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l. TONG QUAN BENH HOC

1. Pinh nghia va phan loai

Dinh nghia

Phan loai Qubc té vé Bénh tat (ICD-10-CM)
dinh nghia Mat ngd (Insomnia) 1a mét roi
loan gidc ngd phd bién, gay khé khan khi di
vao giac ngu, duy tri gidc ngl, hodc ca hai.
Két qua la ngl qué it hodc chét lwong cla
giac ngl kém, khéng cadm thay thoai mai sau
khi thire day.

ICD-10-CM: International Classification of Diseases, 10t revision, Clinical Modification

ICSD-3: International Classification of Sleep Disorders, 3™ Edition

1. World Health Organization (WHO). (2022). ICD-10-CM: International classification of diseases, 10t revision, clinical modification. World Health Organization.

https://www.icd10data.com/ICD10CM/Codes/G00-G99/G40-G47/G47-/G47.00

Phan loai

Phan loai Qudc té vé Rdi loan gidc ngu (ICSD-3)

phan loai 3 loai mat ngu:

> RO&i loan méat ngd man tinh.

> RO&i loan mat ngd ngan han.

> RO&i loan mat ngu khac (khi bénh nhan cé céac
triéu chirng mat ng nhwng khéng dap &ng
céac tiéu chi cua hai loai mat ngd con lai).

TABLE 2 | Insomnia

Disorder

Chronic insomnia disorder
Short-term insomnia disorder
Other insomnia disorder

2. Sateia, M. J. (2014). International Classification of Sleep Disorders-Third Edition. Chest, 146(5), 1387—1394.


https://www.icd10data.com/ICD10CM/Codes/G00-G99/G40-G47/G47-/G47.00

l. TONG QUAN BENH HOC

1. Pinh nghia va phan loai

Roi loan mat ngi man tinh

Tiéu chi chan doan bao gém:

(1) Mot bao céo vé van dé khéi dau hodc duy tri gidc ngu.

(2) Co hdi va hoan canh ngu hop ly.

(3) Hau qua vao ban ngay do céc triéu chirng thiéu ngl gay ra.
Tiéu chi thei gian cho rdi loan mat ngt man tinh: 3 thang

Tiéu chi tAn suét: it nhat 3 Ian/tuan

Roi loan mat ngd ngan han

CHRONIC Chan doan phai dap (rng cac tiéu chi nhw réi loan mét ngd
INSO MNIA man tl'n’h nhwng céac triéu chirng xuat hién du’{)’i 3 thang.
Tién trien cda bénh thwdng tam thoi lién quan dén tac nhan
gay cang thang va sé khdi bénh khi:
v' khéng con tadc nhan gay cang thang, hodc

v' bénh nhan phéat trién co’ ché dbi pho thich hop, hodc
@ @ @ pER s v" bénh nhan thich nghi v&i tac nhan gay cé[\g thang. ’
o er s Tuy nhién, mét sé trwdng hop bénh c6 thé tién trién thanh rdi
MONTHS loan mat ngd man tinh.

Brooke G Judd, MD, Michael J Sateia, MD. (2021). Classification of sleep disorders. UpToDate



https://www.uptodate.com/contents/classification-of-sleep-disorders/contributors
https://www.uptodate.com/contents/classification-of-sleep-disorders/contributors

l. TONG QUAN BENH HOC

2. Triéu chirng

Céc triéu chirng mat ngti bao gom:

« Nam thre trong khoang thdi gian dai
trwdre khi chim vao giac ngu.

« Ngu trong nhitng khoang th&i gian ngan

« Tinh trong phan I&n dém.

« CO6 cam giac nhu chwa hé ngu.

» Thurc giac qua som.

B&c si chan doan mét ngt dwa trén tién st bénh tat, bénh st
giac ngl va qua trinh kham strc khde bénh nhan.

Bé&c si cling c6 thé dé xuat Nghién ctru gidc ngu (sleep study),
|a bai kiém tra ghi lai hoat déng ctia co thé khi ngu, n6 do
lwdng chat lwong gidc ngd va cach co thé phan (ng lai voi
cac van dé cua giac ngu.

