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Imbalance in excitatory and inhibitory activity in brain 65M (Global)
Unprovoked and recurrent seizures 6M (EU)
0.36M 3.4M (USA)
Seizure : a sudden rush of electrical activity in the brain (Korea)
Cause of epilepsy : Unknown (60~70%)
4 most common neurological disorder in US
U 55

Prevalence rate : ~0.5% (1/200) | % |

. TS HAMTHPGTCR) -

Most commonly diagnosed age (<20 or 2 65) ;< ooy - ‘ Oi
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Treatment
» Brain surgery
> Ketogenic diet
» \Vagus nerve stimulator
> Anti-epileptic drugs

SK blopharmaceutlcals
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= Expanding Market size V)
v Increasing trend from $8.4 B (2017) to $ 9.5 B (2022) with CAGR 2.7%

= No Improvement in Seizure-free rate

v" Despite 13 new AEDs in the past 20 years, seizure freedom rates have remained nearly the same?
v' About 36% of total epilepsy patients are still uncontrolled after using 1-3 AEDs?)

® Not Seizure-free @ Seizure-free after treatment

36%

»

64%

= Seizure-free rate impacts patients’ QoL 2000 3 20182

v Patients with >1 seizure in the past 5 years?
- 3xmore likely to have poor health & overall limitations in life
- 6x more likely to have depression
v" Continued seizures increase a patient’s risk of SUDEP by 5x times more®

QoL (Quality of Life) ; SUDEP (Sudden, unexpected death in epilepsy)
1) BCC research (2018) ; Decision Resources (2019) ; 2) JAMA Neurol. 1;75(3):279-286 (2018) ; 3) N Engl J Med. 342(5):314-139 (2000) ;
"P 4) Epilepsia (2017); The impact of seizures on epilepsy outcomes: A national community-based survey ; 5) Epilepsia 52;1150-1159 (2011)
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%18 7| (Mechanism of Action)
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TR Milestones xC@pRr How XCOPRI should be taken: =0
Recommended dosage: see prescribing information Sy
November 20'] 9 March 2020 May 2020 (cenobamate tab[ets)@ Swallow whole with liquid - do not crush or chew ﬁé
Keep out of reach of children. —C
() () () - Tablets should be stored at controlled ="
OFC A room temperature 20°C to 25°C [68°°F to 77"fl pr—
FDA IA_I O_|': Dl-_l I_I-__‘T%(DEA) iz =< ;ach N“.:I( is required r;l‘;:;(l:“ar:::rs o __$
l_-'-|'|:||-| 20| Schedule V 5! EMA Dli‘ I'”% EAl :::;z:::‘nmm.mﬂnc ormp e b ', éEv‘:
= es MU ZE MALZHA| (30 tablets Fpeatesnds SK - )
POS: Partial Onset Seizure, PGTC: Primary Generalized Tonic-clonic.
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Phase lla : Proof of Concept
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Multicenter, single dose, single-blind study (NCT00616148)
Suppression of the photoparoxysmal response in photosensitivity epilepsy

Enrolled
(N=7)

v

£ 3\
Received treatment/
safety population
(n=7)
= = Discontinued (n = 1):
« Patient withdrew
> S consent (1)
ITT population
(n=16)

!

Re-enrolled at a
higher dose

(n=5)
l IPS dose cohorts:
Completed study +100 mg (n =3)
(n=6) +250mg(n=4)

*+400 mg(n=4)

ITT (Intention-to-treat)
"P IPS (intermittent photic stimulation)

/
SK biopharmaceuticals

[PK-PD Analysis]

Cnaxs HE/ML AUC,,, pg/h/mL Response
1.0-4.0 1-200 1/3 (partial) 33%
4.1-9.0 201 — 400 4/6 (partial) 66%

9.1-16.0 401 - 600 2/2 (complete) 100%

v" Confirmed the potential of antiepileptic effects

v' TargetC,__, >9ug/mL for robust effect
v Efficacy target dose (for Phase Il) : > 100mg, QD

Neurology 2019 ; 93 : e559-e567
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Phase Il (C013) : Efficacy Study
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Multicenter, randomized, double-blind, placebo-controlled study (NCT01397968)

[ Screened ]
(N=285) Excluded (n = 63):
* Inclusion/exclusion criteria (49)
+ Withdrawal by patient (7)
+ Other (6)
Rafidoriized + Lost to follow-up (1)
(n=222)

