascending dose study to determine the tolerability and pharmacokinetic profile
of SPM 927

Study Type: Multiple dose study.

old)

Clinical Investigator: s o T - -

L)

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 mg od {Group 1] Subjects 15-21 (200 mg b.i.d {Group 3)*
Subjects 8-14 (208 mg od [Group 21)

Day i predose; 0.5,1,2,3,4, 6,8, 10,12, 16*, & | pre AM dose; 0.5, 1, 2, 3, 4, 6. 8, 10, 12 {pre PM dose), &
24 b post dose 24 h post AM dose

Day3-6 | predose . pre AM dose

Day7 pre dose; 0.5, 1,2,3,4, 6,8, 10, 12, 16* & pre dose; 0.5, 1, 2, 3, 4, 6. §, 10, 12, 16, & 24 h post dose
24 h post dosg

Day 9 X (48 hours post final dese)

Day 10 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, Chax, Trax ti n) of SPM 927.

Analytical 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 Cpax, AUCo. and AUC..., Crmax, and AUCy... 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 After Oral Administration of SPM mg to

Healthy Volunteers.
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Table 1: Summary of PK Parameters
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Comments: The PK parameters AUC(0-tz), AUC(0-c0), 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 of AUC and Cmax was also shown by plotting mean Cmax,
AUC(0-tz), and AUC(0-0) against the daily dose and by the ratios of mean AUC(0-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(0-tz), AUC(0-), and Cmax of LCM showed dose-proportional

increases for these parameters. The maximum plasma concentration was reached between 0.5
and 6 hours after 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 of SPM 927
(Harkoseride) in healthy male Caucasian volunteers

Study Type: Multiple dose study.

Clinical Investigator:
A

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 dose 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..

NDA — 154
Lacosamide Film-Coated Tablets b‘4)

50, 100, 150, 200, 250, 300 mg .

Original NDA Review

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Nsights

Real-Time Litigation Alerts

g Keep your litigation team up-to-date with real-time
alerts and advanced team management tools built for
the enterprise, all while greatly reducing PACER spend.

Our comprehensive service means we can handle Federal,
State, and Administrative courts across the country.

Advanced Docket Research

With over 230 million records, Docket Alarm’s cloud-native
O docket research platform finds what other services can't.
‘ Coverage includes Federal, State, plus PTAB, TTAB, ITC
and NLRB decisions, all in one place.

Identify arguments that have been successful in the past
with full text, pinpoint searching. Link to case law cited
within any court document via Fastcase.

Analytics At Your Fingertips

° Learn what happened the last time a particular judge,

/ . o
Py ,0‘ opposing counsel or company faced cases similar to yours.

o ®
Advanced out-of-the-box PTAB and TTAB analytics are
always at your fingertips.

-xplore Litigation

Docket Alarm provides insights to develop a more
informed litigation strategy and the peace of mind of

knowing you're on top of things.

API

Docket Alarm offers a powerful API
(application programming inter-
face) to developers that want to
integrate case filings into their apps.

LAW FIRMS

Build custom dashboards for your
attorneys and clients with live data
direct from the court.

Automate many repetitive legal
tasks like conflict checks, document
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks
for companies and debtors.

E-DISCOVERY AND

LEGAL VENDORS

Sync your system to PACER to
automate legal marketing.

WHAT WILL YOU BUILD? @ sales@docketalarm.com 1-866-77-FASTCASE