World Health Organization (WHO). (2022). ICD-10-CM: International classification of diseases, 10" revision, clinical modification. World Health Organization. 6
https://www.icd10data.com/ICD10CM/Codes/G00-G99/G40-G47/G47-/G47.00



https://www.icd10data.com/ICD10CM/Codes/G00-G99/G40-G47/G47-/G47.00

l. TONG QUAN BENH HOC

3. Dich té

QuOC GIA Ti LE MAT NGU
0318 INTERNATIONAL VARIABILITY IN THE

PREVALENCE OF INSOMNIA AND USE OF SLEEP- Ha Lan 5,4%
PROMOTING MEDICATIONS, SUPPLEMENTS, AND At o2
Nhat Ban 10%
OTHER SUBSTANCES @ )
CM Havens, MA Grandner, SD Youngstedt, A Pandey, S Parthasarathy Uc 10,5%
Sleep, Volume 40, Issue suppl_1, 28 April 2017, Pages A117-A118, Anh 11'0%
https://doi.org/10.1093/sleepj/zsx050.317
Published: 28 April 2017 MYy 13.4%
buc 14,6%
n n . . A L A . A Je Pha 21,7%
Mot cube khao sat quéc té dwoc thwe hién trén 10 quoc > °
gia v&i 7.817 ngwdi tham gia (trong dé c6 3.723 nam Han Quoc 23,5%
gioi; 25% s6 ngwoi tham gia co do tudi tir 30 — 39 tuoi). Trung Quéc 24.0%
Brazil 30,5%
International variability in the prevalence of insomnia and use of sleep-promoting medications, supplements, and other substances. 7

CM Havens, MA Grandner, SD Youngstedt, A Pandey, S Parthasarathy.(2017)



l. TONG QUAN BENH HOC

4. Nguyén nhan

Bollu PC, Kaur H. Sleep Medicine: Insomnia and Sleep. Mo Med. 2019 Jan-Feb;116(1):68-75.

THOI QUEN, LOI SONG VA TUOI TAC

Lich ngu thire
khong déu dan

Pac diém tinh cach:
lo lang qua mure, kim =
nén, cau toan...

Rworu bia

Caffein =

Thuéc la

O

Stress: cong viéc,
mat ngwe®i than, ly
hén, bao hanh....

Cham phét trién, hiéu
dong, lo lang chia ly
& tré em

Lam dung thuoc ngu,
thuoc an than

Tudi tac
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Roi loan nhip Bénh ly: bénh

ROi loan he Roi loan o .
tam than t otrong giac ngu UL !(ho’p,
lGc ngu loét da day,

\_ J \_ J \_ J \_ W,

Bollu PC, Kaur H. Sleep Medicine: Insomnia and Sleep. Mo Med. 2019 Jan-Feb;116(1):68-75.



l. TONG QUAN BENH HOC

5. Phong nguwa

v Lich thire/ ngtl déu dan, phong ngu yén tinh, thodng mat.

v' Hoc nhirtng cach kiém soéat cang thang méi nhw tam nwée néng,
nghe nhac, doc sach,...

NEN v' Tap thé duc thwérng xuyén vao ban ngay.

v' An cac bira déu dan, tranh an téi muon.

pﬂ-h v' Gigi han lwgng nwdc ubng gan sat gid ng.

& ﬁ > < v N N N R « A R « K > A e N =

H Ol » Ngu chop mat (nap), dac biét la vao budi chieu dé giac ngu budi toi dai hon.
> S dung cac chat kich thich (caffein, nicotine, dé uéng c6 con) gan sat gi®

R R di ngu.

KHONG NEN > M6t sb loai thude khong ké don va thudc ké don cé thé 1am gian doan giac

ngl nhu thubc cdm hay thubc di irng.

Insomnia: Treatment. (24/3/2022). NIH 10
https://www.nhlbi.nih.gov/health/insomnia/treatment



https://www.nhlbi.nih.gov/health/insomnia/treatment

l. TONG QUAN BENH HOC

6. Diéu tri

Liéu phap nhan thiec - hanh vi |
W

* Liéu phap nhan thic

« Liéu phéap thw gidn hoac thién dinh
« Giao duc giac ngl

« Liéu phap han ché giac ngu

- Liéu phap kiém soat kich thich

CBT: Cognitive behavioral therapy
(Liéu phap nhan thirc — hanh vi)

FEELINGS

THOUGHTS

create Feelings create Behaviour

Cognitive
Behavioral

x Therapy Y

Insomnia: Treatment. (24/3/2022). NIH
https://www.nhlbi.nih.gov/health/insomnia/treatment

Thuéc ké don J

Thubc chi van thu thé
Benzodiazepine

Thubc chu van thu thé Melatonin
Thudc déi khang thu thé Orexin
Benzodiazepine

Thuoc khong ké don & ‘
Chat bo sung Yy

San pham khong ké don c6 chira chat
khang Histamin dé hé tro giac ng
Chéat bd sung Melatonin

Thwe pham chirc nang

11
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Il. DARIDOREXANT TRONG PIEU TRl CHUNG

MAT NGU O NGU'Ol TRUONG THANH

1. Lich st phat trién Daridorexant dang dwoc phét trién bdi Actelion Pharmaceuticals Ltd.

— 01/2021: Pon dang ky thubc méi dwoc ndp cho Cuc Quan ly Thwe phdm va Duoc phdm Hoa Ky.

