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QUYET PINH

Vé viée ban hanh danh muc 191 thude nwéc ngoai
dugc gia han gidy ding ky hru hanh tai Viét Nam - Dot 115.2

CUC TRUGNG CUC QUAN LY DUQC

Can cir Ludt Dupc SC; 105/2016/QH13 ngay 06/4/2016;

Cin cir Nghi dinh s6 95/2022/ND-CP ngay 15/11/2022 ciia Chinh phi quy
dinh chirc nang, nhiém vy, quyen han va co cdu té chire ciia B Y té;

Can cur Quyet dinh sé 1969/0D-BYT ngay 26/4/2023 cuia Bo truweong B Y 1é
quy dinh chirc niing, nhiém vu, guyén han va co cdu t6 chire eiia Cuc Qudn Iy
Duge thuge B Y té:

Ciin cit Thong tu s6 08/2022/TT-BYT ngdy 05/09/2022 ciia BY trucng B ¥
té quy dinh viée ding ky leu hanh thuéc, nguyén liéu lam thuéc;

Céin cir két lugn cia Hi d‘ong te van cap gidy ding ky heu hanh thudc,
nguyén liéu lam thuoc - B6 Y té;

Theo dé nghi ciia Trudng phong Ping ky thudc - Cuc Qudan Iy Dirgc.

QUYET DINH:

Pidu 1. Ban hanh kém theo Quyét dinh nay danh muc 191 thudc nude
ngoai dugc gia han gié‘iy dang ky luu hanh tai Viét Nam - Pot 115.2, cu thé:

1. Danh muc 177 thubc nude ngoai duoc gia han gidy ding ky luu hanh
hi¢u hyc 05 ndm (Phu luc I kéem theo).

2. Danh myc 09 thude nude ngodi duge gia han gidy dang ky luu hanh
hiéu hiec 03 nam (Phu luc II kém theo).

3. Danh muc 05 thubc nude ngoai duge gia han gify ding ky luu hanh
dén 31/12/2025 (Phu luc III kém theo).

Diéu 2. Co s6 san xuit va co s& dang ki thudc ¢b trach nhiém:

1. Cung cip thudc vao Viét Nam theo ding cac hd so, tai lidu da ding ky
v6i B Y 8 va phai in hodc dan sé ding ky duge B8 Y té cdp 1én nhén thuée.

2. Chép hanh diy da phép luat cia nuede CHXHCN Viét Nam va cac quy :

- dinhcta B Y 1€ vé nhap khdu thube va Tiew hianh thude tai Vit Nam; miéu-cé bag
ctr thay d6i gi trong qué trinh luvu hanh thudc & nuée sé tai va & Viét Nam thi
phai bio cdo ngay cho Cuc Quan 1y Duoc - B§ Y té Viét Nam,

3. Thyc hién viéc cdp nhit tiéu chudn chét lwong clia thudc theo quy dinh
tai Thong tu s6 11/2018/TT-BYT ngay 04/5/2018 cta Bé truong B Y t& quy
dinh v& chit lugng thude, nguyén liéu lam thude,

4. Thubc duge gia han gidy ding ky luu hanh tai Quyét dinh nay nhung
chira ndp hd so cip nhit ndi dung nhin thude, to hudng din sir dung thude theo
quy dinh cta Thong tr 01/2018/TT-BYT ngay 18/01/2018 cia BY trudong BO Y
té thi phai thye hién cép nhét theo quy dinh tai diém b Khoan 1 Didu 37 Thong
tu s6 01/2018/TT-BYT trong thdi han 12 thing ké tir ngdy dugc gia han gidy
dang ky luu hanh.



5. Sau 12 thang ké tr ngay k¥ ban hanh Quyét dinh nay, cac thubc duge
gia han gidy déng ky Iuu hanh theo Quyét dinh nay cb thay d6i vé ndi dung hanh
chinh (bao gom c4 mau nhin vi t& hudng din st dung thuoc) phai ohap khiu va
hru hanh véi cac ndi dung dé duge phé duyét thay di trong hd so gia han.

6. Phdi hop véi céc co s6 diéu tri d& thyuc hién theo diing cac quy dinh
hién hanh vé thudc ké don, theo ddi an toan, hiéu qua, tic dung khong mong
mudn cia thude trén nguoi Vit Nam va tong hop, bdo cdo theo quy dinh tai
Diéu 5 Thong tu s6 08/2022/TT-BYT ngay 05/9/2022 ciia B trugng BO Y té
quy dinh viéc dang ky hru hanh thudc, nguyén lidu lam thudc dbi vai cac thude
thudc Danh myc tai Phy fuc I ban hanh kém theo Quyet dinh nay.

7. Co s0 dang ky thuoc phdi dam bao duy tri didu kién hoat dong trong
thoi gian hiéu lyc cha gidy ding ky lwu hanh thube, nguyén liéu lam thude.
Trong truong hop khong con dap Gng da diéu kién hoat déng, co s& ding ky
phai ¢6 trach nhiém thuc hién thay dbi co s& ding ky theo quy dinh tai Thong tur
s0 08/2022/TT-BYT ngay 05/9/2022 cha B truéng BG Y té trong thdi han 30
ngay ké tir ngay co sé ding ky khong con du didu kién hoat dong.

8. Co 50 dang ky thuoc phdi bdo cao BO Y té vé& cip nhit tinh trang dap
tmg Thuc hanh 6t san xuat clia co 5¢ san xudt thudc, nguyén lidu lam thude.
Truong hop co 6 san xudt bi thu hdi glay phép san xuft hodc khéng dap tmg
Thuc hanh tdt san xvit thude, nguyén liéu lam thudc & nudc so tai, co s& phai
thue hién viéc béo cao trong thoi han 15 ngay ké tir ngay c6 thong bao cla co
quan quan ly cd tham quyén nude sé tai theo quy dinh tai diém d khodn 1 Diéu
100 Nghi dinh s& 54/2017/ND-CP ngay 08/5/2017 ctia Chinh pht quy dinh chi
tiét mot so didu va bién phap thi hanh Lut Duge.

Bleu 3. Cac thuoc dugce gia han gzay ding ky luu hanh tai Quyét dinh L nay
duge tiép tuc sir dung sb dang ky da cap trude khi gia han trong thdi han tdi da
12 thang ké tir ngay duge cap s0 dang ky gia han theo quy dinh tai Phy luc VI
ban hanh kém theo Théng tw s6 08/2022/TT-BYT.

Pidu 4. Quyét dinh ¢ hiéu luc ké tir ngay ky ban hanh.

Pitu 5. Giam dbc S& Y té cac tinh, thanh pho truc thudce trung vong, gidm
ddc nha san xuft va co s& dang ky cé thudc tai Didu 1 chiu trach nhiém thi hanh
Quyét dinh ndy./.
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" Bb Y t& Vu PC, Cuc QLKCB, Thanh tra B, Vi === Vil Tuéin Cudng
phong HBTV cip GDKLH thube, NLLT,

-8&'Y té cc tinh, thinh phé trre thuée Trung wong;

- Vién KN thube TU, Vién KN thude TP, HCM;

- Téng Cong ty Duge VN-CTCP;

- Cac Cong ty XNK duge phém

- Cic Bénhvién & Vxen cd giudmg bénh truc thude BYT;
- Trung tam mua sim tap trung thude qubc gia;
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Phu fucl

DANH MUC 177 THUOC NUGC NGOAI PUQC GIA HAN GIAY BPANG KY LUU HANH
TAI VIET NAM HIEU LUC 5 NAM - QT 115.2

(Ban hanh kém theo quyét dinh sé: 111......./0D-QLD, ngay 19./10.2023.cita Cuc Qudn Iy Duoc)

STT | Tén thudc | Hoatchatchinh | Dang | Quycich | Titu | Tubi S6 dang ky S0
— Ham lwgng bao ché | dong géi | chuan | tho gia han Iin
{thang) (S0 ding ky gia
di cap) han
03] () 3 C)] &) (6) 0. 8) (€)]
I. Co s ding ky: Abbott Laboratories (Singapore) Private Limited (Dja chi: 3 Fraser Street, #23-
28 DUO Tower Singapore 189352, Singapore)
1.1. Co s& san xuét: PT. Abbott Indonesia (Dja chi: JI. Raya Jakarta - Bogor Km 37, Kel. Sukamaju,
Kee. Cilodong, Depok, Jawa Barat, Indonesia)
1 Klacid Clarithromycin C§m pha [ Hop 110 NSX 24 899110399323 | 01
125mg/5ml hon dich | 30 ml; (VN-16101-13)
udng Hop 1 1o
60 mi
2. Co sé diing ky: Actavis International Lid. (Pja chi: No.4 SQAQ Tal-gidi Off Valletta Road, Luga,
LOA 6000, Malta)
2.1. Co s& san xuét: Actavis Ltd. (Dia chi: BLBO16, Bulebel Industrial Estate, Zejtun ZTN3000,
Maita)
2 Actelsar Telmisartan 40mg | Viénnén | Hop 2 vix | NSX 36 535110399423 01
14 vién (VN-20899-18)
2.2. Co s& san xuit: Balkanpharma - Dupnitsa AD (Pia chi: 3 Samokovsko Shosse Str., 2600
Dupnitsa, Bulgaria)

3 Bromhexin | Bromhexine Viénnén | Hop 1 vix | NSX 36 380100399523 | 01
Actavis hydrochloride 20 vién (VN-19552-16)
gmg 8mg

2.3. Co s& san xuit: Norton Healthcare Limited T/A Ivax Pharmaceuticals UK (Dja chi: Aston
Lane North, Whitehouse Vale Industrial Estate, Runcorn, WA7 3FA, United Kingdom)

4 Budesonide | Budesonide Hén dich Hop 30 NSX 24 500110399623 | 01
Teva 0,5mg/2ml khi dang | ong 2ml (VN-15282-12)
0,5mg/2ml

2.4. Co s& san xuit: Teva Czech Industries s.r.o. (Pia chi: Ostravskd 305/29, Komdrov, 747 70,
Opava, Czech Republic)

5 Equoral Ciclosporin 25mg | Vién Hop 5vix | NSX 24 859114399723 01
25mg nang 10 vién (VN-18835-15)

mém

3. Co'sé ding ky: Ajanta Pharma Limited (Pia chi: Ajanta House, 98, Government Indusirial Area,
Charkop, Kandivli (West), Mumbai-400 067, India)
3.1. Co s& sin xuit: Ajanta Pharma Limited (Dia chi: Plot No. B-4/5/6, MIDC, Paithan,
Aurangabad 431148 Maharashitra State, India)
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STT | Tén thudc | Hoatchitchinh | Dang | Quyecich | Tiéuw | Tudi S6 ding ky S6
— Ham lwong | baoché | dénggéi | chudn | the oia han Yin
{thing) (S6 ding ky gia
i cip) han
@ ) 3) @ 3 6 () & (€)]
69. Co s& diing ky: Organon Hong Keng Limited (Pja chi: Unit 48-136, 48/F, Lee Garden One, 33
Hysan Avenue, Causeway Bay, Hong Kong)
69.1. Co s& sin xuét: N.V. Organon (Pja chi: Kloosterstraat 6, 5349 AB Oss, The Netherlands)
136 | Orgametril | Lynestrenol 5Smg | Viénnén | Hop 1 vix | NSX 60 870110412823 01
30 vién {(VN-21209-18)
69.2. Co s& sin xwit: Organon Pharma (UK) Limited (Pia chi: Shotton Lane, Cramlington,
Northumberiand NE23 3JU, UK)
Co s& déng g6i: Merck Sharp & Dohme B.V. (Dia chi: Waarderweg 39, 2031 BN Haarlem, The
Netherlands)
137 | Singulair | Montelukast Viénnén | Hop4vix | NSX | 24 | 500110412923 | 01
(dudi dang bao phim | 7 vién, (VN-21065-18)
Montelukast. hop 2 vix
natri) 10mg 14 vién
70. Co s& diing ky: Organon Hong Kong Limited (Dja chi: Unit 48-136, 48/F, Lee Garden One, 33
Hysan Avenue, Causeway Bay, Hong Kong)
70.1. Co s& sdn xudt: Rovi Pharma Industrial Services, S.A. (Dia chi: Via Complutense, 140, 28805
Alcald de Henares, Madrid, Spain)
Co s& déng goi va xudt xwémg: Organon Pharma (UK) Limited (Pia chi: Shotion Lane,
Cramlington, Northumberland NE23 3JU, United Kingdom)
138 | Arcoxia Etoricoxib 120mg | Viénnén | Hép 3 vix | NSX 36 840110413023 01
120mg bao phim | 10 vién (VN-20808-17)
139 | Arcoxia Etoricoxib 60mg | Viénnén |Hop 3 vix | NSX 36 840110413123 | 01
60mg bao phim | 10 vién (VN-20809-17)
140 | Arcoxia Etoricoxib 90mg | Viénnén | Hop 3 vix | NSX 36 840110413223 | 01
90mg bao phim | 10 vién (VN-20810-17)
71. Ce s& @ing ky: Paradigm Pharma (Thailand) Ce., Ltd (Dja chi: No.87, M Thai Tower 15th
Floor, All Seasons Place, Wireless Road, Lumphini Sub-District, Pathum Wan District, Bangkok
Metropolis, Thailand)
71.1. Cor s& sdn xuat: Apotex Inc. (Co s& déng gbi: Apotex Inc. (Pia chi: 4100 Weston Road,
Toronto, Ontarie, MIL 2Y6, Canada)) (Pja chi: 150 Signet Drive, Toronto, Ontario, M9L IT9,
Canada)
141 | Rovastin Rosuvastatin Viénnén | Hop3 vix | NSX 24 754110413323 | 01
10mg {dudi dang bao phim | 10 vién (VN-21607-18)
Rosuvastatin

