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\ DAYVIGO® Mechanism of Action
k' DAYVIGO® targets the pathway to regulate wakefulness in the brain.

* A dual orexin receptor 7 . -\ >
antagonist that is Y/ emina \ ,. (ﬁ . tu
thought to treat 4 \ (

insomnia by blocking ) » o
orexin signals that play a ;f‘ 2 gt ) >

role in wakefulness' . Qrexin

Orexin-producing
neurons

@ Orexin

‘ DAYVIGO

Projections of orexin
through the brain

» Helps patients fall asleep
and stay asleep during
the night by blocking the
orexin pathway to
supress the wake drive 2

Major wake-controlling
neurons expressing
orexin receptors

M oxr
@ oxr

Post-synaptic terminal

GABA=gamma aminobutyric acid; OX1R=ore; = r; OX2R=or
“Interaction was defined by in vitro ass: ywh \mb ant (1 o IOumoI/L)bI cked >509% of radioactively labeled ligand specific for the respective receptor target

Hefsren 1 DAYVIGO (I lembor

ibing Inform; enberg R, et al. Comparison of lembor (wllhpl cebo a Ipd STy | f m e e of older adults with insomnia.disorder
e 3 ran calial JAMA Notw Op 20192(12) 1918254 ke e TR S e e S R ey !(EZOOGJ al orexin receptor antagonist.
S Pnaracs o S 2017362(2) 287-295. &

is a dual « g aptor al agonlst (DORA) indicated for the treatment of adult
patients with insomn acterizevd by difficulties with sleep onset and/or sleep maintenance.



N DAYVIGO® Safety Studies
& SUNRISE 1and SUNRISE 2 evaluated the safety of DAYVIGO®

SUNRISE 1 (polysomnography)

Primary endpoint: Change from baseline S U N R I S E 1

(BL) in latency to persistent sleep vs

placebo‘ A phase 3 trial which compared the use of
DAYVIGO (5mg [n=263]; 10mg [n=269]) to

Key secondary endpoints: Change from baseline in placebo (n=208) or zolpidem (n=263) in

sleep efficiency (SE) and wake-after-sleep-onset males =65 and females =55 years old.!

(WASO) vs placebo’

SUNRISE 2 SUNRISE 2 (patient diaries)

Primary efficacy endpoint: Mean change
from BL in sleep onset latency after 6

A phase 3 trial which measured the long-term
months?

effectiveness and safety of DAYVIGO (5mg
[n=323]; 10mg [n=323]) vs placebo (n=325) in
patients =18 years old. The study was divided
into 2 treatment periods.?

Key secondary efficacy endpoints: Mean changes
from baseline in subjective SE and subjective WASO
(sWASO) after 6 months?

Abbreviations: BL, baseline; SE, sleep efficiency; WASO, wake-after-sleep-onset; SWASO, subjective WASO.
References: 1. Rosenberg R, et al. JAMA Netw Open. 2019:2:¢1918254. 2. Yardley J, et al. Sleep Med. 2021:80:333-342.
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DAYVIGO® demonstrated significant reduction
L in time to sleep onset.

SUNRISE 1

Significant mean decrease from baseline in LPS observed for both doses of DAYVIGO compared with placebo and
zolpidem therapy at Month 1

ENDPOINT: ZOLPIDEM ER LEMBOREXANT LEMBOREXANT
6.25mg Smg 10mg
n =263 n =263 n = 266

PLACEBO

LATENCY n=208

TO PERSISTENT SLEEP

Results of a global randomized
double-blind parallel-group placebo-
controlled active-comparator phase 3
study conducted at 67 sites in North
America and Europe from May 31, 2016,
to January 30, 2018.

(p<0.001 vs PBO) (p<0.001 vs PBO)
S U N R I S E 2 (P<0.001vs ZOL) (P<0.001 vs ZOL)
DAYVIGO decreased time to sleep onset over 6 months vs placebo
ENDPOINT:

ENproT olAceno LEMBOREXANT LEMBOREXANT
SLEEP ONSET LATENCY N=325 A =md
e N=323 N=323

Results of a 12-month, global, multicenter,
randomized, double-blind, parallel-group
phase 3 study comprising a 6-month
placebo-controlled period (reported here)
followed by a 6-month active-treatment-only
period (reported separately).