— 03/2021: Pon dang ky cap phép tiép thi dwoc ndp cho Co quan Thudc Chau Au.

— 03/2021: Pon dang ky thubc méi dwoc chap thuan b&i Cuc Quan Iy Thwe pham va Dwoc pham Hoa Ky
— 04/2021: Bon dang ky cap phép tiép thi dwoc ndp cho Co quan Quan ly Duoc phdm Thuy ST.

— 01/2022: Thubc dwoc chap thuan, phé duyét & Hoa Ky.

v p NDA submitted to US FDA (Jan)

p MAA submitted to EMA (Mar)

p NDA accepted by US FDA (Mar)

p Phase | trials initiated (Feb 2015) p MAA submitted to Swissmedic (Apr)

p Phase |l trials initiated (Oct 2016) p Approved in USA (Jan)

Phase Il trial (INCT03575104)
Phase Il trial (NCT03545191)

EMA: European Medicines Agency

FDA: Food and Drug Administration
MAA: Marketing Authorisation Application
NDA: New Drug Application

Phase Il tnal (NCT03679884)

13
Markham, A. Daridorexant: First Approval. Drugs 82, 601-607 (2022).
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MAT NGU O NGU'Ol TRUONG THANH

2. Co’ ché tac dung

Prepro-orexin
1 33 B65GKRE9

Q Daridorexant la thu6éc do6i khang thu thé

orexin loai 1 va loai 2 (OX,R va OX,R) dé

diéu tri chirng mat nga. N
O Cac phoi t&r ndi sinh orexin A va orexin B (con

goi la hypocretin-1 va -2) dwoc tao ra & vung

dwéi doi va thuc day s tinh tao thong qua e
twong tac voi receptor OX; va OX,. | B ;
Q Céc thu thé OX; va OX, la céc thu thé két l ‘ \ l
hop véi protein G cé sw hoat hda trong té OX, Receptor
bao than kinh - théng qua cac tang tin hiéu e ' m N
khac nhau, thuong lién quan dén ‘ responsive _ OO G i,
phospholipase C (PLC), dan dén tang nong AR Elevation of
do canxi nbi bao va tang cwong truyén qua  intraceliutar ca
synapse ... Enhanced synaptic transmission via

* Pre- and post-synaptic depolarization
* Increased presynaptic neurotransmitter release

1. Markham, A. Daridorexant: First Approval. Drugs 82, 601-607 (2022).
2. Boss C, Gatfield J,et al. The Quest for the Best Dual Orexin Receptor Antagonist (Daridorexant) 14
for the Treatment of Insomnia Disorders. ChemMedChem. 2020 Dec 3;15(23):2286-2305.



Il. DARIDOREXANT TRONG PIEU TRl CHUNG

MAT NGU O NGU'Ol TRUONG THANH
3. Chi dinh

m v O My va Chau Au, Daridorexant dwoc chi dinh dé diéu tri chirng méat ngu
& ngudi tredng thanh c6 dac diem khé bat dau va/hoac duy tri giac ngu.

v" Theo thong tin ké don cta Chau Au, mat ngl phai cé cac triéu chirng xuat
hién trong it nhat 3 thang va anh huwdng dang ké dén hoat déng ban ngay.

4. Chéng chi dinh

> Daridorexant dwgc chéng chi dinh & nhirng ngwdi mac chirng ngu rd.
> Thubc khdng dwoc khuyén cao & ngudi suy gan nang.

» Khdng nén st dung dong thoi Daridorexant voi cac chat trc ché CYP3A4
manh va cac chat cam rng CYP3A4 tir trung binh dén manh.

15
Idorsia Pharmaceuticals US Inc. QUVIVIQ (daridorexant) tablets, for oral use, [controlled substance schedule pending] US prescribing information. 2022.



Il. DARIDOREXANT TRONG PIEU TRI CHUNG

MAT NGU O NGU'Ol TRUONG THANH

5. Dwoc dong hoc

Sinh kha dung: 62%.
Pat ndng dd cao nhat trong vong 1 dén 2 gi® sau khi dung.

Hap thu .
Thyec pham kéo dai thdi gian dat dinh thém 1,3 gi& va lam giam 16% nong dé dinh,
nhwng khéng anh huwéng dén ndng doé ving dwéi duworng cong AUC.
) Thé tich phan bé cta Daridorexant: 31L.
Phan phéi

Lién két voi protein huyét twong: 99,7%.

Chuyén héa

Puoc chuyén héa chi yéu béi CYP3A4 (89%).

Thai trw

Thai trr ch yéu dwéi dang chat chuyén hoa qua phan (57%), qua nuwéc tiéu (28%).
Thoi gian ban thai khoang 8 gid, ngan hon so véi Suvorexant (12 gi®), Lemborexant
(~18-55 gi®y) > giam tac dung an than ban ngay.