calei} 10mg

72. Co st diing ky: PT. Novell Pharmaceutical Laboratories (Dja chi: JL. Pos Pengumben Raya
No. 8, Sukabumi Selatan, Kebon Jeruk, Jakarta Barat 11560, Indonesia)
72.1. Co & san xuit: PT. Novell Pharmaceutical Laboratories (Bja chi: Jl. Wanaherang No. 35,
Tlajung Udik, Gunung Putri, Bogor 16962, Indonesia)




BOY TE CONG HOA XA HOI CHU NGHIA VIET NAM

CUC QUAN LY DUQC Poc lap - Tu do - Hanh phiic
$6: 42e/QD-QLD Ha Noi, ngay 06thdng 03 ndm 2024
QUYET DINH

Vé viée stra dbi thong tin thuérc duge cép gi,éy diing ky luu hanh tai Viét
Nam ban hanh kém theo Quyét dinh cap gidy ding ky luu hanh cia Cuyc
Quan ly Duoe

CUC TRUONG CUC QUAN LY DUQC

Cen cte Ludt Duge s6 105/2016/QH13 ngdy 06/4/2016;

Can cir Nghi dinh 56 95/2022/ND-CP ngay 15/11/2022 ciia Chinh phu
quy dinh chitc ndng, nhiém vu, quyén han va co céu 16 chire ciia Bé Y 1€,

Can cik Nghi dinh $6 54/2017/NDB-CP ngay 08/5/2017 ciia Chinh phu quy
dinh chi tiét mét s6 diéu va bién phdp thi hanh Ludt Duoc;

Can cir Nghi dinh,sé 155/2018/ND-CP ngay 12/11/2018 cua Chinh phu
sita d6i, b6 sung mot sé quy dinh lién quan dén diéu kién dau tw kinh doanh
thude pham vi qudn Iy nhad nudc cia Bo Y té;

Can cie Nghi dinh sé 30/2020/NP-CP ngay 05/3/2020 ciia Chinh phi vé
cong tac van thu

~ Can cir Quyét dinh s6 1969/0D-BYT ngay 26/04/2023 ciia Bo truong Bo
Y té quy dinh chirc nang, nhiém vu, quyén han va co cau to chitc ctia Cuc Quan
Iy Duoc thuge Bo Y té;
~ Can cu Thong tu 50 08/2022/TT-BYT ngay 05/9/2022 cua Bé trueong Bo
Y té quy dinh viée dang ky huu hanh thuée, nguyén ligu lam thuoc.
Cén cit vao ho so dang ky luu hanh thuée heu tai Cuc Qudn ly Duoc;
Theo dé nghi ciia Trudng phong Dang ky thuée, Cuc Qudn Iy Duge.

QUYET PINH:

Pitu 1. Stra déi mot sb théng tin thube duge cép, gia han giéy dang k¥
liru hanh tai Viét Nam ban hanh kém theo Quy?t dinh cép, gia han gidy dang ky
luu hanh ctia Cuc Quéan 1§ Duge (Phy luc kém theo Quyet dinh nay).

Cac théng tin khac cna thube duge cé'ip; gia han giby ding ky lvu hanh tai
Viét Nam ban hanh kem theo Quyct dinh cép, gia han gidy dang ky luu hanh
thube tai Phu lyc kém theo Quyét dinh nay khong thay doi.

Didu 2. Quyét dinh nay c6 hidu luc ké tir ngay ky ban hanh.




Bgeu 3. Giam doc S Y té cac tinh, thanh pho tryc thude Trung wong va
Giam doc co s san xudt va co s ding ky ¢6 thudc tai Pidu 1 chiu trach nhiém
thi hanh Quyét dinh nay./.

Noi nhdan: KT, CUC TRUUNG

~Nhu t
s 3 PHO CUC TRUONG

- B6 truong Dao Hdng Lan (dé b/c);

- Thir rudng D& Xudn Tuyén (de blc),

- Cuyc trudng Vi Tuén Cuonb(de b/c);

- Cyc Quan y - B& Québc phong, Cuc Y té - Bp Cong
An;

- Cuc Y t& GTVT - B§ Giao thdng vén tai; Téng Cuc
Hai quan - B§ Tai chinh;

- Bao hiém x& hi Vigt Nany

-Bg Y té: Vu PC, Cuc QLYDCT Cuc QLKCB Thanh
tra B§; Trung tim mua sdm tdp trung thube Quoc gia;

- Vign KN thude TW, Vién KN thuoe TP. HCM; Z p 5

N e hbLam
- T()ng Céng ty Duge Vigt Nam — Cong ty CP; Cac guyen Than
cOng ty XNK duge pham

- Cac Béph vién, Vién c6 giudmg bénh tryc thuge BYT;
- Chc phong thuje Cuc QLD: QLGT, QLKDD,
QLCLT, PC-HN, VP Cuc; Website Cuc QLD;

~ Lwu: VT, BKT
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szm PINH CONG BO CO SO |
|SAN XUAT PAT TIEU CHUAN EU-|
| GMP HOAC PIC/S-GMP CUA |

BYT/CQLD




S, Kb Cye Qoba

Gabwve  BOYTH CONG HOA XA HOT CHU NGHIA VIET NAM
Tty k3011 1 T
LEUC QUAN LY DUQC Bic lap - Tu do - Hanh phiic

§4:10212/QLD-CL Ho Npi, ngdy 20 théng 11 ndm 2023

Vv cong bb két qua danh gis dap fmg
GMP clia co 8O sdn Xudt mrée ngodi

(Pot 32)
Kinh gi: '
- 8& Y té céc tinh, thanh pho truc thude Trung uong;
- Chc co s& diing k¥, san xuat, kinh doanh thudc nwde ngodi.

Cin ot Nghj dinh 54/2017/ND-CP ngay 08 thing 5 ném 2017 cia Chinh phi
quy dinh chi tiét mot s& difu va bign phép thi hanh Luat Dugc;

Cin ot Nghi dinh 155/2018/ND-CP ngay 12 thang 11 nim 2018 cha Chinh
phl stra dbi, bd sung mét sb quy dinh lign quan dén didy kién ddu tr kinh doanh
thudc pham vi quan 1y nha nude cia BS Y té;

Ciin ot Théng tu s 35/2018/TT-BYT ngay 22/11/2018 clia B trudng B6 Y
té quy dinh v& Thyc hanh tbt san xuht thude, nguyén lidu 1am thubce;

Ciin off Thong tu sb 12/2022/TT-BYT ngdy 21/11/2022 ciia B6 trudng BO Y
& siza dbi, bd sung va b bd mot s6 Didu cia Thang tr s6 35/2018/TT-BYT ngiy
22/11/2018 ciia BS truémg B Y & quy dinh v& Thuc hanh tbt sin xudt thude,
nguyén litu 1am thude,

Cuc Quén Iy Duge thdng bio:

1. Két qua dénh gia d4p {mg thye hinh tht san xufit cha co s& sin xult thude,
nguyén ligu lam thudc tai nude ngodi (GMP) - Dot 32 tai:

- Phy lyc 1: Danh séch co s& san xudt thude, ngayén lign 1am thudc tai nude
ngodi d4p tmg Thire hanh tt sin xut thude (GMP) - Dot 32;

- Phy Iye 2 Danh sach co sg san xuht thube, nguyén ldu 1am thudc tai nrde
ngodi d4p (mg Thyc hanh tht sin xudt thubc (GMP) duge didu chinh ndi dung da
ebng bé tir Pot I dén Dot 31;

- Phu Inc 3: Danh séch hd so d& nghi dénb gia dép tmg GMP cha céc co s¢
sin xuét thubc, nguyén lién 1im thudc cin bé sung, gidi trinh - Dot 32;

Cic doanh nghiép céin it ndi dung cin bd sung, gidi trinh tai danh séch trén
d8 giri vin thir bd sung, gidi trinh v& Cuc Quén Iy Duge a8 iép tuc duge xem xét,
cbng bd, '

2. Céc Phy lyc 1, Phu lyc 2, Phu luc 3 trén va Danh sach chp nhét cic co s&
san xudt thude, nguyén lidu 1am thude tai nude ngodi dap {mg Thyc hanh t6t san
xuft thude (GMP) tix Pgt 1 dén Dot 32 duge ding ti trén trang thong tin dién tir
ctia Cuc Quan 1y Dugc - hitp://dav.gov.vn - Muc Thyc hanh 8t GXP. Céc danh
séch duge cong bb theo dinh dang PDF va Bxcel dé cac co s& thufin lgi trong tra
cira. S& Y té céc tinh, thinh phé true thude Trung uong, cic co sd'y t& cong lap sir
dung céc danh sich tai Phy luc 1 v Phy lue 2 cda cdc dot cong bd dé xét céc gbi
thau thudc theo ding quy dinh cia Thong t 15/2019/TT-BYT cha B trudng B Y




té v& hudng din dfu thin thube tai cac co s& y t€ va cde quy dinh ctia Ludt Phu
thiu.

3. Co s& sin xudt, ding Iy, kinh doanh thube khi ngp hd so d& nghi dénh gid
dap tmg GMP clia co s& sén xut thube, nguyén lidu lam thudc tai nuée ngodi theo
quy dinh tai Nghj dinh s6 54/2017/ND-CP, ngp kém thém cic Gidy chimg nhén
GMP, Bio cio thanh tra theo tigu chudn EU-GMP, PIC/s-GMP hodc frong duong
(néu c6) 4 dugc danh gid, cong b ddp g cac titu chulin ndy.

Che co s& san xudt, ding k{, kinh doanh thudc d3 ndp hd so d& nghi dénh gid
d4p tmg GMP ciia co sd sin xudt thude, nguyén liéu lam thube tai nuée ngodi aé
ding ky thubc, ngayén lide lam thude hoge dé phan nhém thube theo cdc tiéu chi
k¥ thudt quy dinh trong Théng tis 152019/TT-BY'T ngay 11/7/2019 cta B§ trubng
B&6 Y t& quy dinh viéc du thiy thude tai cdc co 8 y t& cbng lip; Théng tr
06/2023/TT-BYT ngdy 12/3/2023 cia B) trwéng BH Y t6 sira ddi, bd sung mdt )
didu cia Thong tu 152019/ TT-BYT ngdy 11/7/2019 quy dinh viée d4u thau thude
tai c4c co sy t& cong lap nhmg chua duge cong bé.trong dot ndy, Cyc Quéin 1y
Duoc dang tién hinh ddnh gid va s8 tiép tuc chng b trong nhiing dot tip theo.