Time to sleep onset measures the amount of time it takes patients to fall asleep (£20.000 (E20.090D)

Reference:Karppa M, Yardley J, Pinner K, Filippov G, Zammit G, Moline M, Perdomo C, Inoue Y, Ishikawa K, Kubota N. Long-term efficacy and tolerability of lemborexant compared with placebo in adults with insomnia disorder
results from the phase 8 randomized clinical trial SUNRISE 2. Sleep. 2020 Sep 14:43(9

Rosenberg R, Murphy P, Zammit G, et al. Comparison of Lemborexant With Placebo and Zolpidem Tartrate Extended Release for the Treatment of Older Adults With Insomnia Disorder: -
A Phase 3 RandomizedClinicalTrial. 2019:2(12)
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DAYVIGO® effectively decreased wake after
sleep onset.

SUNRISE 1

Mean decreases from baseline WASO at Month 1 were also significantly larger for both doses of DAYVIGO compared
with placebo and zolpidem therapy

ENDPOINT: PLACEBO ZOLPIDEM ER LEMBOREXANT LEMBOREXANT
WAKE AFTER SLEEP ONSET n=208 6.25mg 5mg 10mg
(WASO) & n = 263 n = 263 n = 266

Results of a global randomized
double-blind parallel-group placebo-
controlled active-comparator phase 3
study conducted at 67 sites in North
America and Europe from May 31, 2016,
to January 30, 2018.

-36.5

minutes

-46.4

minutes minutes

(p<0.001 vs PBO) (p<0.001 vs PBO) (P<0.001 vs PBO)
S U N R I S E 2 (p=0.007 vs ZOL) (p=0.007 vs ZOL)

Statistically significant reductions in sSWASO were observed during the first week of treatment and at the end of Month 6

ENDPOINT:

SUBJECTIVE PLACEBO LEMB?:EXANT LEMB‘I?,:;XANT
WAKE AFTER SLEEP ONSET N=325 N=323 N=323
(sWASO)

Results of a 12-month, global, multicenter,
randomized, double-blind, parallel-group
phase 3 study comprising a 6-month
placebo-controlled period (reported here)
followed by a 6-month active-treatment-only
period (reported separately).

. (p=0.0005)
Wake after Sleep Onset (WASO) measures the amount of time spent awake after initially falling asleep. (p=0.0105)

Reference-Karppa M, Yardley J, Pinner K, Filippov G, Zammit G, Moline M, Perdomo C, Inoue Y, Ishikawa K, Kubota N. Long-term efficacy and tolerability of lemborexant compared with placebo in adults
with insomnia disorder results from the phase 3 randomized clinical trial SUNRISE 2. Sleep. 2020 Sep 14:43(9

Rosenberg R, Murphy P, Zammit G, et al. Comparison of Lemborexant With Placebo and Zolpidem Tartrate Extended Release for the Treatment of Older Adults With Insomnia Disorder: A Phase 3 Lo
RandomizedClinicalTrial. 2019:2(12)
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DAYVIGO® showed clinically significant
L increase in sleep efficiency.

SUNRISE 1

Mean changes from baseline in SE at Month 1 were also significantly larger for both DAYVIGO 5 mg and 10 mg
compared with placebo and zolpidem therapy

ENDPOINT: PLACEBO ZOLPIDEM ER LEMBOREXANT LEMBOREXANT
SLEEP EFFICIENCY n=208 6.25mg 5mg 10mg
(SEF) 3 n =263 n =263 n =266
Results of a global randomized I, |/ |/ |/
double-blind parallel-group placebo- .. .‘ .’ .’
controlled active-comparator phase 3 ‘ ‘ ‘ ‘

study conducted at 67 sites in North

| | 1
America and Europe from May 31, 2016, 5.40% 9.1 o% 12.90% 14-1 o%
; : T e

to January 30, 2018. ‘
o’ Yount’ Yaunt’
s U N R I s E 2 (p<0.001 vs PBO) (p<0.001 vs PBO) (p<0.001 vs PBO)
(p=0.007 vs ZOL) (p=0.007 vs ZOL)
Significant increases in sSE in both DAYVIGO 5 mg and 10 mg versus placebo were also observed during the first week
of treatment and were sustained over 6 months