Thei gian tac dung ctia Daridorexant vé tac dung an than la khoang 8 gi® véi lieu
50 mg.

1. Idorsia Pharmaceuticals US Inc. QUVIVIQ (daridorexant) tablets, for oral use, [controlled substance schedule pending] US prescribing information. 2022.
2. Clemens Muehlan, Cedric Vaillant, et al (2020) Clinical pharmacology, efficacy, and safety of orexin receptor antagonists for the treatment of insomnia
disorders, Expert Opinion on Drug Metabolism & Toxicology, 16:11, 1063-1078,

3. Jacobson, LH, Hoyer, D, de Lecea, L. Hypocretins (orexins): The ultimate translational neuropeptides. J Intern Med. 2022; 291: 533— 556.

16
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2000
=i
E . -
"u:“q Daridorexant oral single dose
5 1500 —e— 50 mg
© —e— 100 mg
Nong d6 Daridorexant S —e— 150 mg
~ « A X o
sau mat lieu uong duy S 1000
nhat tir 50 - 150 mg = |
2
v
g 500
o
a
_.
0

0 2 4 6 8 10 12 14 16 18 20 22 24

Time after dose (hours)

Ufer M, Kelsh D, Schoedel KA, Dingemanse J (September 2021). "Abuse potential assessment of the new dual orexin receptor 17
antagonist daridorexant in recreational sedative drug users as compared to suvorexant and zolpidem". Sleep. 45 (3).



Il. DARIDOREXANT TRONG PIEU TRl CHUNG

MAT NGU O NGU'Ol TRUONG THANH

6. Dwoc lwe hoc

Daridorexant c6 kha ndng doi khang gan nhw
twong dwong vai cac thu the Orexin
« Ailuc (Ki) véi thy thé

- OX1:0,47 nM
- 0X2:0,93 nM H.CO o
Trai ngwoc v&i mot so loai thude an than va thude
ngu khac, Daridorexant khéng phai la thudc H Cl
Benzodiazepine va khéng twong tac véi cac thu N /N 3
thé GABA. \ N
N=—
1, Idorsia Pharmaceuticals US Inc. QUVIVIQ (daridorexant) tablets, for oral use, [controlled substance schedule pending] US prescribing information. 2022.
18

2, Roch, C., Bergamini, G., Steiner, M.A. et al. Nonclinical pharmacology of daridorexant: a new dual orexin receptor antagonist for the treatment of
insomnia. Psychopharmacology 238, 2693—-2708 (2021).
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MAT NGU O NGU'Ol TRUONG THANH

7. Liéu dung

LUU Y!
3 N A A o x. an « Chi dinh st dung trong thdi gian ngan (< 4 dén 8 tuan), tot nhat
> Lieu khuyen cao: 25-50 mg mot lan moi dem, 14 két hop voi cac liéu phap didu tri khang diing thudc.
d}{jo’”g_uong- * Han ché st dung lau dai doi v&i nhivng treong hop khong co san
» Lieu toi da: 50 mg. phwong phap diéu tri khdng dung thuée hodc khdng hiéu qua.

Liéu ngudi Ion thédng thwdng cho chirng mét ngu:

8. Cach dung

> Daridorexant c6 dang vién. Uong 1 lan/ngay, tot nhat 1a khoang 30 phut trwdc khi di ngu.

> Daridorexant c6 thé dwoc dung cung hodc khéng cung thirc n nhwng sé c6é tac dung
nhanh hon néu dung ltc bung doi.

> Nudt toan bd vién nén/vién nang, khdng chia nhd, nhai hodc nghién nat.

> Khong dwoc dung nhiéu hon mét liéu Daridorexant mdi ngay ngay ca khi van khoé ngu.

LUU Y! UVIVIQ

= Co thé sé rat budn ngl ngay sau khi dung Daridorexant — Lén ké hoach di ngli ngay d @y
sau khi ubng thudc va nam trén giwdng it nhat 7 gio.