Céc co s& san xudt, ding ky, kinh doanh thude phai 1a sodt, kip thdi cip nhét
tinh trang dip ‘mg GMP cia co s¢ sén xuét thube, nguyén Liéu am thubc mrée
ngodi theo diing quy dinh tai didm d, khodn 1 Didu 100 Nghi dinh s0 54/2017/ND-
CP ngay 08/5/2017; hm ¥ abi véi cde co s& san xnht nude ngodi cb Giby chimg
nhdn GMP dugc gia han higu luc theo chinh sach trong giai doan dich Covid-19
chia co quan quin 1y duge eie nude.

Cuc Quén 1y Duge thong bdo d& cac don vi biét va thwe hién /.

Noi nhin: KT. CUC TRUONG

- Niur trén; :
- Cue trudmg Vit Tudn Cudng (€ blc); 10 CUC TRUONG

- Cuc Quan Y - Bé Quéc phong;

- Cye Y té - B§ Cong an;

- Cuc Y 2 GTVT - B4 (Gizo thong vin tl

~ Chc bénh vién trre z;uéc BO Yt

- Website.Cuc Quian 1% Duge; -

- Phéng Diing Jj thube, Quan 1y gid thude (4€ p/hop);
- Lana: VT, CL.
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. Kf b Cye Quin
1 Duge
Corquan: B Y té

Aoy BOY TE CONG HOA XA HOI CHU NGHIA VIET NAM
- 7 CUC QUAN LY bUQC Poe lap - Tw do - Hanh phic
S8:2013 /QLD-CL Ha Ngi, ngay 24 thang 03 ndm 2023

Vv cong bd két qua dénh gid dap tmg GMP
clia co 8¢ sén xudt mroc ngodi (Dot 20)

Kinh giri: ’ _ =
- 8& 'Y té cac tinh, thanh phd trec thude Trung uong; :
- Céc co s& dang ky, san xuft, kinh doanh thudc nudc ngoai.

Cin ¢ Nghi dinh 54/2017/ND-CP ngay 08/5/2017 cta Chinh pha quy
dinh chi tiét mot s6 didu va bién phap thi hanh Luit Dugc;
_ Ciin cir Nghi dinh 155/2018/ND-CP ngay 12/11/2018 coa Chinh pht sira
dbi, bd sung mdt sé quy dinh lién quan dén didu kién dau tr kinh doanh thudc
pham vi quan 1§ nha nude ctia B§ Y té;

Cén ctr Thong tu 56 35/2018/TT-BYT ngay 22/11/2018 cia Bo truéng Bo
Y té quy dinh vé Thyc hanh tt san xuét thude, nguyén liéu 1am thudc;

Céan o Thong fur sb 12/2022/TT-BYT ngay 21/11/2022 cia B trudng Bo
Y té stra ddi, bd sung v bii bd mét sd f)ieu cia Thong tu s& 35/2018/TT-BYT
ngdy 22/11/2018 cia B§ truong B Y té& quy dinh vé Thuc hanh t6t san xuét
thude, nguyén liéu lam thube,

1. Cyc Quan 1y Dugc thdng bao két qua danh gia ddp tmg thyc hanh tbt
san xuit clia co s& sén xuit thude, nguyén liéu 1am thude tai nuwde ngoii (GMP)
- Pot 26 tai:

- Phu lyc 1: Danh sach co s¢ sén xuit thuéc, nguyén liéu lam thube tai
nude ngodi dap ing Thuce hanh t6t san xuat thube (GMP) - Dot 26;

- Phy lyc 2: Danh sach co s¢ san xuat thube, nguyén liéu lam thudc tai
nude ngoai dap img Thue hanh tbt san xuat thube (GMP) duoc diéu chinh ndi
dung da cong bb tir Dot 1 dén Dot 25;

- Phy lyc 3: Danh sach hd so dé nghi danh-gia- dap tng GMP cia céc co
s& san xuét thudc, nguyén lidu lam thudc can bd sung, gidi trinh - Dot 26;

Céc doanh nghlep can ¢t ndi dung can bd sung, giai trinh tai danh sach
trén dé giri vin thu bd sung, giai trinh vé Cyc Quan 1y Duge dé tiép tuc dugc
xem xét, cong bd.

2. Cac Phy Iye 1, Phy luc 2, Phy luc 3 trén va Danh sach cap nhat cac co
SO san xuat thude, nguyén liéu lam thudc tai nude ngoai dap ‘mg Thuc hanh tbt
san xuét thubc (GMP) tir Dot 1 dén Dot 26 dugc ding tai trén trang théng tin
dién 6t cua Cuc Quan Iy Dugce - hitp://dav.gov.vn - Muc Thuc hanh tt GXP.
Cac danh sich duge cong bd theo dinh dang PDF va Excel dé cac co sér thuin
loi trong tra ciru. S0°Y té cac tinh, thanh phd trye thude Trung wong, cic co sé y
té  cOng lap str dung cac danh sach tai Phy luc 1 va Phu luc 2 ciia céc dot cong bd
dé xét cac gbi thiu thuoc theo ding quy dinh cia Thong tur 15/2019/TT-BYT
cta Bo trwdng Bo Y té vé huéng din du thiu thudc tai cc co sd y té va cac



quy dinh cta Ludt Dau théu.

3. Cyc Quén Iy Dugc thong bao riit két qua cong bd dap img thire hanh 16t
san xult cia co s& san xut thube, nguyén lidu lam thube tai nrée ngoai (GMP)
d6i véi tradng hop:

- Arena Group S.A. (Tén cli: S.C Arena Group S.A.) (dia chi: Bd. Dunarii
nr.54, Oras Voluntari, Jud. Ilfov, cod 077190, Romania (Cach ghi khic: 54
Dunarii Blvd, Voluntari, Tifov district, 077910-Romania / Bd. Dunarii nr.54,
Voluntari, fov district, 077190, Romania / B-dul Dundrii, Nr. 54, Oras
Voluntari, Jud. Iifov, cod 077190, Romania / 54 Dunarii Bd.,, Voluntari City,
Iifov County, code 077910, Romania) da dugc cong bd Dot 10 STT 80 (IbCC:
675), dap tmg EU-GMP. Diéu chinh hig¢u luc GMP cong bb tai cac Dot 13 (dén
ngay 31/12/2021) va Dt 25 (dén ngay 31/12/2023).

Trén co s& dit licu EUDRA ¢6 thdng bao s6 NCF/001/RO ngdy 15/03/2023
v& viéc khong dap tmg EU-GMP va bj rit gidy phép san Xufit clia co 8.

4. Co s& san xudt, dang ky, kinh doanh thude khi nop hd so dé nghi d4nh
gid dap tng GMP cla co s& san xuat thube, nguyén lidu lam thube tai nude
ngoai theo quy dinh tai Nghi dinh s& 54/2017/NB-CP, n6p kém thém cic Gidy
chirng nhin GMP, Béao céo thanh tra theo tiéu chuan EU-GMP, PIC/s-GMP
hodc twong duong (néu ¢b) dé duge dénh gid, cong b4 déap tmg cc tiéu chudn
nay.

Céc co s& san xudt, ding ky, kinh doanh thudc d3 nop hd so dé nghi danh
gia dap ung GMP cla co so san xuét thube, nguyén liéu lam thubc tai nudce
ngodi dé diing ky thudc, nguyén liéu lam thudc hode dé phan nhom thude theo
c4c tiéu chi ky thuét quy dinh trong Thong tur 15/2019/TT-BYT ngay 11/7/2019
ctia Bo trudng BO Y té quy dinh viée dau thiu thude nhung chua dugce cong bb
trong dot nay, Cuc Quén 1y Dugc dang tién hanh danh gi4 va s& tiép tuc cong bd
trong nhitng dot tiép theo.

Céc co s& san xuat, dang ky, kinh doanh thuoc pha1 ra soat, kip thot cap
nhét tinh trang dap ing GMP cla co s& san xuét thudc, nguyén li¢u lam thuoc
nude ngoai theo ding quy dinh-tar diém- d, khean 1 Pidu 100 Nghi dinh sb
54/2017/ND-CP ngay 08/5/2017; luu ¥ d6i véi cac co sé san XUt nudc ngodi co
GIay chimg nhin GMP dugc gia han hiéu luc theo chinh sdch trong giai doan
dich Covid-19 cua co quan quén ly duge cac nude.

Cuc Quan Iy Dugc théng bao dé cac don vi biét va thyc hién./,

Ng’l}'l nhgn: KT. CUC TRUONG
- Nhur trén; I A
- Cuc trréng Vii Tudn Cudng (@& ble); "",1”;‘ e 0 Cyc TRUUNG

/\k;

- Cuc Quin Y - BY Quoc phong;

- Cyc Y té - Bo Céng an; o //\;\ $
- Cuc Y £ GTVT - B$ Giao thong vén tai; QuANAY g
- Céc bénh vién tryc thude BY Y 18; ?L}f "i&%"

- Website Cuc Quén 1y Dugc;

- Phong Piing ky thude, Quén 1y gia thube (dé p/hop); R M:?i{,,‘f/‘ﬁ;
- Luu: Vin tha, CL. Ta Manh Hung
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e M bk Cye Quin
% iy Duge

Co guan: B()ch
HNpdy ky: 01-02-
2024 15:45:18

HT0

BO Y TE CONG HOA XA HOI CHU NGHIA VIET NAM
CUC QUAN LY DUQC Déc lap - Tw do - Hanh phic
Sb: 08  /QB-QLD Ha Néi, ngay0l  thang02 nam2024
QUYLET BINH

V& vide ebng bo Danh muc thube bidt dwge obc - Pot 1 nim 2024

CUC TRUONG CUC QUAN LY DUGC

Cén eir Ludt Duwoc s6 105/2016/QH1 3 ngay 06/04/2016;

Can cit Nghi dinh so 95/2022/NB CP ngay 15/1 172022 cua Chinh phu quy
dinh chirc ndng, nhiém vu, quyén han va co cdu t6 chirc ciia B3 Y 18;

Céin cir Thong ti s6 08/2022/TT-BYT ngdy 05/9/2022 ciia Bé truong Bé Y
té quy dinh viée ding ky hm hanh thuée, nguyén liéu lam thudc;

Can cur Quyet dinh s6 1969/0D-BYT ngay 26/4/2023 cua Bo truong Bo ¥

1¢ quy dinh chirc ndng, nhiém vy, quyén han va co cdu té chire ciia Cyc Quén by
Duroge thuoc Bo Y té;

Theo dé nghi ciia Trudng phong Phong Pang ky thuée - Cue Quan Iy Durorc.
QUYET DPINH:
Didu 1. Cong bd Danh muc 82 thudc bigt duge goc Dot 1 - nam 2024 tai
Phu lyc kém theo Quyét dinh nay.
Pidu 2. Quyét dinh nay co hiéu lyc ké tir ngdy ky ban hanh.
Pidu 3. Gidm dbc S¢ Y té cac tinh, thanh phd truc thude Trung uong, cic

co s& kinh doanh dwgc va Gidm dbc co s& ¢6 thude néu tai Piéu 1 chiu trach
nhiém thi hanh Quyét dinh nay./.