ENDPOINT: PLACEBO LEMB?:EXANT LEMB‘IC‘)’I:“EXANT
SUBJECTIVE SLEEP EFFICIENCY (SSE) N=325 N'323 N_3293
Results of a 12-month, global, multicenter, |/ | / | /
randomized, double-blind, parallel-group .‘ .‘ .‘

ng a 6-month ‘ ‘ ‘
placebo-controlled period (reported here)

e S0 Gt 14.19%% 14.31%3
$, 3
oo’ “omn?’ “omnt’

(p=0.0001) (p=0.0001)

phase 3 study compri

Sleep Efficiency (SE) is measured by the amount of time spent asleep divided by the total time spent in bed.

Reference:Karppa M, Yardley J, Pinner K, Filippov G, Zammit G, Moline M, Perdomo C, Inoue Y, Ishikawa K, Kubota N. Long-term efficacy and tolerability of lemborexant compared with placebo in adults

with insomnia disorder: results from the phase 3 randomized clinical trial SUNRISE 2. Sleep. 2020 Sep 14:43(9

Rosenberg R, Murphy P, Zammit G, et al. Comparison of Lemborexant With Placebo and Zolpidem Tartrate Extended Release for the Treatment of Older Adults With Insomnia Disorder: A Phase 3 o
RandomizedClinicalTrial. 2019:2(12)

DAYVIGO)

patients with |nsomn|a, character evd by difficulties with sleep onset and/or sleep maintenance. 5mg Fllm-Coated Tablet
Orexin Receptor Antagonist



' DAYVIGO® remarkably improved sleep
L maintenance of patients with insomnia.

SUNRISE 2

A significant increase in mean change from baseline

PLACEBO
N=325
ENDPOINT:
CHANGE IN ' ‘
SUBJECTIVE
TOTAL SLEEP
TIME

in sTST with DAYVIGO 5 mg and 10 mg was seen.

LEMBOREXANT LEMBOREXANT
5mg 10mg
N=323 N=323
+69.95 +74.08
minutes minutes

(p=0.0034) (p=0.0004)

Results of a 12-month, global, multicenter, randomized, double-blind, parallel-group phase 3 study comprising a 6-month
placebo-controlled period (reported here) followed by a 6-month active-treatment-only period (reported separately).

Subjective Total Sleep Time (sTST) is derived from the minutes spent asleep during their time in bed

Reference:Karppa M, Yardley J. Pinner K. Filippov G, Zammit G, Moline M, Perdomo C, Inoue Y, Ishikawa K, Kubota N. Long-term efficacy and tolerability of lemborexant compared with placebo in adults

with insomnia disorder: results from the phase 3 randomized clinical trial SUNRISE 2. Sleep. 2020 Sep 14:43(9

Rosenberg R, Murphy P, Zammit G, et al. Comparison of Lemborexant With Placebo and Zolpidem Tartrate Extended Release for the Treatment of Older Adults With Insomnia Disorder: A Phase 3

RandomizedClinicalTrial. 2019:2(12)

DAYVIGO)

5mg Flim-Coated Tablet
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DAYVIGO® showed better improvement in
L wake after sleep onset 2nd half of the night.

SUNRISE 1

Mean decreases in WASO2H were also significantly larger for both doses of lemborexant therapy
compared with placebo and zolpidem ER therapy.

Placebo ZOIélegEM ER LEMB?REXANT LEMB:;REXANT

ENDPOINT: e N= 263 N=263 N=266
WAKE AFTER
SLEEP ONSET = -
2N° HALF OF H C!=L=
THE NIGHT
(WASO2H) minutes minutes minutes minutes

(p<0.001vs PBO) (p<0.001 vs PBO) (p<0.001vs PBO)

(p=0.004 vs ZOL) (p<0.001vs ZOL)

Results of a 12-month, global, multicenter, randomized, double-blind, parallel-group phase 3 study comprising a 6-month
placebo-controlled period (reported here) followed by a 6-month active-treatment-only period (reported separately).