I |

( Cenobamate ) ( Placebo ) 250
L (n=113) ) L (n=109) ) Baseline 1 Titration H Maintenance
Seizure Count i 6 Weeks H 6 Weeks ! OLE Target
200 8 Weeks i i 100-400 mg / day
- N e 3 i H
[TT population ITT population 150 !
(n=113) L (n=108) ) 1 i
100 -
’ N - N i
Excluded (n =11; 9.7%): Excluded (n = 10; 9.2%): 50 - :
« Withdrawn (11): « Withdrawn (10): i
- Adverse event (4; 3.5%) - Adverse event (4; 3.7%) '
- Withdrawal by patient (5; 4.4%) - Withdrawal by patient (4; 3.7%) 0 ——r—r— T e T T T T T T T T T—T—T—
- Lost to follow-up (2; 1.8%) - Lost to follow-up (0) 8-76-5-4-3 2 -1 01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16
- Protocol violation (0) - Protocol violation (1; <1%) Taper week
-Other 0 ~Other 1; <1%) — Esee———)
. \_ J 12 Weeks Double Blind
e N s N N
Completed double-blind period Completed double-blind period
L (n=102; 90.3%) ) (n=99; 90.8%)
‘ ITT (Intention-to-treat)
SK" . Neurology 2020 ; 94 : e2311-e2322
biopharmaceuticals
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Phase Il (C013) : Efficacy Study
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Multicenter, randomized, double-blind, placebo-controlled study (NCT01397968)

Median percent reduction in seizure frequency

Seizure-free

1 1 (100% response)
(Prlmary EndPOInt) 100 4 . Cenobamate (n = 106)
1% p<0.0001 90 1 OR = 5.35 (95% CI: [l Placebo (n=102)
0 80 1 227-12.64); p = 0.0001
% 80 701
- 60 1 Seizure-free
o
@
t & e 50 1 (100% response)
2 . 40
€ 50 30 | 283
s 4
g 1 8.8
30 b
g . 215 10 4
2 = 0
=
10
0
Cenobamate Placebo . . .
=119 (n=108) Median percent reduction for focal seizure types
B .
100 > 50% responder rates (Secondary EndPOInt) Focal aware motor Focal impaired Focal to bilateral
90 p <0.0001 ; awareness tonic-clonic
100 - 0448
p = 0.
= p=0.0117
s ¥ g€ 904 p =0.0009
& O § 804{ 763 77.0
§ 60 E 70 4
§ 56 50.4 % 6.4 wd
s 40 g 50 4
3 =
£ 30 S 4 336
K 222 © .
R 0l é 30 27.8 o
10 4 5 209
, 2 o0
Cenobamate (Plac1eg§)
=113 = 4
o= " Cenobamate Placebo Cenobamate Placebo Cenobamate Placebo
‘ (n=30) (n=26) (n=87) (n=89) (n=38) (n=37)
SK" . Neurology 2020 ; 94 : e2311-e2322
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Phase Il (C017) : Efficacy Study
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Multicenter, randomized, double-blind, placebo-controlled study (NCT01866111)

Week 1* Week 2 Week 3 Week 4 Week 5 Week 6
50 mg/day | 100 mg/day | 150 mg/day [ 200 mg/day | 300 mg/day | 400 mg/day

450~ 8-week prospective + 6-weektitration 12-week maintenance phase

baseline assessment phase : 5
o 4004 | : 2
< 35- s e 5
_@ — Cenobamate 100 mg/day : ' =+
5 300 — Cenobamate 200 mg/day ! ; o 2
g 250-{ — Cenobamate 400 mg/day ! : é g
S 150 5 : g 2
E 1001 E : *3
5 i : £
S 501 ' ; T
(5} i 5 %
O Qfm-mmmmmmmm e demmmme e TR EREREEERE g