= Khdng dung Daridorexant néu khéng thé ngli trong sé gi® can thiét sau khi dung thubc. = -

19
Idorsia Pharmaceuticals US Inc. QUVIVIQ (daridorexant) tablets, for oral use, [controlled substance schedule pending] US prescribing information. 2022.
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MAT NGU O NGU'Ol TRUONG THANH

< YEU CAU: ,
» Bao quan & 20°C den 25°C, cho phép trong khoang ttr 15°C

den 30°C. ‘
» Gilr thudc trong hop dwng, day kin va dé xa tam tay tré em.
» Bao quan & nhiét d6 phong, tranh nhiét d6 va dé6 am qua cao. QU\.. * ol
~ (laridorexant) @ =

%’/)

20

Idorsia Pharmaceuticals US Inc. QUVIVIQ (daridorexant) tablets, for oral use, [controlled substance schedule pending] US prescribing information. 2022.
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MAT NGU O NGU'Ol TRUONG THANH

10. Lwu y khi st dung thudc

Diltiazem
(chat trc ché CYP3A4 trung binh)

Tang AUC cua daridorexant 1én 240%

, Itrag:onazole
(chat irc ché CYP3A4 manh)

Tang AUC cua daridorexant 1én > 400%

Efavirenz

Daridorexant (chat cdm (rng CYP3A4 trung binh)

Giam AUC cla daridorexant xuéng = 35%

, Rifampin
(chat cam &rng CYP3A4 manh)

Giam AUC cla daridorexant xuéng > 50%.

Ruwou

Kéo dai T max
Lién quan dén tac dung phu [én hé than kinh van déng

Markham, A. Daridorexant: First Approval. Drugs 82, 601-607 (2022)

21
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» Dung dong thoi véi céc chat trc ché CYP3A4 trung binh: Liéu khuyén céo 25 mg
khong qua mét 1an méi dém.

« Tranh str dung dong thdi vai chat irc ché CYP3A4 manh, véi cac chat cdm (rng
CYP3A4 manh hoac trung binh.

« Khéng ubng rwou trong khi ding Daridorexant.

« Can than trong khi dung déng thoi Daridorexant véi cac thudc tre ché than kinh
trung wong khac

— Can nhac diéu chinh liéu lwong dbi véi mét trong hai loai thubc.

22

Markham, A. Daridorexant: First Approval. Drugs 82, 601-607 (2022)
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MAT NGU O NGU'Ol TRUONG THANH

10. Lwu y khi st dung thudc

Phu nir cO thai

+ Chwa co div lieu d& danh gia nguy co 0
dén di tat badm sinh, say thai do thubc
cho me hoac thai nhi.

* Nghién ctru trén déng vat: St dung .
Daridorexant cho chuét mang thai va
thé trong thoi ky hinh thanh co quan .
khéng gay ra déc tinh hoac di tat bao
thai & liéu gap 8 va 10 lan so vai liéu
khuyén céo tbi da cho nguwdi (MRHD).

Phu nir cho con b

Chuwa co6 dir liéu vé sw hién dién cta thudc trong stra
me, anh hwédng dén tré b me hodc anh hwéng dén
san xuat sira.

Tré so sinh tiép xtc véi Daridorexant qua sira me nén
dwoc theo ddi merc do an than.

Céc lgi ich vé phéat trién va sirc khée cla viéc nudi
con bang sira me can dwoc can nhac voi:

- Nhu cau l1am sang clia ngudi me dbi voi thube

- Tac dung phu tiém an dbi véi tré ba sira me tir thudc

23

Idorsia Pharmaceuticals US Inc. QUVIVIQ (daridorexant) tablets, for oral use, [controlled substance schedule pending] US prescribing information. 2022.
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MAT NGU O NGU'Ol TRUONG THANH

10. Lwu y khi st dung thuéc Bénh nhan suy than

Nong do Daridorexant theo thdi gian trong huyét
twong & doi twong kiém soat (nhém A) va bénh 1400+ ot

nhan suy chirc nang than nang SRFI (Nhém B). z;

D liéu vé& ndng do thu dwoc sau khi dung mot 1 : r._‘

lieu udng duy nhat 25 mg va dworc trinh bay dwdi . woy | N ~ |

dang trung binh + SD. i : )
Két qua: khéng c6 sw khac biét vé lién két .

v&i protein huyét twong clia Daridorexant duoc
do gilta ngwdi khoe manh va bénh nhan SRFI.

B00-

EETT T T T T T T T T 1
nEd B 3z 1B by | k1] a8 [ 5] EF )
Timia (Fours)

e R A
,
[ &] zant
.
- =3
o
i

Daridorexant plasma concentration {ng/mL)

4004
] , 2 - 2 Y . & Group A: control subjects (N=T)
v’ Daridorexant c6 thé dwoc st dung dé diéu tri O Group B: patients with SRFI (N=8)
A A X > A A s u ’ v 200+ =

bénh nhan mat ngu doc lap voi chirc nang : L___L ,

than cua ho ma khong can diéu chinh liéu. J 2 ' S i S S 0
v Loc mau sé kh‘or.19 anp hu’cyng .den PK cua YT X T P s )

Daridorexant vi lién két cao vo&i protein huyét Time (howe)

twong cua thudc. SRFI: severe renal function impairment

Berger, B., Muehlan, C., Klein, G., & Dingemanse, J. (2021). Pharmacokinetics of daridorexant, a dual orexin receptor antagonist, are not affected by 24

renal impairment. Clinical and Translational Science.
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ORIGINAL RESEARCH ARTICLE |“I} |