Wake after Sleep Onset 2nd Half of the Night (WASO2H) minutes of wake from 240 minutes after lights off until lights on

Reference:Rosenberg R, Murphy P, Zammit G, et al. Comparison of Lemborexant With Placebo and Zolpidem Tartrate Extended Release for the Treatment of Older Adults With Insomnia Disorder: A
Phase 3 RandomizedClinicalTrial. 2019:2(12)

lemborexant
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DAYVIGO® is safe and well tolerated over
L the study treatment periods.

PLACEBO | ZOLPIDEMER | LEMBOREXANT | LEMBOREXANT
N=209 6.25mg 5mg 10mg

N=263
Any treatment-related TEAE _
S U N R I S E 1 Any TEAE leading to
discontinuation of study drug
= | Headache  [RERCEION

Category, n (%)

LEMBOREXANT | LEMBOREXANT
Category, h (%) 5mg 10mg
N=314 N=314

Any treatment-related TEAE
SUNRISE 2 Any TEAE leading to

PATIENT DIARIES
(Month 1)

Time to sleep onset measures the amount of time it takes patients to fall asleep

Reference:Karppa M, Yardley J, Pinner K, Filippov G, Zammit G, Moline M, Perdomo C, Inoue Y, Ishikawa K, Kubota N. Long-term efficacy and tolerability of lemborexant compared with placebo in adults
with insomnia disorder: results from the phase 3 randomized clinical trial SUNRISE 2. Sleep. 2020 Sep 14:43(9

Rosenberg R, Murphy P, Zammit G, et al. Comparison of Lemborexant With Placebo and Zolpidem Tartrate Extended Release for the Treatment of Older Adults With Insomnia Disorder: A Phase 3
RandomizedClinicalTrial. 2019:2(12)
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\ DAYVIGO® Dosing and Administration

DAYVIGO® features convenient dosing, given once daily.

RECOMMENDED DOSAGE

= The recommended starting dose of DAYVIGO
is 5 mg

= The dose may be increased to the maximum
recommended dose of 10 mg, based on
clinical response and tolerability

= No need for dose adjustment based on age,
race, sex, BMI, and renal impairment

= Exercise caution when using 10 mg in
patients =65 years of age

= Patients with severe renal impairment
may experience an increased risk
of somnolence

= Avoid alcohol consumption with DAYVIGO

Time to sleep onset measures the amount of time it takes patients to fall asleep

Reference:Lemborexant (Dayvigo) Product Insert

(5
| — 4
ADMINISTRATION

DAYVIGO should be taken immediately
before going to bed and with at least7
hours remaining before the planned time
of awakening

DAYVIGO should not be taken more than
once per hight

Time to sleep onset may be delayed if
taken with, or soon after, a meal

Use with CYP3A inhibitors or inducers

Avoid concomitant use of DAYVIGO with
strong or moderate CYP3A inhibitors
or inducers

When co-administered with weak CYP3A
inhibitors, the maximum recommended
dose of DAYVIGO is 5 mg. ho more than
once per hight

DOSAGE ADJUSTMENT

SIS

S S S AN \I

Closel
of those substrates If needed

DAYVIGO)

5mg Flim-Coated Tablet
Orexin Receptor Antagonist




B Dayvigo® Special Safety Studies

MORNING

In 2 randomized, placebo- and active- controlled trials
in healthy subjects and patients with insomnia
>55 years of age:

. Next-day postural stability

S No meaningful differences were observed
between DAYVIGO(5 mg or 10 mg) and
placebo

Next-day memory

No meaningful differences were
observed between DAYVIGO
(5 mg or 10 mg) and placebo

3 =

Next-morning driving
< DAYVIGO (5 mg or 10 mg)
—__& did not significantly impair the morning
driving performance of healthy
volunteers vs those taking placebo

Patients using the DAYVIGO 10 mg
dose should be cautioned about the
A potential for next-morning driving
impairment because there is individual
variation in sensitivity to DAYVIGO

Time to sleep onset measures the amount of time it takes patients to fall asleep

Reference:Lemborexant (Dayvigo) Product Insert

MIDDLE OF THE NIGHﬁ

.(:l

i
&

)@

In a randomized, placebo- and active- controlled trial

in healthy female subjects =55 years or male
subjects =65 years:

Postural stability
Both DAYVIGO doses (5 mg and 10 mg) impaired

balance (measured by body sway) at 4 hours post
dose compared with placebo

Attention and memory
DAYVIGO was associated with dose-dependent

worsening 4 hours post-dose on measures of
attention and memory compared with placebo

Awakening to sound

Neither DAYVIGO dose demonstrated any
meaningful differences in patients’ ability
to awaken to sound compared with placebo

Patients should be cautioned about the potential
for middle of the night postural instability as well
as attention and memory impairment

DAYVIGO)

patients with insomnia, ch racterizevd by difficulties with sleep onset and/or sleep maintenance. 5mg Fllm-Coated Tablet
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DAYVIGO® is competitively priced that offers
safe and effective treatment option for insomnia.

©

Dayvigo®

5 mg Film-Coated Tablet
Orexin Receptor Antagonist
Manu

Eisai Ltd.

DR-XY47690 FY|
BETHOS0 i

BRAND GENERIC REGULAR Rx E COST PER TAB

Brand Z .

Reference: Mercury Drug Price Survey as of July 2022

START4YOUR/DAY;
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lemborexant
DAYVIGO

5 mg Film-Coated Tabl
Orexin Receptor Antagonist

1.1 THERAPEUTIC INDICATION
For the treatment of insomnia.
1.2 POSOLOGY AND METHOD OF ADMINISTRATION

2 thceokoy

than once per night, and
s L e
nwukemng Ifthe 5 mg dose is well-tolerated but greater effect is needed, the dose can be increased
1010 mg once daily

The maximum recommended dose of lemborexant is 10 mg once daily.

Time to sleep onset may be delayed if taken with or soon after a meal.

Patients should be advised not to consume alcohol in combination with lemborexant

Co-
Avoid concomitant use of lsmborssant S or 10mg with \'mderute or strong CYP3A inhibitors.
Co-administration with Weak CVPJA Inhi

e maximum 5 mg wh weak CYP3A

Co-administration with Moderate or Strong CYP3A Inducers

Avoid concomitant use of lemborexant with moderate or strong CYP3A inducers.

1.2.4 Special Populations

1241 Rena1 Impairment

No dose adjustment is required in patients with mild, moderate, or severe renal impairment
1242 Hepeticlmpuirment

No dose adjustment is required in patients with mild hepatic impairment. The maximum
T of lemborexant i 5 mg in patents ith moderate hepatic mpsirment

s
There were no dlmmlly Fsseingu Siences fien o sfochvetass lostiod betvon lcely
(265 years) 5. No in
geriatric patients. Of the total number of patients treated el (n=1418)in controlled
Phase 3 studies, 491 patients were 65 years and over, and 87 patients were 75 years and over. Overall;
efficacy results for patients <65 years of age were similar compared to patients 265 years. In a pooled
‘analysis of Study 303 (the first 30 days) and Study 304, the incidence of somnolence in patients 265
years with lemborexant 10 mg was higher (9.8%) compared to 7.7% in patients <65 years. The
incidence of somnolence with lemborexant 5 mg was similar in patients =65 years (4.9%) and <65
years (5.1%). The incidence of somnolence in patients treated with placebo was 2% o less regardless
of age.
1.2.4.4 Pediatric Patients
The safety and effectiveness of lemborexant have not been established in pediatric patients (below 18
years of age). is not in pedi i
1245 Compromised Respi
Ina stucy of patients with mlld e e [upnel hypopnea index <15 events per hour
rease y of apneic events or cause oxygen desaturation.
has not b in patients with ch ‘pulmonary disease or with
B e

1.3 METHOD OF ADMINISTRATION
For oral use only.
1.4 CONTRAINDICATIONS
Lemborexant is contraindicated in patients with narcolepsy.
1.5 SPECIAL WARNINGS AND PRECAUTIONS FOR USE
1151 Doyt npirent
e other sleep-pr drugs, may impair even when used as.
prascrbed. Pocribers should i patiarts sbec the porentel for rext<ay sorirlence. The ik
rdd dameesinine s Bl e e e

remaining, o if a higher than the recommended dose is taken. The use of lemborexant with other
drugs to treat insomnia is not recommended.