—SO I 1 I I 1 | I ; I I 1 I I i I I I 1 I I 1 I I | 1 i

8 -7-6-5-4-3-2-1012 3 456 7 8 9 10111213 14 15 16 17 18

Study duration (weeks)
i : Lancet Neurol 2020 ; 19 : 38-48
SK biopharmaceuticals
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Phase Il (C017) : Efficacy Study
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Multicenter, randomized, double-blind, placebo-controlled study (NCT01866111)

| 533 assessed for eligibility |

96 excluded
! 83 did not meet eligibility criteria
13 enrclled but treatment not assigned*

| 437 randomly assigned |

v v v y

108 assigned to placebo 108 assigned to 110 assigned to 111 assigned to
cenchamate 100 mg/day cenobamate 200 mg/day cenobamate 400 mg/day
14 discontinued treatment 13 discontinued treatment 20 discontinued treatment 30discontinued treatment
5 adverse event 12 adverse event 15 adverse event 23 adverse event
5withdrew 1lack of efficacy 4 withdrew 3 withdrew
—»  lpregnancy > — 1 protocol violation — 1 protocol violation
3other 1 lack of efficacy
1lost to follow-up
Lother
4 h 4 A4 h 4 :
| 94 completed study | : | 95 completed study | : | 90 completed study | : | 81 completed stucly :
v v v v v v v v
108 analysed for safety 108 analysed for safety 110 analysed for safety 111 analysed for safety
106 analysed for efficacy (mITT) 108 analysed for efficacy (mITT) 109 analysed for efficacy (mITT) 111 analysed for efficacy (mITT)
1did not take study drug 102 analysed for efficacy (mITT-M) 1 no post-haseline seizure data 95 analysed for efficacy (mITT-M)
1 no post-baseline seizure data 6 noseizure data in 98 analysed for efficacy 16 no seizure data in
102 analysed for efficacy (mITT-M) maintenance phase (MITT-M) maintenance phase
4 no seizure data in maintenance 11 noseizure datain
phase maintenance phase
SK"’ . Lancet Neurol 2020 ; 19 : 38-48
biopharmaceuticals
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Phase Il (C017) : Efficacy Study
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Multicenter, randomized, double-blind, placebo-controlled study (NCT01866111)

A Modified intention-to-treat populk

0— . —— - —— . . — . S—
g
2
o
-
g p=0-0071
% -0
£
% p<0-0001 p<0-0001
<
S 754
k]
b
=
-100 T T T
Placebo Cenobamate Cenobamate Cenobamate
(n=106) 100 mg 200mg 400 mg
(n=108) (n=109) (n=111)
C Modified intention-to-treat 1ce phase populatic
0—- - — - —— - ——— - - ——
g
b
2
g -25]
g
&
g
=3
N =0-0
§ 50 p=0-0537
£
& p<0-0001
5 p<0-0001
S -
= =I5
8
2
=
-100 T T 1
Placebo Cenobamate Cenobamate Cenobamate
(n=102) 100mg 200mg 400 mg
(n=102) (n=98) (n=95)

e

SK biopharmaceuticals

Percentage reaching the responder rate (%)

Percentage reaching the responder rate (%)

B Modified intention-to-treat e phase population
10017
75
p<0-0001
p<0-0001
501 p=0.0365
254
0
Placebo Cenobamate Cenobamate Cenohamate
(n=102) 100mg 200mg 400 mg
(n=102) (n=98) (n=95)

D Modified intention-to-treat population

100+

754
p<0.0001 P<0:0001
509 p=0-0032
254
Placebo Cenobamate Cenobamate Cenobamate
(n=106) 100mg 200mg 400mg
(n=108) (n=109) (n=111)

Lancet Neurol 2020 ; 19 : 38-48
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Phase Il (C017) : Efficacy Study
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Multicenter, randomized, double-blind, placebo-controlled study (NCT01866111)

100 [ Placebo (n=102)
3 Cenobamate 100 mg (n=102)
@ Cenobamate 200 mg (n=98)
< 3 Cenobamate 400 mg (n=95)
- =
@
©
o
o}
Q.
d
£
S 50 p<0-0001
£
',Eé Seizure-free
e =0-000 9
° p 3 p<0-0001 (100% response)
T
£ 25- p<0-0001
3 p=0-2146 p=0-0007
Y =0-0022
& o AT p=0-00
p=()3€u38 IIIIII
0 I . ! | I 1
>75% responder rate 290% responder rate 100% responder rate

i

/
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Lancet Neurol 2020 ; 19 : 38-48
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Phase Ill (C021) : Safety Study
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Multicenter, open-label study (NCT02535091)