N&ﬂ’g{ﬂ; ; KT. CUC TRUONG
« Nhu Dicu 3;
-B6 truémng Dao Hong Lan (dé bc); G, C_I;I;O CUC TRUONG
- Thir truéng DS Xudn Tuyén (d€ bic); > \ e
- Cuc trréng Vi Tudn Cudng (@é bic); ff; S \; R ‘E’f /{;’ rsrmror e
- Cuc Quin Y - Bo Quéc phong, Cuc Y té - Ro Céng an; C & WY é.g’s! *‘«Zlfjg;&
Y t& GTVT - Bb Giao thong vén tai; \&%\ nUse /,;f = I
- Téng cyc Hai quan - B9 Tai chinly; N pr
- Bao hiém X3 hoi Viét Nam; AT
-B4 Y té Vuy Phdp ché, Cuc QLKCRB, Thanh tra Bé; " Nguyén Thanh Lim

- Céc Vidn: KN thude TW, KN thude TP, HCM;

- Trung tim mua sim tip trung thube qudc gia:

- Téng Cong ty Duge Viét Nam- CTCP;

- Céc co s kinh doanh duge;

- Céc Bénh vién & Vién c6 giudng bénh trge thufec B& Y té;

- Cue QLD: QLKDD, QLCLT, PCHN, QLGT, VPC, Website;
- Lara: VT, BPK (02b).
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BO Y TH CONG HOA XA HOI CHU NGHIA VIET NAM
— Bc tiip - Ty do - Flanh phiic
545655 /BYT-QLD Ha Noi, ngay L5 thing & ném 2018
Vv bd sung, ditu chinl mat sb thing tin tai

che Quyét dinh cdng b danh mue {thude bidt
duge gde

Kinh gii:

- 88 Y 18 cac tinh, thanh pho trye thude Trung wong;
- Céc bénl vién, vign ¢ givdng bénh trye thude B3,

B& Y té thong bao bd sung, didu chinh mot sé théng tin tai cde Danh myc
thudc biét dwoc gde ban hanh kém theo cde Quyét dinh sau cia B trudng B Y té
v vide cong bé danh mue thude bigt duge ghe:

- Quyét dinh 56 896/QD-BYT ngay 21/03/2013 (Dgt 3}

. Quyét dinh 88 1087/QD-BYT ngay 03/04/2013 (Dot 4);

- Quyét dinh s6 1546/QD-BYT ngay 08/05/2013 (Dot 5);

- Quyét dinh sb 1738/QD-BYT ngay 20/05/2013 (Dot 6);

- Quyét dinh s 2296/QD-BYT ngay 20/07/2013 (Dot 7);

- Quyét dinh sb 4140/QD-BYT ngay 18/10/2013 (Bot 9);

~ Quyt dinh s§ 814/QD-BYT ngay 10/03/2014 (Dot 10);

- Quyét dinh s8 2500/QD-BYT ngay 07/07/2014 (ot 11);

- Quyét dinh s6 234/QD-BYT ngay 23/01/2015 (ot 12);

- Quyét dinh s 3469/QD-BYT ngay 19/68/2015 (Dot 13);

- Quyét dinh s8 744/QD-BYT ngay 03/03/2016 (Dot 14},

-~ Quyét dinh s 4577/QB-BYT ngiy 23/08/2016 (Dot 15);

_ Quyét dinh s§ 264/QD-BYT ngay 23/01/2017 (Dot 16);

- Quyét dinh s6 1843/QD-BYT ngdy 10/05/2017 (Dot 17);

- Quyét dinh sb 5859/QD-BYT ngay 29/12/2017 (Dot 18). -

Thong tin cée thude duoe b sung, didu chinh tai Danh muc ké&m theo céng

van nay. _
B Y té thong bao cho cac don vi biét va thye hién./,
Nt nfiine L KT.BO TRUGN(,r/
S BT Nguy@n Thi Kim Tién (de b/c); . b,
- Cdc Thil wrdng; T Ti;IU TRUOKG
- Bao hiém xd hdi VN, . 7

- Thng Cong ty duge Viét Nam;

- 114 hi Doanh nghidp dirge Vigr Namy

. Cuc Quan y-B6 Quic phong; Cye ¥ 18-85 Cong an;
- Cuc Y & giao thorig vin Qi-B§ GTVT;

- Cdc Cong ty cb thude duge dinh chinh;

- Chng théng tin dign tir B Y t&;

- Website ciia Cue QLD; «”

- Lisuz VT, QLD (020).

Truong Quoe Cudng

—_——
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mg@ Baich Certificate for Partizl Manufacture Page 1of3

Certificate of Analysis / Conformance
ﬂ? " j 553 MR Tntemationat GMBH
1 Balydine, Kilsheolan, Clonmel,
'jj FAmllss m.Tippme. Tretend TEL: {35:?;‘ ?:-smoua
O, Lol 4-1x-149
Batch Number 0000997635 Bhpasition:
Waterial 2009451 AC - Agceptance (conditional)
Product Number 24662 See release restriction af the form foeter or UL long text
Material Description MONTELUKAST SODIUM
TIOL ROW (BALIAPA) Carme) Kelly 22-AUG-2019 12:52:54 EST

Manufacturing Date 02-JUL-2019
Retest Date 01-JUL-2022
Explry Date 01/FUL{2026 FElectronic Signature
Characteristic Specification Result Pass/Fail
Assay 98.5 - 101.5% 59.5 % PASS

(auhydrous and solvent-free basis)
Chaypacteristics . €lean, white to off-white powder Pass PASS
Ympurities: Methylstyrens (HPLC) (%) Moaximurm 0.35% 0.12% PASS :
Impurities: Sulfoxide (1) (PLC) (%) <0.05% 6.000 % PASS
mpurities: Michae! Adduct 1 (HPLC) Maximum 0,1% 0.0% PASS
(*a)
Impurities: Michael Adduct 2 (IFLC) Meximw 0.2% 60 % - PASS
(%)
Tmpurities: Methyl Ketone (HPLC) (%) Maximurm 0.1% 0.0% PASS
Tenpurities; Methyl Ester-Acid (HPLC) Maximum 0.1% 0.0% FASS
(%) -
Tmpurities: Any Other Individual <0.1% 0.00 % PASS
Trmpurit
Trapurities: Total Impuritics (%) Maximun 0.7% 0.1% PASS
Particle Size (600 micron steve) (%) Refained on 2 600um sieve 0% PASS

Maximum 3% .
Particle Size {250 micron sieve) {346) Passing & 250 um sieve 95 % PASS

Minimum 69%
RESIDUAL SODIUM ACETATE Maximum 0.3 (weight %6} 0.1 Wik PASS
Residual Solvents: Acetoniteile (ppm) Maximmam 100 ppm 0 ppm PASS
Residual Solvents: Toluene (GC) (%)  Maximpm 0.1% 0.0% PASS
Water Maximwm 1.0% 06% PASS
Assay (HPLC) 98.0 - 102,0% 98.8 % BASS

fashydrous and solvent-free basis)




Batch Certificate for Partial Manufacture Paged af3

Certificate of Anaiysis / Conformance

MSD Traetoationn] GMBEH
Baliyding, Kllshesin, Clonmel,
CoTipperary, Tretend TEL: (353) 51-601000

Batek Nunber 0000997635 Disposiions
Material 2009451 AC - Acceptance {conditional)
Product Number 24662 See reloase restriction 4t the form footer or UD long text
Material Deseription MONTELUKAST SODIUM
DIOLROW (BAL/JAPA) Cramel Kelly 22-AUG-2010 12:52:54 EST

Manufacturing Date 02-YUL-201%
Retest Date 01-YUL-2022
Expiry Date OL/TUL2026 Electronic Signafure j :
Charagteristic Specification Resujt Pags/Fail
Enantiometic Pority: S-enantiomer Maximura 0.2% 0.0 % PASS
{(BPLC)
Heavy Metals Maximum 10 ppm Conforms PASS H
TDENTITY: ENANTIOMERIC Tdentity: Conforms to the Conforms PASS
PURITY Enzntiomeric Purity Specificetion
Tdentity: Montahuikast GR) The sample exhibits maxima Conforms PASS

pnly at the same

wavelengths as those of an .

authentic specimen of Montelukast

Sodium similarly treated,
1dentity: Sodium (Precipitate) A dense white precipitate is formed Pass PASS
TMPURITIES: METHYLSTYRENE-FP Maximum 0.3% 0.1% PASS
B,JEF
IMPURITIES; SULFOXIDE (1) - EP C, Mazimum 0.2% 0.0% PASS
PA
IVPS: MICHAERL ADDUCT 1+2-EP D Maximum 0.15% 0.00 % PASS
+B, IP 4D _ i
IMPURITIES: METHYL KETONE - Maximum 6.15% 0.00 % PASS
EFFIPE
[VPURITIES: CIS-ISOMER - B2 G, P Maximuzm 0.15% 0.00 % PASS
B
IMPURITIES: ANY UNSPECIMY - Maximem 0,10% 0.00% PABS
BPJPUSE
IMPURITIES: TOTAL IMPURITIES -  Maximum 0.6% .l% PASS
Bp,JP,USP
Water (KF) ) Maximum 4.0% 0.3 % PABS
Cotor of Solution Maximum 20 a TASS
Jdentity: Montelukast (UV) The sample spectrum exhibits Conforms PASS

similar intensities of absorption
at the same wavelengths as those
in the Reference Spectnim or in
the standard speciramt.




Bateh Certificata for Pariial Mapufacture Peged of3

Certificate of Analysis / Conformance

MSD haternations] GMBH
Baliydine, Kilsheelan, Clonmel,
Co.Tipperary, Iretand TEL: (353) 51-601600

Batch Number 0000997635 Dispositions
Material 2009451 AC - Accepfance (conditional)
Product Number 24662 See release restriction at the form footer or UD long text
Material Description MONTELUEAST SODIUM
DIOL ROW {BAL/APA) Carmel Belly 22-AUG-1019 12:52:5¢ BST,
Manufacturing Date 02-JUL-2019
Retest Pate 01.JUL-2022
Expiry Date 1UL2026 Electronic Signaiure
Characterlstic Specification Result Pass/Fait

This lot has been menufachired and packaged in acoordance with GMP and tested by qualified personnel using validated analytical raethods, Mote:
1F this CoA refates to Spray Dricd Drug Praduct Intermediate £ Bulk Ding Product refer fo the Certificate of Conformance for GMP information
and QP disposition.

Miz. Auth, Num. CertTud Num

Buik Manufaetoring Sites - MSD Ireland Ltd Branch Ballydine

. e

Release Site MSD Treland EAd Branch,

CLOMMEL, IE

PCRs: '

198325 Apetoa-manufisturer Tor Montelukast Diol
311398 DIVIS: Change in the State nams address for Corporate Offics

Baich Specific PCR:

487839  Divis Change of Address Unit 1




e 5800 Marlin Luther King Jr. Highway
Ce}ﬁﬁ cate Df Greenville, NG 27834

& ﬁn‘”é =g 5? E2LIFF. Arealysis (252) 758-3436

A HEALTHIER WoRLE, BRELIVERED

Montelukast Sodium

Batch Number: AMIT58 Ttems Number: 515434

Job Name: AMI1758-PA-19-1 Expiration Date: 7112024
Job Type: PA

Job Status: Authorized

Date Dispositioned: $12312019 Yendor Lot Number: 0000997635

Date of Maoufacture:  7/2/2019

PO Number: 4500205254
Nbe of Containers: 8
GVL Number: GVL 3164 Spec Number: SPC- 1887
Test Number: TEST- 1790
Electronic Signature: 309386 Stasavich, Sarah C. (Sr. Group Leader Quality Operations
P
Signature Date: 23-8EP-2019 {5:21:15
Test Results Specifications Commnents
Physical Examination Conforms White to off-white powder. No Comments
Jdentification (IR) Conforms Tho sample sprotrem cxhibits maxima onfy # the No Comarments
same waveleagths as those of the reference spectrum
for Montelukast Sodium,
Factor * 1.0111 Report the reselts. Mo Commenls
Restdual Solvenis & 0 ppm {CTass 2 Acclontiite: Mol mare than 100 ppri. No Comments
Residua! Solvents * 0 ppm {Clase ) Toluene: Mot more than H600 ppm. Ne Comments
Residual Solvents ¥ 0.1 % {Class 37 Acehic Acid: Not more than D.3% (reported No Comments
a5 Sodium Acctate),
Retest Date * 1-JUL-2022 16: Retest Date No Coreraeats
51:26 - -
* = Result Entered from External COA Instance: PROD Page l of