1.6 INTERACTION WITH OTHER MEDICINAL PRODUCTS AND OTHER FORMS OF
INTERACTION

1.6.1 Potential for Other Medicinal Products to Affect Lemborexant
1611 Wesk, Moderate snd Sioog CHPaA Irhiitons | &

etabolism by CYP3A is the major elimination pathway of lemborexant. Co-administration of
e W i oo mh:bmx; (e.g, fluconazole) or strong CYP3A inhibitors (e.g.,
itraconazole) increased 4-fold and Cmax by
110kl Ol oarata i e i of GV 32 el e apactoc i e e o o
plasma levels of lemborexant.
Using apysclgicalyased pharmacoiinet (PRPK)modsl, & ek sfect s pracicc har vk
CYP3A inhibitors (e.g., fluox
[t s gt strong CYP3A y..hmmm The maximum recommended
dose of lemborexant is 5 mg when co-administered with weak CYP3A inhibitors.
1.6.1.2 Moderate and Strong CYP3A Inducers
Avoid co-administration of lemborexant with moderate or strong CYP3A inducers. Co-administration
with a strong CYP3A inducer resulted in & 97% reduction in lemborexant systemic exposure. This may

PH-DG-RA-22J-05

resultin a decrease in efficacy.

1.61.3 In Vitro Studies with Transporters
Lemborexant is & poor substrate of P-gp, but its major metabolite (M10) is a substrate of P-gp.
Lemborexant and M10 are not substrates of BCRF, OATP1B1, or OATP1B3,

1.61.4 Alcohol

Lemborexant Cmax and AUC increased by o b respectively, when co-odministered with
alcohol. L not affect alcohol

lemborexant

162 Potential for Lemborexant to Afect Other Medicinal Products

1.6.2.1 Clinical Studies with Substrates of CYP3A or CYP286

Lemborexant does not induce o inhiit CYP3AA as shown by the absence of  drug drug interaction
with midazolam ( CYP3A4 substrate)
bupropion as a CYP2B6 substrate. Subswates of CYP3A and CYP236 can b coacmimstere with
lemborexant.

1.6.2.2 In Vitro Studies with Substrates of CYP

In vitro, lemborexant has a potential to induce CYP3A and a weak potential to inhibit CYP3A and
induce CYP2B6. Lemborexant and M10 do ot have the potential to inhibit other CYP isoforms.
1.62.3 In Vitro Studies with Substrates of Transporters

Lemborexant and M10 do not have the potential to inhibit P-gp, BCRP, BSEF, OAT1, OAT3, OATP181,
OATP1B3, OCT1, OCT 2, MATE1, and MATE2-K.

1.7 EFFECTS ON ABILITY TO DRIVE AND USE MACHINES

Athough emborexant o doses f 5 g an 10 mg i ot case saisicalysnifcat impaiment i
\g driving in adult or ly placebo), driving ability
was impoired in some subjects taking 10mg lemborex hould
cautioned about the
veriation in sensitivity to lemborexant.

1.8 UNDESIRABLE EFFECTS
1 s 1 cun;ul Trial Experience
sse clinical trials o d under widely rates observed
P e comparsd to raes n e s vaR o e drug
nd may not reflect the rates ob:
In controlled eficacy il (Sudy 303 and Sty /300, 1418 patients were exposed 1 lemboresant In
tudy 303, 434 patients were treat lemborexant for
Advers Rescons Resuking Dmmmu.non of m.-mem

idence of with 5 mg or 10 mg of
s 5% forS mg nd 6.1% or 10 mg w»pmd 0 27%for placsbo.

eaction leading mg
1.1%, Iemborexem % mg 2.3%, placebo 0.6%).
Most Common Adverse Reactions,
vl mals o geters it f with mgor 10 mg,

in 5% or more of pat [ and at a higher rate

ey plncebu) wes. e e mg 10.5%, placebe 1.6%)
f the mild in severity.