Assessed for eligibility Excluded
(N=1484) (n=137)
N * Screen failure (n=104)
*  Withdrew consent (n=28)
Enrolled * Lostto follow-up (n=3)
(N=1347) * Other(n=2)
I
Discontinued
(n=269)
* Adverse event (n=137)
+ Withdrew consent, reason Maintenance/Dose Optimization Phase
other than adverse event

(n=74)
* Lost to follow-up (n=11) .
* Protocol deviation (n=6) 4504 Max dose: 400 mg/day
* Completed® (n=5) 400 eeks 0se e __ _U_p_t(z jgt r_n:)r_‘ltt\f .
* Pregnancy (n=1) 1&2 12.5mg :
* Qther (n=35) 350 4 384 25mg - !
1
! = 01 586  50mg ===
: [=2] 1
Safety population £ 250 788 100 mg =l
(received 21 dose of study drug) - ! : z
(n=1339) § 200  9&10 150 mg _a Biweekly increases
a of 50 mg/day
l 150{ 11812 200 mg
Ongoing at data cutoff 100 4
(n=1078)
50
0 ‘ ‘ - - : : - - : - ‘ : : :
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Weeks
"b’t ) Epilepsia 2020 ; 61 : 1099-1108
SK biopharmaceuticals ’
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Phase Ill (C021) : Safety Study

............................................................................................................................................................................................................................

Multicenter, open-label study (NCT02535091)

v High retention (82.9%_1110/1339, over 6 months)

- Good tolerability
v MOSt AES : CNS related TABLE 2 Summary of treatment-emergent adverse events
v" No cases of DRESS (safety populacion)
. . Cenobamat
-> low start dose & slow titration rate may lower nobamate
patients, n = 1339
the r|Sk Of DRESS Any TEAE 1128 (84.2)
TEAE:s leading to discontinuation 147 (11.0)
Treatment-related TEAEs 935 (69.8)
o ] M 2 years Serious TEAEs 108 (8.1)
c 0.9
:g 08 0.79 0.76 TEAEs >5%
s °71 Somnolence 376 (28.1)
2 06l
% sl Dizziness 316 (23.6)
6 044 Fatigue 222 (16.6)
g 0.3
. Headache 152 (11.4)
E 0.1 Viral upper respiratory tract infection 98 (7.3)
0.0 . . .
[\] 2\6 A 7|3 sé.s B Upper respiratory tract infection 82 (6.1)
Nausea 80 (6.0)
Patients atlri:; . Time to dls:03::nuahon (weeks) . i Diplopia 78 (5.8)
Balance disorder 74 (5.5)
DRESS (Drug reaction with eosinophilia and systemic symptoms)
"P TEAE (Treatment-emergent adverse event)
SK Eopharmaceuticals Epilepsia 2020 ; 61 : 1099-1108
(19
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Approval Letter (November, 21th, 2019)
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4 Y u.s. FOOD & DRUG

ADMINISTRATION

NDA 212839
NDA APPROVAL

SK Life Science, Inc.

Attention: Darshan Patel

Head, Global Regulatory Affairs
461 From Road, 5th Floor
Paramus, NJ 07652

Dear Mr. Patel:

Please refer to your new drug application (NDA) dated and received November 21,
2018, and your amendments, submitted under section 505(b) of the Federal Food,
Drug, and Cosmetic Act (FDCA) for Xcopri (cenobamate) 12.5, 25, 50, 100, 150, and
200 mgq tablets.

This NDA provides for the use of Xcopri (cenobamate) tablets for the treatment of
partial-onset seizures in adult patients.

APPROVAL & LABELING

We have completed our review of this application, as amended. It is approved for use
as recommended in the enclosed agreed-upon labeling.

"(’», www.fda.gov
SK biopharmaceuticals Drug Approval Package: XCOPRI

(20!
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Label : Cenobamate (0]|=+ X|-Z Y : XCOPRI°)

............................................................................................................................................................................................................................

HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use XCOPRI
safely and effectively. See full prescribing information for XCOPRI.

XCOPRI*® (cenobamate tablets), for oral use, [controlled substance
schedule pending|
Initial U.S. Approval: XXXX [pending controlled substance scheduling]

INDICATIONS AND USAGE
XCOPRI s indicated for the treatment of partial-onset seizures in adult patients.