20-Nov-2019  1:59:23PM Version 2016,02.18




Gidy chimg lﬂlan L& cho San yudt Mat phin

Phifu kitm nghifm
MSG International GMBH

Ballydine, Kilsheelan, Clonmel,
Co. Tipperety, Ireland, PT: (353) 51-60100

DA DIEN ,
me LT AN pHA, u—‘

VA )
86 16 0000997635 o3 /
Ngayés lidw 2009451 anct‘hﬁg ‘11__,/’ !
86 san phim 24662 AC - Nghi¢m thu (g6 dicu kign)
Mb t3 nguyén lidu MONTELUKAST SODIUM | Xem hanché bi‘;ﬁﬁ 8 glg‘a‘;‘zz miu hofic theo
o DIOL ROW (BAL/APA) Carmel Kelly 22/08/2019 12:52:54 EST
Npay san xuat 02/07/2019 Chir ky didn ti
Neay kifm tra lai 01/07/2022
Ngay hét han 01/07/2026
Thi nghiém Tiéu chufn Két qua Bat/Khong
- dat
Dinh tinh 08,5-101,5% (dang Ihan v&  99.5% DAT
khong cd dung moi)
Cam quan Bt sach, mau tring dén tring Dat DAT
ngd
Tep chit Methylstyrene (HPLC) T6ida 0,35% 0.13 % PAT
(%)
Tap chét: Sulfoxide (1) (HPLC) (%) <0,05% 0.000 % PAT
Tegp ohit: Michael Adduct 1 Toida0,1% 0.0% PAT
(HPLC) %
Tap cbit: Michael Adduct 2 Téida0.2% 0.0% PAT
(HPLC) (%)
Tap chit: Methyl Ketone (HPLC) 16ida0,1% 0.0% PAT
(%)
Tgp chit: Methyl Ester-Acid Toida0,1% 0.0% BAT
(HPLC) %
Tap chit: Bat ky tap-chét riéng biét <0,1% 0.00 % DAT
nao khdc
Tap chét: Tong tap chit (%) Téi da 0,7% 0.1% PAT
Kich thuée hat (sing 600 micron) Giit lai trén sing 600pm 0% PAT
(%) Téi da 5%
Kich thwéc hat (sdng 250 micron) Qua sang 250 pm G5 % DAT
(%) Téi thidu 60%
SODIUM ACETATE TON DU Thi da 0,3 (% khéi lirong) 0.1 wt% PAT
Deng méi tdn de: Acetonitril (ppm)  T6i da 100 ppm 0 ppm DAT
Dung méi tdn dir: Toluene (GC) (%) Tbida 0,1% 0.0% PAT
Nudre Téi da 1,0% 0.6% DAT
Binh hrong (HPLC) 98,0 - 102,0% {dang khan va  98.8% DAT
khéng cd dung méi)
* = Két qué dugc nhép ti Trudmg hop: SAN PHAM Trang 1/1
COA clia pha cung cip 20/11/2019 1:59:23PM Phién ban 18/02/2016




Gidy chitng nhén L6 che Sin xuit Mt phin
Phiéu kiém nghidm
MSG International GMBH Trang2/5
Ballydine, Kilsheelan, Clonmel,
Co. Tipperety, Ireland, DT: (353) 51-601000

sé1s 0000997635
Nguyén liéu 2009451 Quyét djnh:
56 san phim 24662 AC - Neghigm thu (c6 didu ki¢n)
M6 ta npuyén lidu MONTELUKAST SODIUM | Xetn han che hig;‘m %g"ég’g: mau hofc theo
o DIOL ROW (BAL/APA) Carmel Kelty 22/08/2019 12:52:54 EST
Ngay sin xuit 02/07/2019 Chir & @ign tiF
Neay kidm tra lai 014712022 5
Neay hét han 01/07/2026 -
Thir nghiém Titu chuin Két qua Dat/Khong g";
dat /
P§ tinh khiét d8i quang: S- T6ida02% 0.0% PAT AN
enantiomer (HPLC) ‘ ; ?,:
Kim loai ning Téi da 10 ppm Tuéin thit PAT ' H
Binh tinh: DO tinh khiét d8i quang  Dinh tinh: Tuén thd Thong s&  Tuén thd PAT 3\ ]
ky thujt v& d¢ tinh khiét abi 2
quang
Dinh tinh: Montelukast (IR} Ché phim thir phai cho  Tuéinthd DAT
thy phé cyc dai & cing
budc song nhw cta chit
chuin ctia Montelukast
Sodium dwgre xir Iy taong tr.
Dinh tinh: Natri (két tia) Tao thanh két tia tring dic Pat DAT
TAP CHAT: METHYLSTYRENE- Téida0,3% 0.1% PAT
EPB,JP,F
TAP CHAT: SULFOXID (1) - EP Téida0,2% 0.0 % DAT
C,JPA
TAP CHAT: MICHAEL Téida0,15% 0.00% DAT
ADDDUCT 142-EP D+E, JP C+D
TAP CHAT: METYL KETONE - Téi da0,15% 0.00 % PAT
FPF,JPE
TAP CHAT: BONG PHAN CIS - Tbi da0,15% 0.00 % PAT
EPG,IPB
TAP CHAT: BAT KY TAP CHAT Téida0,10% 0.00 % PAT
KHONG XAC DINH - EP, 1P, USP
TAP CHAT: TONG TAP CHAT - Tb6i da 0,6% 0.1% DAT
EP, IP, USP
Nuée (KF) Téi da 4,0% 0.8% DAT
Mau dung djch T8 da 20 3 DAT ;
* = K& qua duge nhép tir Trudmg hop: SAN PHAM Trang 1/1

COA cia nha cung cap 20/11/2019 1:5%:23PM Phién ban 18/02/2016




Gidy chimg nhin L8 cho $an xuht Mot phin
Phibu kifm nghi¢m
MSG International GMBH Trang 378
Ballydine, Kilsheelan, Clonmel,
Co. Tipperety, Ireland, BT: (353) 51-601000

Dinh tinh: Montelukast (UV) Ché phim thix phdi cho TUANTHU PAT
thiy cudmg &6 hip. thu
trong duong & cing budc
séng nhy trong phd tham
chiéu hojc phd chudn.

% = Két qua duge nhép tir Trudmg hop: SAN PHAM Trang 1/1
COA cia nhi cung cép 20/11/2019 1:59:23PM Phién ban 18/02/2016



Gify chiung nhin Lé cho San xnat Mot phin
Phitu kiém nghiém
MSG International GMBH Trang 4 /5
Ballydine, Kilsheelan, Clonmel,
Co. Tipperety, Ireland, DT: (353) 51-601000

L5 sin pham ndy dugc sin xuft va déng géi theo GMP vi duoc ngum cé & iy céich kiém tra biing cc

5616 0000997635
Nguyén ligu 2009451 Quyét dinh:
$6 sdn phim 24662 AC - Nghim thu (cb aiéu kign)
Mé ta ﬂglﬂyéﬂ ﬁéli MONTELEKAST SODIUM Hem hat‘l chc ban hanh & 31101 bléu mﬁu h(}iﬂ theo
DIOL ROW (BAL/APA) van bin UD diy 4t
. Carmel Kelly 22/08/2019 £2:52:54 EST

Negay sén xunit 02/07/2019 ChiF I didn tiF
Ngay kiém tra lai 01/07/2022
Ngay hét han 01/07/2026 &

Thir nghifm Tiéw chufn Két qui })gUKhéng

6=;t :

‘:‘\‘
phuong phip phan tich di duoc kidm chu'ng Luu ¥: Néu Phiéy kiém nghiém (CoA) niy lién quan dén \Q
Ban thanh pham thubc/Bén thanh pham cubt cing dang xit khd, hiy tham khdo Gidly chimg nhén hop NG i
chudn 42 biét thong tin GMP vi quyét dinh QP. N '
PH(
i
S6 xde thie sin xufit S chimg nhin/Eud g;fx
Co s sin xufitbén  Chi nhénh MSD =
thanh phim Treland Ltd,
Ballydine I1E
Costxubtxuomg  Chinhinh MSD
Ireland 144,
CLONMEL, IE
PCR:
198325 Nha san xult Apeloa ciia Montelukast Diot
311890 DIVIS: Thay di dia chi 18n Tiéu bang cia Vin phong Cong ty
PCR cu thé theo 15:
487839 DIVIS Thay dbi dia chi Bon vi 1
* = K&t qua duge nhp ti Trudmg hop: SAN PHAM Trang 1/1

COA cia nba cung cép 201 1/2019 1:59:23PM Phién ban 18/02/2016



A HEALVHIER WORALD. DELIVERERE,

{252) 758-3436

Montelulast Sedium

Sb 1a: AMI1758 S6 hang mue:

Tén cong vife: AM 1758-PA-19-1 Ngay hét han:

Loai chng vide: PA

Tinh trang cdng viée:  Pugc iy quyén

Ngay quyét dinh: 23/09/2019 58 16 cita Nha cung cip:
Ngay san xuht: 2/7/2019

$6 PO:
S6 luong thimg chita: 8
86 GVL: GVL 3164
XKitm-tra sb: KIEM TRA-1790

A o A
80 tidu chuin:

Chir ky difn ti: 309386

G Fveseayp, Phibu kidm ughigm 5900 Martin Luther King Jr,
; Highway, Greenville, NC 27834

515434

1/7/2024

0000997635

4500205254

SPC-1887

Stasavich, Sarah C. (Trudong nhém Quan 1y Chét luong)

Ngay kv 23/09/2019 15:21:15
Thi nghiém Kbt qua Tiéu chufin Nhén xét A
Kiém tra cAm quan Pat Bt mau tring dén tring ngd ~ Khong °
Pinh tinh (IR) Dat Ché phim thir phai cho thdy Khdng )5
phé cyc dai & ciing bude séng e
nhu cta chit chudn cla E
Montelukast Sodium.
Hé sb * 1.011t Béo cdo két qua Khéng
Dung mditéndu  * 0 ppm (Loa 2) Acetonitrile: Khong IKhdng
qua 100 ppm.
Dung mditondr ¥ 0.ppm (Loai 2) Toluene: Khong qua  Khéng
1000 ppm,
Dung mbitbndu ¥ 0.1% (Logi 3) Axit axetic: Khong Khéng
qué 0,3% (duge bio cdo la
Natri Acetat).
Negay kidmtralai  * 01/07/2022  Ngay kiém tra lai Khong
16:51:26
¥ = Két qua duoc nhép tir Trudmg hop: SAN PHAM Trang 1/1
COA ciia nhi cung cép 20/11/2019 1:59:23PM Phién ban 18/02/2016
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BOY TE CONG HOA XA HOI CHU NGHIA VIET NAM
CUC QUAN LY DUQC Déc lap - Tw do - Hanh phiic
(B4 phin mét cira) Ngay 21 thang 02 nam 2024
Sb: 1635e/QLD-GT

PHIEU TEEP NHAN
HO SO Ki KHAUKE KHAI LAT GIA THUOC/THAY DOI, BO SUNG THONG TIN

1. Co s& ké khai: CONG TY TNHH DKSH PHARMA VIET NAM

Dia chi: $6 23 Pai L6 Ddc Lap, Khu céng nghiép Viét Nam - Singapore, Phudmg Binh Hoa, Thanh phd
Thuin An, Tinh Binh Duong

Dién thoai: (1902926622

2. Loai ké khai gia: Lan diu K& khai Iai
Thudc nuée ngoai khi nhip khiu L

Thudc san xudt trong nrde I:

Thudc d& nghj thay d6i/bb sung thong tin X

3. S6 vin ban k& khai/ké khai lai/thay doi, bo sung: 781/24/DKSHP(100924035)/28
4. Théng tin thudc ké khai, ké khai lai:

Tén thude gglﬁg NB/HL | Quy cich déng goi Cguﬁsi&}:g{

Singulair 5001104129(10mg  [Hop 4 vi x 7 vién, hop|Organon Pharma
23 2vix 14 vién (UK) Limited ~ Anh

5. Danh muc ho so:
Bang ké khai/ké khai lai gid thube/Vin ban d& nghi thay ddi, bd sung thong tin Ej
Tai liéu khac (Ghi ro):
- Céng van D 1
- Quyét dinh Dl
- Thi &y quyén 1
Ghi chi:

- Phiéu tiép nhan nay chi ¢6 gia tri xdc nhin co s& 4 tién hanh thi tuc ké khai gid thudc theo quy dinh
tai Nghi dinh sé 54/2017/ND-CP

- Gi4 thubc ké khai, ké khai lai s& dugc cong bd trén Cong théng tin dién tk cia B Y té theo quy dinh.