Effect of Liver Cirrhosis on the Pharmacokinetics, Metabolism,
and Tolerability of Daridorexant, A Novel Dual Orexin Receptor
Antagonist

Benjamin Berger' ™ - Jasper Dingemanse' (¥ - Giancarlo Sabattini® - Stéphane Delahaye® - Urs Duthaler™* (5 .
Clemens Muehlan (- Stephan Krihenbiihl* &

Accepted: 12 Apsil 2021
& Thee Authee{s], under exclusive Eeence ta Springer Nature Switmedand AG 2001

Condusions Mo safety issue of concern was detected following administration of 25 mg of daridorexand in the siudy popula- z N Nt 7 >
tion. Moderate liver cirrhosis canses impaired hepatic clearance of unbound daridosexant, which prolongs the half-life. A Suy gan keo dal th0’| glan ban h uy
a3-ig dose of dariderexant should, therefore, not be exceeded in Child—Pugh B paticnts, A dose adjustment is not required T4 Cl:la Daridorexant

in Child—Pugh A patients, while avoidance of daridorexant in patients with Child—Pugh C cirrhosis is recormmended.

SUY GAN PIEU TRI

Child-Pugh A: 5-6 diém Khoéng can diéu chinh liéu lwong

Child-Pugh B: 7-9 diém Liéu khdng qué 25 mg mot lan méi dém

Child-Pugh C: 210 diém Chwa dwoc nghién ctru va khéng khuyén cao str dung Daridorexant cho b&nh nhan
Berger, B., Dingemanse, J., Sabattini, G., Delahaye, S., Duthaler, U., Muehlan, C., & Krahenbdhl, S. (2021). Effect of Liver Cirrhosis on the 25

Pharmacokinetics, Metabolism, and Tolerability of Daridorexant, A Novel Dual Orexin Receptor Antagonist. Clinical Pharmacokinetics, 60(10), 1349-1360.



Il. DARIDOREXANT TRONG PIEU TRl CHUNG

MAT NGU O NGU'Ol TRUONG THANH

10. Lwu y khi st dung thuéc

« Tham khdo liéu dung cho ngudi I&n; than
trong khi s&r dung do tang nguy co phan
trng co hai.

« Trong tdng s dbi twong trong cac nghién
ctru lam sang vé Daridorexant bi mét ngu
(N = 1854), khoang 39% (N = 727) = 65
tudi va 5,9% (N = 110) = 75 tudi. Cho thay
kha ndng budn ngl va mét mai tang lén

\ theo tudi clia bénh nhan.

26

Idorsia Pharmaceuticals US Inc. QUVIVIQ (daridorexant) tablets, for oral use, [controlled substance schedule pending] US prescribing information. 2022.
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MAT NGU O NGU'Ol TRUONG THANH

11. TAc dung khéng mong mudn

Té liét khi ngu: tam thdi khéng c6 kha nang cir ddng hoac ndi chuyén trong vai
phut sau khi thire gidc hodc chim vao giac ngu.

Ao giac: Nhin thdy moi thir hodc nghe thay giong noi khéng tén tai khi di ngu
hoac thuc day.

Qué budn ngu vao ban ngay.

Chirng tram cam, y nght tw t&r va tw gay thwong tich.

® Ngoai ra, mot so triéu chirng khac nhw dau dau, budn nén, chéng mat, tiéu chay,...

Mignot E, Mayleben D, Fietze I, Leger D, Zammit G, Bassetti CLA, Pain S, Kinter DS, and Roth T. Safety and efficacy of daridorexant in patients with 27
insomnia disorder: results from two multicentre, randomised, double-blind, placebo-controlled, phase 3 trials. Lancet Neurol 2022; 21(2):125-139.



Il. DARIDOREXANT TRONG PIEU TRl CHUNG

MAT NGU O NGU'Ol TRUONG THANH

11. TAc dung khéng mong mudn

Gia duoc Daridorexant | Daridorexant | Daridorexant | Daridorexant | Zolpidem

Tac dung phu N=60 5mg 10 mg 25 mg 50 mg 10 mg

N=60 N=58 N=60 N=61 N=60
DPéi twong cé it . o 0 o o o
nhit 1 TEAE 30% 35% 38% 38% 34% 40%
Cé it nhat 1 TEAE 0 0 I .
nghiém trong 0 0 3.4% 0 1.6% 0 Ket qua.
Al e 0 g 0 g L5 g Khong c6 moai lién hé gilra
S::n LB &6 0 0 1.7% 0 0 0 lieu Daridorexant v&i tong