Tablo 1 shows the percentage of patients with adverse reactions bassd on the pooléd data (by

preferred term and decreasing frequency) from the 6-month controlled treatment period (Study 303)

and the 1-month controlled efficacy study (Study 304) where the incidence in the lemborexant 10 mg

group was more than placebo.

Placebo Lemborexant
MedDRA Preferred Term & (":‘S,ff) (ns-’sngoi (v‘:;gﬂ
n (%) n (%)
Somnolence 9(20) 3800 61(110)
Urinary tract nfection 9(20) 7010, 18(30)
Fatigue 1(02%) 14 (20) 12(20)

Advelse Reactions.
Sleep Paralysi
e T e e e e s e
I dlinical trials, sleey
Jemboraxant 5 mg 1% ot Jerboresant 10mg 1:6% compared to o repors for T
ted adverse reactio

ceutical
5 S searaay e Sag7s160  +63 9008672236
Or Report to FDA Philippines: www fda. gov ph

1.9 PHARMACODYNAMIC PROPERTIES

1.9.1 Mechanism qf Anion

OX1R and OX2R, with a higher
ity for OXOR. 1t belongs 10 e phsmuocbg;: clss of orexin receptor antagonists. The orexin
systemi Blocking the binding of

in A and orexin B to OXIR and OX2R is thought to.

suppress wake drive.
1.9.2 Pharmacodynamics
1.9.2.1 Cardiac Electrophysiolo
The effect of lemborexant on e Qe intrvl using o igh i analysis was measured in multiple
75 mg.

human ly
relltxonshlp A e e effect at the
highest ebsenred concentration was 1.1 msec (‘70% Cl:-349t05. 78) icating that a QTc

dose

7.5-times the
dose. Thus, preleng the QT |

1.10 PHARMACOKINETIC PROPERTIES

1.10.1 Absorption

in d after single doses of up
10200 mg and after once-daily sdmnmslmnen ofup 975 mg for 14 days Lemboresant i rapicly
absorbed, with a ime to peak

with multi-exponenti st plasml e
el steady-state is 1.5- to 2-fold across the dose range. Th 3
R P e e S e e s
administration is approximately 10% o 13% of the
ith a high-fat meal resuhed in a slight decrease in the rate of absorption as
ta

Time to sleep onset may be delayed if taken with or soon after a meal.
1.10.2 Distribution
W on s e IR B sl el )
lood tio of

iStos ik et Iabeiiars i i axulmng metabolite, M10 (the N-oxide e Iemborex.nl)

to human plasma proteins ranged from 87.4% to 88.7% and 91.5% to 92.0%, respectivel
concanizatm o100 101000 hgmLVAE these conarizatxs s mkoresa was oot
primarily to human serum albumin, low-density lipoprotein, and high-density lipoprotein. In vitro
blood to plasma concentration ratios of lemborexant and M10 in humans were 0.610 to 0.656 and
0562 t0 0,616, respectively, at concentrations of 100 to 1000 ng/mL.

1.10.3 Metabolism

Lcmborexan( B e e Veser extent by CYP3AS. M10 s the only
arent). The his metabolite to the pharmacologic

e (hought 10 be minimal.

1.10.4 Elimination

The pri of elimination is , with 57.4% of radi recovered in

the feces and 29.1% in the urine. The percent of lemborexant excreted unchanged in the urine is
negligible (<1% dose). The effective half-life of lemborexant 5 mg and 10 mg s 17 and 19 hours
respectively.

*1.10.5 Special Populations

1.10.5.1 Age, Sex, Race/Ethnicity and BMI

age, sex, race/ethnicity, or body mass index.
1.10.5.2 Geriatric Patients
Based on a population
daily, apparent clearance was 26% lower in elderly (65 years ufnge) However, this effect was not
clinically relevant.

5.3 Pediatric Patients
i
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71055 potiens with Hepatic Impairment

Lemborexant has not been studied in patients with severe hepatic impairment. Use in this population
is not recommended.

(Child-Pugh B) hepati i lemborexant AUC
and Crx by 1 T T i s only increased in patients with moder
impairment (Child-Pugh class B). No relationship between these findings and hepm: function was
observed.

cAuTIOf
Foods, Drugs, Devices and Cosmetics Act prohibits dispensing without prescription.
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