- £)01 v6i cac hd so ké khai gia thube: Trudng hop gxa ké khai chara hop 1y, co s s& nhin duoc ¥ kién
bing vin ban trong thoi gian 45 ngay ké tir ngay t1ep nhén hé so theo quy dinh.

- Bm VOl cac hd so ké khai lai: Truong hop gla thube ké khai lai chua hop 1Y, co s¢ s&€ nhén duge ¥

kién bing vin ban trong thii g1an 30 ngay ké tir ngay tiép nhin 110 sa theo quy dinh.

- Péi véi hd so dé nghi thay dbi, bd sung tho:ag tin chua dat yéu ¢ chu theo quy dinh va hd so ké khai, ké
khai lai gidm gia thuoc chua ho‘p 1y, co s& s& nhin dwoc ¥ kién bang vin ban trong thdi gian 15 ngly ké
tir ngay tiép nhén hd so theo quy dinh.

NGUOI NHAN HO SO
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i
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Ping Anh Ti

MA HO 50: 27724/TT50
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BO Y TE CONG HOA XA HOY CHU NGHIA VIET NAM
CYC QUAN LY DUQC Bc Wp - Ty do - Hanh phic

86:35224 /QLD-DK Ha Nji, ngay OF thanglt ndm 2023 3
V/v thay doi tén co 8¢ sin xuét thanh : -
phiam, thay dbi méu nhin :

Kinh gtri: Merck Sharp & Dohme (Asia) Ltd.
Dia chi: 27/F, Lee Garden Two, 28 Yun Ping Road, Causeway
Bay, Hong Kong

Cuc Quan Iy Dugc nhén dugc hd so sb tiep nhin 3061/TBDNN ngéty
09/12/2021 va céc tai liéu lién quan ctia Céng ty vé viéc thay dcn tén co 8O san
xut thanh phém, thay d6i mau nhén déi véi thude da dugc cép gidy ding ky lyu
hanh.

Can e Thong tu s§ 08/2022/TT-BYT ngay 05/09/2022 cia B trudmg BQ
Y 1é quy dinh viée ding ky luu hanh thudc, nguyén lidu Iam thubc; Thong tr s6
01/2018/TT-BYT ngay 18/01/2018 cia B$ trudng Bo Y. té quy dinh ghi nhén
thude, nguyén }idu lam thudc va tor hudng din sir dung;

Cin cir Bién ban thdm dinh hé so thay dbi/ bd sung cua Cong ty, Cuc Quan
ly Dugc cé y klen nhu sau:

Dong y vé viée thay dbi tén co s& san xudt thanh pham thay dbi mAu nhan
dbi véi thude Singulair, s0 ding ky: VN-21065-18, cu thé nhu sau:

1. Thay ddi tén co scx san xuét thanh pham:

- Tén co s& san xuat da duge phé duyét: Merck Sharp & Dohme Lid.

- Tén co s& san xudt dé nghi thay do1 Organon Pharma (UK) Limited.

2. Thay déi m&u nhin: MAu nh#n d& ngh1 thay d8i duge déng déu x4c nhén
cua Cuc Quan ly Duogc va dinh kém theo cong van ndy.

Ngoai ndi dung duge thay dbi trén, tht ¢4 céc noi dung khac gilt nguyén %
nhu hé so diing ky thude luu tai Cuc Quan ly Duge.

Co s& ding ky, co s& san xuét phéi chju trach nhiém vé chét lugng déi vai
thudc luu hanh trén thi truong va ¢6 trach nhiém théng bdo sy thay dbi nay dén
cac co quan lién quan va khéch hing.

Sau 12 thang ké tir ngay ky cong véan ndy, thude trén khéng duoc nhap khéu
véi cac ndi dung cii d4 dé nghj thay dbi.

Cuc Quan ly Duge thong bao dé& Céng ty biét va thuc hién ding cac quy
dinh cda Viét Nam vé luu hanh thube./.

Noi nhin:
- Nhur trén;

- Cyc trudng (dé blc);
- Lrw: VT, BKT (TA).

JC TRUONG
g TRUONG

T
“Nguyén Thanh LAm




Proposal label of Singulair (10mg)

(pack size 2x 14)
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BO Y TE CONG HOA XA HQI CHU NGHIA VIET NAM
CYC QUAN LY DUQC Poc 1p - Ty do - Hanh phie
s 4900 IQLD-BK. Hé Ngi, ngay 228 thang 4 ndm 2023
Viv hay d6i co s¢ diing ky, thay déi
méau nhin
Kinh gii:

- Merck Sharp & Dohme {Asia) Ltd.; Dja chi: 27/F, Lee Garden
Two, 28 Yun Ping Road, Causeway Bay, Hong Kong

- Organon Hong Kong Limited; Dia chi: Unit 48-136, 48/F, Lee
Garden One, 33 Hysan Avenue, Causeway Bay, Hong Kong

Cuc Quan ly Duge nhén duge ho sor s tifp nhan 1471/TONN ngy. 28/06/2022
vi cde tai ligu lién quan cia Cong ty v& vide thay ddi co s& diing ky, thay d6i min nhin
abi vai thude di duge cop gidy déng ky hru haoh,

Cin cir Thong tu so OS/ZOZZ/TI’-BYJ ngay 05/09/2022 cta B trudng BO Y té
quy dinh viéc didng ky len hanh thudc, nguyen liéu 1am thude; Thong tr s6 01/2018/TT-
BYT ngay 18/01/2018 cia Bo trudng B Y & quy dinh viée ghi nhén thude, nguyén léu
lam thubc va o hwrdng dén sty dung;

Can ¢l Bién ban thém dinh ho so thay dbi/ b sung cita Céng ty, Cuc Quan ly
Duge co y kién nhu saw:

Pong y vé viée thay dbi co s& dang ky, thay d4i mAu nhan déi voi thudc Singulair,
b ding ky: VN- 21065-18, cy thé nhir sau:

1. Thay ddi co s& dang ky:

- Co sé ding ky di duge phé duyét: Merck Sharp & Dohme (Asia) Ltd.; Dia chi:
27/, 1.ee Garden Two, 28 Yun Ping Road, Causeway Bay, Hong Kong

- Co s& dang ky dé nghi thay déi: Organon Hong Kong Limited; Dia chi: Unit
48-136, 48/F, Lee Garden One, 33 Hysan Avenue, Causeway Bay, Hong Kong

2. Thay dbi miu nhan: Mﬁn nhan d& nghi thay ddi duge ddng d4u xac nhin cia
Cue Quan Iy Duge va dinh kém iheo cong van niy.

Ngoai ndi dung dugc thay abi trén, tht i che ndi dung khéc gilt nguyén nhu hd
sof ding ky thube hwu tai Cye Quan iy Duge.

Co s& diing k¥, oo s& san xvét phai chju tréch nhiém v& chét Euqmg dbi voi thude
hru hanh trén thi trudng va o6 trach nhiém thong béo sy thay d6i nay dén céc co quan
licn quan va khach hang.

Sau 12 thang k& tir ngay ky cOng van nay, thudc trén khong duge nhap khiu véi
che ndi dung cil da dé nghi thay dbi.

Cuc Quan 1y Duge thong béo dé Cong ty biét va thyc hién diing cac quy dinh ctia

Viét Nam vé hru hanh thube./, : e ——
KT le \TRU’ONG
Noi nhiin: PHO CUC [RUCGNG
- Nhwr trén; f o }
- Cyie trudng (dé ble); 5\_. - LY A
- Luu: VT, DKT (TA), Lo\, e sz,:m Y

PRSP
S : v % %,
Nguy&a Thanh Lim
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Keep out of roach of chidren, SEK/REG.: VH-21065-18

Read the packags nsert before Use, ©E XA TAM TAY TREEM

One fim-coated lablet contalns 0 mg moentelakasl
las moitehuhast sodim),

Box of 2 blisters x-14 fim-coated tablels,

Store. below 30°C. Profect from fight and molshire,
Sdn vt i/ Manutastaed by:

Organon Pharma (UK} Limfed

Shotton Lane, Crarsfington, Narthumbertand
NE2E aJu, United Kingdom/Anh,

B0OC KY HUONS DAN SIF DUNG TRUIGC feH1 BUNG.
Wbt vldn nén huo phim chitp 10 mg montelukast

{dud dang mentalukasd natd),

Hop 2 viX 14 vién rén bao pivm,

Ghi dinh, péch ding, ching chi dinh v cao

fhéng fin khda: xam trong 19 hugng din st dung thude
kém ¥heo,

Déng gél g/ Packed by,

Merck Sharp & Dolme BV,
Waarderweg 39, 2631 BN Haodem,
The Netherdznds/Ha Lan

Bides quan ¢itrdi 30°C, Trénh énh sing v 0 &m. |

Tiéu chufin chil kigng: TCCS
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SENGIILAR® SINGULAIR® k - Eﬂﬂw\gﬁn \. SINGURAIR® SENGULAIR®

montelukast = montelukast z i ;.,.aazﬁu.._w.mm » mentelakasl = montalukast =
jas montelukast sedium) = (as monlelukas! sediurm} g it mopielukast sodium) g {as morvelukast sodiumj & (a3 monitelukast sodium) £
o 10mg 2lw 10mg 2 10mg gl m 10mg 2| 19mg £
W fifm-coated 1ablets g film-coated tablsts El mn fim-coated tablets B W fim~coated tablets g m« fitm-coated lablets =
@ Eia ] E|8 : €l a =
2 10 myg 515 10 mg 33 10 mg 32 10 mg Bi 2 10 mg e
o - ORGANON g P ORCGARCN g1 <4 ORGANON g13 H=ORCANON g 5 ORGANON =
= &+ E | = ]z s = - =z - =
2 213 212 8] m Q12 e
W SHMNGUILANE® .m W SIRGDEIENAIR® m W SENSGLILATR m «Mw SINGULANRR® m W SIAMGLILAIR® m
L4 montalukast R montellkast g1z maneiukast R montelukast | ERE-1 montekikast 2
= tas mornelukast soditim} z |8 {as monteluicast sodium) P {as montelukast sodiumy) o |9 (as montelukast sadium) ol s (as montelukast sadium) -
I 10mg FREY 10mg ER 10mg Elw womg . FR 10mg 8
o ftm-coated tablets w I fim-coatad tablets m =] film-coated tablets w =4 film-coated tablets 3|9 fiim-coated tablets m

= = =3 R
] 10 mg =|§ 10 myg | 5 10 my e} 3 19 mg =5 106 mg €
) = o = o = @ = <0 =
2 Z=ORGANDN =i g <rORGANON = E -5 ORGANDN =18 SFORGANDON W 2 FORCANON =
: #1: ER ERIE : b 5
-4 = =t 4 = o =1 d =
3 SIGULANE® 2 M SEPIC LGRS ais SIrG LIl 2 & SINGULAIR® 2|8 SINGULAIR® &
g montelukest =] monteiukast cl| & montelukast IR montelukast c| F mantelkast 5
E {as montelukast sadirr) ERE mortelukast sodium) Ely (s montelykast sodium) 15 flas montelukast sodium} W F  {as montelukast sedium) E
ES 1Cmg 212 t0mg 313 10mg 22 10mg | 218 1Gmg £
m. fim-cealed {sblats =1z flm-coated tablets a3 film-coated tablats Z W fln-coated tablels Z m fim-caated tablets -
= 10 mg el 10 mg N 10 mg al” 10 mg By 10 mg !