(O]

DOSAGE AND ADMINISTRATION

. Swallow tablets whole. Do not crush or chew. (2.1)

. The recommended mitial dosage of XCOPRI 1s 12.5 mg once daily,
titrated to the recommended maintenance dosage of 200 mg once daily.
The recommended titration schedule should not be exceeded. The
maximum dosage is 400 mg once daily. (2.2)

. Hepatic impairment: For patients with mild or moderate hepatic impairment,
the maximum recommended dosage 1s 200 mg once daily. (2.3, 8.7, 12.3)

DOSAGE FORMS AND STRENGTHS
. Tablets: 12.5 mg, 25 mg, 50 mg, 100 mg, 150 mg, and 200 mg. (3)

CONTRAINDICATIONS

. Hypersensitivity to cenobamate or any of the inactive ingredients in
XCOPRI (4)

. Familial Short QT syndrome. (4)

WARNINGS AND PRECAUTIONS

*  Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS)/
Multi-Organ Hypersensitivity Discontinue if no alternate etiology. (5.1)

. OT Shortening Use caution when administering XCOPRI with other
drugs that shorten the QT interval (5.2)

. Suicidal Behavior and Ideation: Monitor patients for suicidal behavior
and ideation. (5.3)

. Neurological Adverse Reactions: Monitor for somnolence and fatigue and
advise patients not to drive or operate machinery until they have gained
sufficient experience on XCOPRI. Concomitant use with other CNS
depressants or alcohol may have additive effects. (5.4)

opharmaceuticals

. Withdrawal of Antiepileptic Drugs: XCOPRI should be gradually
withdrawn to mimimize the potential of increased seizure frequency. (5.5)

ADVERSE REACTIONS
The most common adverse reactions in patients receiving XCOPRI (at least
10% for XCOPRI and more frequently than placebo) include somnolence,
dizziness, fatigue, diplopia, and headache. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact SK Life
Science, Inc. at 1-866-657-5574 or FDA at 1-800-FDA-1088 or

www.fda.gov/medwatch.

DRUG INTERACTIONS

. Phenytoin: Gradually decrease phenytoin dosage by up to 50% (7.1)

. Phenobarbital and Clobazam: Reduce dosage as needed when used
concomitantly with XCOPRI. (7.1)

. Lamotrigine, Carbamazepine: Increase dosage as needed when used
concomitantly with XCOPRL. (7.1)

. CYP2B6 and CYP3A Substrates: Increase dosage as needed when used
concomitantly with XCOPRI. (7.1)

. CYP2C19 Substrates: Reduce dosage as needed when used concomitantly
with XCOPRL (7.1)

. Oral Contraceptives: Effectiveness of hormonal oral contraceptives may
be reduced when administered concomitantly with XCOPRL. Women
should use additional or alternative non-hormonal birth control. (7.1)

USE IN SPECIFIC POPULATIONS

. Pregnancy: Based on animal data, may cause fetal harm. (8.1)

. Renal Impairment: Use with caution and dosage reduction may be
considered in patients with mild to moderate (CLer 30 to < 90 ml/min)
and severe (CLer < 30 mL/min) renal impairment. Use not recommended
i end-stage renal disease (CLer < 15 mL/min) undergoing dialysis. (8.6)

e Hepatic Impairment: Use with caution in patients with mild to moderate
hepatic impairment; lower maximum dosage and additional dosage
reduction may be considered. Use of XCOPRI in patients with severe
hepatic impairment is not recommended. (2.3, 8.7)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.

Revised: 11/2019
www.fda.gov

Drug Approval Package: XCOPRI
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Cenobamate 2% &
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(ch:@tﬁ;ﬁcl WHY WE FIGHT RESULTS T0 RALLY FOR TAKING XCOPRI EMPOWERING CAREGIVERS SUPPORTING YOUR FIGHT PATIENT STORIES JOIN THE FIGHT
cenobamate tabiets)

12,525 50+ 100 + 150 + 200 mg

New once-daily XCOPRI® (cenobamate tablets) CV
is a prescription medicine used to treat
partial-onset seizures in adults

18 years of age or older.

| FIGHT FOR. -

IMPORTANT SAFETY DO NOT TAKE XCOPRI IF YOU: _|_ Medication Guide
INFORMATION - Are allergic to cenobamate or any of the other ingredients in XCOPRI. Prescribing Information
- Have a genetic problem (called Familial Short QT syndrome) that affects the electrical For Healthcare Professionals

system of the heart.
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