— thé ty Ié AE hay ty Ié cua mét
Nhoi mau co tim 0 0 1.7% 0 0 0 X o
AE bat ky.
Dau bung trén 1.7% 0 1.7% 0 1.6% 6.7%
Creatine
Phosphokinase 1.7% 3.3% 1.7% 1.7% 1.6% 0
trong mau tang TEAE: treatment-emergent adverse event
Tiéu chay 3.3% 1.7% 0 5.0% 0 1.7% AE: adverse event: bien co bat lgi
Chéng mat 1.7% 1.7% 3.4% 0 0 6.7%
Mét maéi 3.3% 1.7% 1.7% 5.0% 0 6.7%
Dau dau 1.7% 10% 8.6% 8.3% 8.2% 10%
Budn nén 0 0 1.7% 3.3% 1.6% 6.7%
Dauvilliers, Y., Zammit, G., Fietze, I., Mayleben, D., Kinter, D. S., Pain, S., & Hedner, J. (2020). Daridorexant, 28

a New Dual Orexin Receptor Antagonist to Treat Insomnia Disorder. Annals of Neurology.
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MAT NGU O NGU'Ol TRUONG THANH

12. Twong tac thudc
Lexicomp® Drug Interactions

Chéng chi dinh Can nhac stra doi liéu phap

Fexinidazole _
Buprenorphine
Flunarizine
Zopidem
Alcol
. Bromperidol
Daridorexant P Daridorexant Suvorexant
Azelastine
Olopatadine Chlormethiazole

Oxomemazine

Lemborexant
Orphenadrine

29
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MAT NGU O NGU'Ol TRUONG THANH
13. Qual

o>

u

< Trong cac nghién clru dwoc Iy hoc 1am sang, cac dbi twong khde
manh dwoc st dung céac liéu don 18n dén 200 mg Daridorexant (gap
4 1an liéu khuyén céo). O liéu diéu tri cao hon da quan séat dwoc cac
phan (rng bat loi nhw budn ngl, yéu co, rdi loan chil y, mét mai, nhirc
dau va tao bon.

<% Khong c6 thudc giai ddc cu thé cho qua liéu Daridorexant. Trong
trwong hop qua liéu, dén co s& y té va diéu tri triéu chirng chung va
bénh nhan phai dwoc theo ddi can than.

< Loc méau khong c6 hiéu qua vi Daridorexant lién két v&i protein cao.

30
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MAT NGU O NGU'Ol TRUONG THANH

14. Nghién ctru

* Nguoi lon < 64 tuéj bi rbi loan mét ngl duwoc ? : g:;: ;8&&229
@ chon ngau nhién dé nhéan gia dwoc dworng ¢ -10-
udng hang ngay, Daridorexant (5, 10, 25, y
50mg) hoac 10mg Zolpidem trong 30 ngay. E ?’20-
+ Nghién ctru ngéu nhién, mu d6i, ddi chirng e € 304
v@i gia dwoc va doi chirng chu déng. oy i
- Tién sl bdo cdo: LPS > 30 phut, WASO 2 30 o o A0~
phdt, TST < 6,5h. o= i
. Thoi gian didu tri: 30 ngay 5 -50
Y nghia so sanh: Bd gidm thi gian di vao giac R MM . .
ngu so v&i lic ban dau. Placebo 5 10 25 50 Zolpidem
Daridorexant dose (mg) 10 mg

LPS: latency to persistent sleep: Thoi gian di vao gic ngt
WASO: wake after sleep onset: Th&i gian thirc gitba lGc ngl va ldc thire day

TST: total sleep time: Tong thei gian ngu LPS: Thoi gian di vao giac ngu

Két qua: so v&i dung gid dwoc thi Daridorexant c6 dd gidm manh hon vé thdi gian di vao

giac ngl so vai ltc ban dau. Nhuwng Zopidem lai c6 LPS gidm manh nhat.

Dauvilliers, Y., Zammit, G., Fietze, I., Mayleben, D., Kinter, D. S., Pain, S., & Hedner, J. (2020). 31
Daridorexant, a New Dual Orexin Receptor Antagonist to Treat Insomnia Disorder. Annals of Neurology.
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MAT NGU O NGU'Ol TRUONG THANH

14. Nghién ctru

®
o
|
@
HOH®

- N
o o
| 1

N
o
|

0-Days 1&2
- Days 28 & 29

Change from baseline
in TST (min)

Y nghia so sanh: Kha néng tang thoi
gian ngu so v&i ban dau.

otV T ~ Zolpidem
Placebo 5 10 25 50 18m
Daridorexant dose (mg) ’

TST: Téng thoi gian ngd

Dauvilliers, Y., Zammit, G., Fietze, |., Mayleben, D., Kinter, D. S., Pain, S., & Hedner, J. (2020).
Daridorexant, a New Dual Orexin Receptor Antagonist to Treat Insomnia Disorder. Annals of Neurology.