<] e
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N SINGULAIR®10 ™9

Vién nén bao phim
{montelukast natri)

NHOM DIEU TR)

SINGULAIR® (montelukast natri) 14 thude ubng, d4i khang chon loc rén thy thé (receptor) clia
leukotriens, (rc ché ddc higu thy the cysteinyl leukotriene CysLT,.

THANH PHAR
Hogt chét chinfi:
M6i vién nén bao phim 10 mg chira 10,4 mg montelukast natri ¢6 tuong deong phan ti véi
10,0 mg gdc acid tw do.
Ta duwoe:

M&i vidn nén bac phim 10 mg chita c&c t& dwge saw m}crocrystahn cetulose, lactose
monohydrat, croscarmelose natr, hydroxypropyicelulose v magnesi stearat. Ao hao phim
chtra: hydroxypropylme%hylcelulose hydroxypropylcetulose, titan dioxyd, oxyd st 86, oxyd sit
vang va sap camauba,

CHI BINH

SINGULAIR duwge chl dinh cho ngud! benh ién tudl va tré em trén & thang tudi dé du phcng Vi
didu tri hen phé quan man tinh, bao gom dw phong c& cac trigu chung hen ban ngay va ban
d&m, didu tri ngudi hen nhay cdm véi aspirin, va dy phéng con co that phé quén do gang sic.

SINGULAIR duge chi dinh @& lam gidm cac triéy chitng ban ngdy va ban @&m cla viém mi d
ng (viém mi dj img theo mlia cho ngwdi 1on va tré em tlr 2 ndm tudi trér 18n, va viém mai dj
{ng quanh ndm cho nguwdi [&n va tré em & 6 thang twditr& [én).

LIEU LPONG VA CACH DUNG

- Ding SINGULAIR m&i ngay mot 1&n. D& chira hen, can uong thudc vao budi tol. V6T viem mii dj
gng, thivi gian ding thude tly thude vao nhu iy clia ftrng doi teong.

Vi nguei bénh viva hen vira viem mdi di Gng, nén ding m&i ngay mot iéu, vao budi ti.

Ngum i6n, tir 15 tudi tré 16n b hen, co that phé quan do ging strc vashadc viém mii dj tng
Ligt cho ngudi tir 15 tubdi trd 18n 1a mdl ngay mét vien 10 mg.

Singulair 5 mg, dang vién nhai danh cho tré em t 6-14 tum

Singulair 4 mg, dang vién nhat va Singulair 4 mg dang cdm uong danh cho tré em it 2-5 tuéi,
Singuiair 4 mg, dang cbm uong danh cho iré me tir 6 thang dén 2 nam tudi.

Khuyen céo chung

Hteu re digu tr cia SINGULAIR dg?a vao cac thong sé kidm tra hen s& dat trong mét ngay Cé
thé ubng vién nén, vién nhai va cdm hat SINGULAIR cling hodc khong cting thire &n. Chn dan
ngudi bénh tiép tuc diing SINGULAIR méc di con hen da bj khdng ché, cong nhu trong céc
thési k¥ bi hen ndng hom.
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Khong can didu chinh lidu cho bénh nhi trong tirng nhom tudi, cho ngudi cao tdl, ngudi suy
than, ngwdl suy gan nhe va trung binh, hodc cho tirng gidi tinh,

Didu tri SINGULAIR lign quan toi cac thudc chira hen khéc
SINGULAIR ¢6 thé diing phéi hop cho ngui bénh dang theo céc ché dd didu trj khac.
Gidm lidu cic thude phéi hop;

Thubc gisn phé quén: C6 thé thém SINGULAIR vao ché dd diéu trj cho ngudi bénh
chura durgc kidm soat dly dd bl bang thubc gian phé quan. Khi ¢ chivng o dap tng
lam sang, thwong sau lidu dhu tign, co thé giam fidu thudc gian phé quan néu dung nap
qugre.

Corticosteroid dang Alf: Cing dimg SINGULAIR mang thém [pi lch @i&u tri cho ngudi
bénh dang diing corticosteraid dang hit. C6 thé gidm liéu corticosteroid néu dung nap
dwoc. Tuy nhién, li&u corticosteroid phai gidm dan dan dudt ste gidm sat cla bic sy, O
mat s& ngudi bénh, fidu lwong comticosteroid dang hit ¢é thé it khéi hoan todn. Khong
nén thay thé dot ngat thude corticosteroid dang hit hang SINGULAIR.

CHONG CHI BINH
® Qué man cam véi bt ky thanh phan nao clia thude.

THAN TRONG

Chua xac dinh dugs hieu fwe khi ubng SINGULAIR trong didu b cac con hen cap tinh. Vi vay,
khéng nén dling SINGULAIR cac dang ubng d& didu i con hen cp. Ngudi bénh cln duge
din dd dlng cach didu tri thich hop sén co.

C6 thé phai giém corticosteroid dang hit dan dan véi s gidm sat cla bac s§, nhung khéng
dugc thay thé dbt ngdt corticosteroid dang udng hodc hit bang SINGULAIR.

04 cb bao cdo vé cac tac dung thAn kinh -tém thdn & ngui bénh ding SINGULAIR (xem TAC
DUNG PHU). Vi c6 céc yéu 5 khac cb thd gop phin vao cde tac dung nay, nén vin chua biét
18 lieu cac tac dung nay cd lién quan dén SINGULAIR hay khong. Béc sT nén thao luan cée tac
dyng bt loi nay voi ngudi bénh valhoic ngudd cham sdc bénh phan, Nén chi d&n nguwéi bénh
va/hodic ngudi cham séc bénh nhan viée théng bao cho bac si biét néu céc téc dung nay xay
ra.

& mét sb hiém treong hop ngudi bénh ding céc thude chdng hen khac, bao gbm cac thube aoi
khang thy thé leukotriene da tral qua mdt hodc mdt sb hién tuong sau: ting bach cau wa eosin,
phét ban kidu viém mach, triéu chiing hd:h&p xdu di, bién ching tim va/hogc bénh than kinh c8
khi chan dodn 1a hdi chizng Churg-Strauss, 13 viém mach hé thdng c6 tang bach cau wa eosin,
Céc treedng hop nay 4ol khi co lign quan téi sy giam hodic ngling ligu phap carticosteroid. Méc
dl chura xac dinh duoc sy lién quan nhan qué véi cas chét dbi khang thy thé leukotriene, cin
than trong va theo déi chit ché 1am sang khi ding SINGULAIR,
Pidu trj bing montelukast khong lam thay déi sw chn thiét tranh ding aspirin va cac thube
khang viém khéng steroid khac & bénh nhan hen nhay cam véi aspirin, )
Bénh nhan cb van dé di truyén vé dung nap galactose, thiéu hut Lapp lactase hodic kém hap thu
glucose-galactose khang nén ding thude nay.

MANG THAI

Chuwa nghign clru SINGULAIR & ngudi mang thal. Chi ding SINGULAIR khi mang thai khi that
can thiétl.

Trong quéa trinh [uu hanh sén pham trén thi tredng, d8 co bao cao hiém géap cac tredng hop bi
khuyet tal chi bam sinh & con clia c&c ba me st dung SINGULAIR khi mang thai. Phan ién cée
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ba me nay cling ding kém theo cac thude irj hen khéc frong qué trinh mang thai, MAi lign hé
nhan qua cia cac bién cd nay vdi vise st dung SINGULAIR chwa dugc xac 1ap.

CHO CON BU

Chua ré st bai tidt ciia SINGULAIR qua stta me. Vi thude ndy co thé bai tist qua sira me, nén
ngudi me cén than treng khi diing SINGULAIR trong thoi ky cho con ba.

SU DUNG CHO TRE EM

SINGULAIR d8 dlrore nghién cleu trén bénh nhi tir 6 thang dén 14 nam tudt (xin xem thém phan
Lidu jrong va Cach ding). Chua co nghién cliu vé tinh an todn va tinh higu It clia thubc trén
bénh phi dwéi 6 thang tudi. Cac nghién ciu cho thay SINGULAIR khéng anh hudng lén ty 1
phat frién cla tré em.

SUP DUNG CHO NGUQI CAO TUOI

Trong cac nghién oty 1am sang, khong théy c6 khac bigt g v& cdc thudc tinh an toan va higu
qua clis SINGULAIR lign quan dén tudi tac.

TUONG TAC THUGC

C6 thé diing SINGULAIR véi cac thubc thudmg ding khac trong dyr phong va didu tri man tinh
banh hen va didu tr viém miil di ing. Trong cac nghign clu vé twong tac thude, thiy lidu
khuyén téo trong Gidu tri clia montelukast khang cd anh huréng dang ké toi duge dong ho cla
cac thubc sau: theophyline, prednisone, prednisolone; thubc uong ngiva thai (efhinyt
esiradiol/norethindrone 35/1), terfenadine, digoxin va warfarin.

Dign tich dudi drong cong {AUC) cla montelukast gidm khodng 40% & ngudi cling ding
phenobarbital. Khéng can didu chinh lieu luong SINGULAIR.

Céc nghign cir n vitro cho thiy montelukast § chat (¢ ché CYP 2C8. Tuy nhign dik fidu tir cag
nghién ciru twong tac thude vai nhau rén 1am sang oia montelukast va rosiglitazone i ooy
chét dai dién cho cic thudc duge chuydn hda chil yéu bai CYP2CB) fai cho thdy montelukast §
knong ro ché CYP2CB in vivo. Do g6, montelukast kiong lam thay dbt qua trinty chuyén hoz
clia cac thude dupce chuyén hoa chil yéu qua enzyme nay (vi du nhir paciitaxel, rosiglitazong’s
repaglinide).
Gac aghién cdu in vitro cho thay montelukast 1a mdt co chéat clla CYP 208, 208 va 3A4, Dir
ligu tr mdt nghién cleu tuong tac thudc — thubc trén lam sang vai sw tham gia cda montelukast
va gemfibrozit (mét chét (e ché cd CYP 2€8 va 2C9) cho théy gemfibrozil ting mire tiép xic
{oan 1hén cla montelukast 18n 4,4 1An. Dung déng thof itraconazole, mot chal e ché manh
CYP 3A4 v6i gemfibrozil va montelukast khong 1am tang thém mic tiep xdc toan than cla
monteiukast. Anh hudng clia gemfibrozil 1en mirc tiép xUc toan than clia montelukast khdng
duwge xem la cd v nghla lam sang dya trén di liéu an lodn fam sang voi figu ddng on hon
10mg duoc phé duyét cho ngudi lon (200 ma/ngay & bénh nhan nguéi lon trong 22 tudn va 18n
161 900 mg/ngay trong gAn mot tudn), khéng quan sat thay cdc tée dung khéng mong muén cé
§ nghla lam sang. Do vay, khdng can didu chinh liéu montelukast & bénh nhan ding dbng thei
V&l gemfibrazil. Dia trén div lidu in vitro, nhitng twong téc thube quan trong v mat |am sang
vérl cac thubde (vc ché CYP 2C8 da bidt (nhwr trimethoprim) khéng.duge diy dean trude. Thém
vao a6, dung déng thai montelukast voi mét minh ftraconazole khong lam tang dang k& mlc
tiép xtic toan than cla montelukast.

TAC DUNG NGOAI Y

Nai chung SINGULAIR dung nap t6l. Cac tac dung ngoal ¥ thueng nhe va thwong khdng can
ngling thude. TY 18 chung clia céc tac dung ngoal ¥ cla SINGULAIR turong duong véi nhom
placebo.




NgLeoi Iom tir 15 ndm tudi trd 18n bi hen

D& danh gid SINGULAIR trén khodng 2600 ngudi bénh ngudd 1on bi hen, tr 15 tudi tré 1en
trong cAc nghidn ciru [am sang. Trong hai nghién cbu giéng nhau, tht nghiém fam sang c6 abi
chiyng vovi placebo trong 12 tuan, tac dung ngoai ¥ lidn quan i&i thude & 21% ngudl bénh ding
SINGULAIR va c6 1§ 1& cao hon so voi nhom placebo chilla dau bung va nhie dhu Ty 18 cac
hién twong nay khong khac bigt co ¥ nghia théng k& khi se sanh hai nhém didu .