% Nhom dung Daridorexant c6 kha
nang tang th&i gian ngu cao hon so
v&i nhdom dung gia dworc.

< O liéu 50mg Daridorexant, kha nang
tang thoi gian ngu tot hon Zopidem,
liéu 25mg thi xap xi Zopidem.

32




Il. DARIDOREXANT TRONG DIEU TRI CHUNG
MAT NGU O NGU'Ol TRUONG THANH

0- ® Days1&2 Y nghia so sanh: D6 giam thoi gian thire
-104 * Days 28 & 29 gitra ltc ngd va luc thire day.
.20-

% So v&i nhém dung gia dwoc va
Zolpidem, nhdm dung Daridorexant co
kha nang giam th&i gian thire trong lac
ngu cao hon.

;

Change from baseline
in WASO (min)

< O liéu khuyén céo diéu tri (25 mg va
50 50 mg) khong c6 sw chénh lach nhiéu
'5°‘L| khi dung & ngay 1, 2 v&i ngay 28, 29.
) ) 1 1}
Placebo 5 10 25 50 Zolpidem
Daridorexant dose (mg) 10mg

WASO: Thdi gian thiee gilra Iac ngu va lac thire day

Dauvilliers, Y., Zammit, G., Fietze, |., Mayleben, D., Kinter, D. S., Pain, S., & Hedner, J. (2020). 33
Daridorexant, a New Dual Orexin Receptor Antagonist to Treat Insomnia Disorder. Annals of Neurology.
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(N[ T ERRAT Bl Anh hi'ong dén viec lal xe

1509 [-H:I = | drowe o W
« Nghién clru ngau nhién, gia dwoc, cé kiém soat bén chiéu. — T e
X ~ A 2. > A E

* GOm 60 nam, nir trung nién va cao tudi (khée manh, khéng §; 100 . - T o T

mac chirng mat ngu). EE . e e 1 arove o
« So sanh gilra dung gia dwgc, Zopiclone 7,5mg, Daridorexant %i 50-

liéu 50mg va 100mg. §

o 0= | drove exceptiaonally poorly

Két qua: Day 2 Day 5
« Céc dbi twong tw danh gia chat lwong lai xe thap hon dang ké
vao ngay tht 2 sau khi dung mot trong hai liéu Daridorexant <
so vOi gia dwoc. Ngay thi 5 khéng c6 y nghia so sanh. 125 150 = extrame efior
« Két qua cho thay nd lwc dé hoan thanh nhiém vu lai xe vao
ngay th 2 cao hon dang ké déi véi liéu 50 mg va 100 mg.
Vao ngay th 5, khéng c6 khac biét so v&i nhom so sanh

TE = ralhar rwch afort

[
" Mlin onas
Bénh nhan dung Daridorexant nén than trong khi 2 5

|é| Xe Cho dén kh| b|ét énh hu}é!ng Caa thU6C E dardorexant 50 mg Bl darndorexant 100 mg B ropiclone 7.5 mg B8 placebo

subjoctvm driving efort [mm]
maan, §5% Cl
=
(5]

[
L]
1

Muehlan C, Brooks S, Vaillant C, Meinel M, Jacobs GE, Zuiker RG, Dingemanse J. Driving Performance after Bedtime 34
Administration of Daridorexant, Assessed in a Sensitive Simulator. Clin Pharmacol Ther. 2022 Jun;111(6):1334-1342.
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QUVIVIG ‘ v

(laridorexant) @z |
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IIl. TONG KET

f Thong tin thudec = (, ......... ' Chi d!nh ......... \‘1 {,.

’ﬁ"" Liéu dl:lng ’;‘

Théang 01/2022: Thubc Nguwdi trwdng thanh co 25 - 50 mg/lan
dwoc FDA chap thuan, dac diém la kho bat dau o moéi dém,
] phé duyét & Hoa Ky. k va duy tri giac ngu. i ngu rd. dwéng ubng.
v
.................... [ Uu ciém IR T:anh siv dung NN /o W
e T AP i B 4 \
Thoi gian ban‘thal thap, it gay tac Tra,nh dung chung voi c,hat rc Viéem miii hond. nhirc
dung an than vao ban ngay. ché CYP3A4 manh, chat cam d3u. mat moi .cr?c")n Tt
Mlrc do va tan suat gay tac dung wng CYP3A4 manh hoac trung bl’Jén'nﬁn E)uén r? o0 ’
phu thap hon cac nhém thuéc khac binh, rwou. ’ gu.
e eeeoessesesesesessmsssssmesesssesssenssssssssesssensssssssen o e eeessseeeesssssesenssssessssssessessssssessassesessans R S 7
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