Téng cang trong cac thir nghiém 1am sang co 544 ngudi bénh dugc didu tri bang SINGULAIR
it ljhét 14 6 thang, 2563 ngudi cha 161 mot ndm va 21 ngudi cho t&i 2 nam. Trén cac trudng hop
@&y i kéo dal, kinh nghiém vé cac tac dung ngoai § dugc ghi nhan khéng ¢ gl thay déi.

Tré em tir 6 tudi Gén 14 tudi bj hen

Danh gia SINGULAIR trén khodng 475 bénh nhi bj hen, ir 6 1udi t&i 14 tudi cho théy d an
{oan chia thudc & nhivng benh nhi néi chung treng fp nhwe & nhén nguet 1o diing thudc va
placebo. :

Trong the nghigm 1am sang 8 tudin c6 di chirng placebo, tac dung ngoai ¥ lién quan dén thube
dwroc ghi nhan & >1% ngudi bénh ding SINGULAIR va c6 1§ 1& cao hon so vt nhém placebo
chj 14 nhire dAu. T 1 nhikc dAu khéng co khac bigt ¢d ¥ nghia thong k& khi so sanh hai nhém
didu i

Trong cac nghién ci?u danh gia dnh hudng 1én sy téng trudng, thude finh an foan {rén cac
b&nh nhi nay cling tuong tw nhw thude tinh an toan ¢a duge ma ta triede day cla SINGULAIR,

Téng cfng trong céc thir nghiém lam sang c6 263 bénh nhi i & tudi dén 14 tudi duoc didu tr
bing SINGULAIR it nhét 1a 3 thang, 164 tré cho t&i 6 thang trg 18n. Trén céc trwomng hop ddu
trj kéo dai, kinh nghiém vé cée tac dung ngoal ¥ dugc ghi nhan khéng c6 gi thay aéi,

Tré em tor 2 udi dén 5 tudi bi hen

SINGULAIR dwoc danh gia trén 573 bénh nhi bi hen, i 2 tudi dén 5 tudi. Trong thi nghidm
lam sang 12 tuln c6 éi chimg placebo, tac dung ngoal ¥ iién quan dén thubc duge ghi nhan &
>1% bénh phi diing SINGULAIR va c6 1 1& cao hon so véi nhom placebo chi 1a khat. Ty 1& khat
khéng oo khac biét cd y nghia théng k& khi so sanh hai phém didy tri.

Téng cdng ca 426 bénh nhi bj hen, tir 2 tudi ¢én 5 tudi diing SINGULAIR kéo déi it nhat 3
théng, 230 bénh nhi ding kéo dai trén 8 thang, 63 pénh nhi diing kée dai trén 12 thang. Khi
didu tri kéo dai, kinh nghiém vé& cac tac dung ngoai § dwge ghi nhén khdng co gi thay 4ot

Tré em {ir 6 thang dén 2 tudi bj hen

SINGULAIR duoc danh gid trén 175 banh nhi bi hen, tlr 6 thang tudi d&n 2 n&m tudl, Trong thiy
nghiém 1am sang 6 tudn co ddi chimg placebo, téc dung ngoai ¥ ién guan dén thudc duoc ghi
nhén & >1% bénh nhan ding SINGULAIR va cb iy 1& cao hon so voi nhdm piacebo [a tidu
chay, ting kich déng, hen, viém da {né cham va phat ban. TY 1& cic phan (ng nay khodng co
khée bigt co ¥ nghia thong ke gilia hai nhém didu tri.

Nl Ion ttr 16 nam tudi 6 én bf viém mdii di Gng theo mia

Da cé nghién ciru danh gia SINGULAIR trén 2199 ngudi bénh trén 15 tudi gé didu trj viem moi
di tng theo mua trong céc nghién clru lam séng. Dung SINGULAIR mgt tAn mdi ngay vao budi
sang hodc bubdi chidu thidmg dung nap tét voi thude tinh an toan tuong duong V& nhom
placebo, Trong cac nghién ctbu 1am sang d8i chiing véi placebo, céc tac dung ngoai ¥ khong
lign quan dén thude duec ghi nhan & 21% ngudi bénh diing SINGULAIR va cé 1y & cac hon so
véi nhém placebo. Trong nghién clu 4 tuAn co dbi chiing placebo trén 1am sang, db an toan
phil hop nhur & céc nghién cliu kéo dai 2 tuan. Trong moi nghién clru, ty 18 buon ngd trong tu
nhu & nhom placebo.
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Tré em tir 2 twdi dén 14 tudi bj viém mii di dng theo mia

B4 co nghién clru danh gia SINGULAIR irén 280 bénh nhi 2-14 ndm tudi d& didu brj viem mis di
wng theo mia trong cac nghién clru lam sang o G6i chirng placebo frong 2 tudn. Ding
SINGULAIR mét 1an méi ngay vao budl séng hodc budi chidqu thweng dung nap tét voi thude
{ink an toan twong dwong véi nham placebo. Trong nghién clru nay, cac tac dung ngoal ¥
khong lign quan dén thubc Gwoc ghi nhan & 21% nguwdi bénh diing SINGULAIR va c6 1 1& cao
hon so vdi nhom placebo.

Nogurii 16n {tr 15 {uéi ird 16n bj viem mdi di ing quanh ndm

D4 o6 hal nghién clru danh gia SINGULAIR trén 3235 nguwdi 1ém va vj thanh nién trén 15 tudi b
viém mdi di (g quanh nam trong 6 tuln, d&i chitng placebo. Ding SINGULAIR mdi ngay mét
lAn néi chung dung nap 141, 46 an todn & nhom ngudi bénh diing thube wong duong voi nhom
placebo. Trong hai nghién clru ndy, cac tac dung ngoai ¥ khong lién quan dér thube duoc ghi
nhan & 21% ngudi bénh ding SINGULAIR va cé tf 18 cao hon so véi nhom placebo. Ty 18
budn ngl tweng ta nhtr & nhom placebo.

Phan tich t8ng hop 1ty kinh nghigm thiy nghiém 18m séng .

P3 tién hanh phan tich dng hop 41 thir nghiém 1am sang cé dbi ching placebo (gém 35
nghién clru & ngudi bénh = 15 tudi va 6 nghién clu & benh nhi 8-14 tudi) béang phuong phap
danh gid hop & vé tinh trang W tlr. Trong sb 9929 ngudi bénh ding SINGULAIR va 7780
ngurdd bénh diing placebo trong céc nghign ciru ndy, ohi cd mdt bénh nhan co ¥ tedng tw &
nhém ding SINGULAIR. Khing c6 céc tredng hop ndo da ti&n hanh tw sat hodac muu tinh
tir hodc co cac hanh dong chudn bi hudng dén hanh vitw 10 & c hal nhdm dieu .

P4 tién hanh mdt phan tich tong hop riéng ré khac (I 48 thiy nghiém Am sang co &é1 chirng
placebo (35 nghign clu & ngudi bénh 2 15 tudi, 11 nghidn cleu & bénh nii it 3 thang dén 14
tudi) danh gia cac tac dung bt ipi ién quan dén hanh vi; 11 nghién ctru & bénh nhi tir 3 dén 14
tudi dé danh gia cac tac dung DAt lol ién quan d&n hanh vi (BRAE). Trong s6 11.673 nguoi
bénh ding SINGULAIR va 8.827 ngudi bénh ding placebo & cac nghién cliu nay, ty 1& bénh
nhan cé it nhat 1 BRAE & nhom ding SINGULAIR va placebo |an lwot [a 2,73% va 2,27%; voi
ti 88 chénh 1a 1,12 (85% CI {0,93; 1,36}

Cég thir nghiém 1am sang trong cdc phan tich tdng hop nay khdng phai dugc thiét ké chuyén
higt A& danh gid hanh v i t0 hodc BRAE.

Kinh nghidm sau khi dua thudc ra thj treong

Co thém nhiing tac dung ngoal ¥ sau day khi dua thudc ra thi treeng:

Cac bénh nhiém khudn va ky sinh triing: viém duéng ho hap trén

R&i Ioan mau va hé bach huyét: ng xu hudng chdy mau, gidm téu cu.

RéAi loan h& mién dich: cac phan (kg qua man bao gdm phdn vé, rit hiém gap gan tham nhidm
bach cAu ua eosin

Ré1 loan tam thAn: kich dong bao gdm hanh déng hung hang hodc chéng déi, lo au, trAm cam,
mét phueng hiréng, 16 joan chi §, mong mij bt thudng, o gidc, mat ngl, suy gidm trf nhé,
tam thin — van dong hidu dang thai qua (bao gdm d& kich dong, bén chon khong yén, rung
co), mdng du, ¢d ¥ nghi va hanh vi iy 1, chirng may gigt co.

R&i loan hé thAn kinh: chéng mat, budn ngil, di cam (cém gidc bt thudnggidm cém gidc, rat
hiém gip co gial.

Réi foan tim: danh tréng ngwe. i

Ré&i loan hd hap, ngurc va trung that: chay mau mi, bénh phdi ting bach cau i toan.

Réi loan da day rudt: Hau chay, chan &n, budn ndn, nén

Réi loan gan mét; tang ALT va AST, rat hiém khi viém gan {bao gbm viém gan & mat, viém t
bao gan, va tbn thirong gan nhidu thanh phan)

R&1 Joan da va md dwdi da; phi mach, bam tim, héng ban da dang, ban do ndt, ngira, phat
ban, mé day.

R&i loan co xwrong va mé fién két: dau khdp, dau co bao gdm chudt rit.
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R&i loan than va tidt niéu: dai dam & tré em
R&i toan foan than va tinh trang tai ché ding thude: suy nhwge/mét méi, phi, s6t.

BAO NGAY CHO BAC ST HOAC DUQC ST CUA BAN NEU €O BAT KY TRIEU CHUING NAO
O TREN HAY KHAC NUA.

ANH HUONG LEN KHA NANG LAI XE VA VAN HANH MAY

Singulalr dy kién sé khdng anh huéng dén kha nang 18 xe va van hanh may moc. Tuy nhién,
phan (g clia ting cé nhan déi voi thube b thé thay abi, Mot sb tac dung phy (nhur chong mét
v& bubn ngl) da dugc bao cao véi Singulair ¢o thé: antr hudmg dérr kha ning 1&i xe va van
hanh may méc trén mot sd bénh nhén,

CAC BAC TINH DU'QC LUC HOC

Cac cysteinyl leukotriens (LTCy, LTD, LTE.), 1& nhing sicosanoid co tiém ndng gay viém
manh, dwoc tiét ra i nhidu loai t& bao, bao gdm té bdo hat va bach chu wa eosin. Cac chat
trung gian quan trong tién hen ndy duoc gan vao cac thy thé cysteinyl leukotriene (CysLT)).
Cac thy thé CysLT typ 1 (CysLT,) droc tim thay trong dudng the clia ngudi, bao abm cac &
bao co tron va dai thiee bao clia dueng thé va trong cac té bao tién viém khac (bao gdm bach
chu La eosin va mdt sb 16 bao ghe tiy xurong). CysLT cé lidn.quan véi ce ché sinh bénh cta
hen va viém miil df (rng. Trong bénh hen, cac tac dung qua trung gian clia leukoiriene bao gém
mét s6 tac dyng 1én dwdng the, nhu fam co thét phé quan, tiét chat nhay, 1ang tinh tham mao
mach va huy dong bach cau wa eosin. Trong viém mii dj tng, CysLT duec fié 4 niém mac
miit sau khi tiép xUc voi di nguyén trong céc phan Gng & cac pha nhanh va chdm va cé fién
quan toi cac trigu chirng viém mii dj ting. CysLT trong mi s& 1am t&ng sy can tré dudng the
va chc tridu chirng tdc ngh&n & mai.

Montelukast dang udng 1a chét cé tinh chdng viém, cai thign duge cac thing 56 vé& viém trong
hen. Dua vao cac thr nghigém vé héa sinh va duge I, montelukast ching tG ot dl e cagva cd
d6 chon loc véri thy thé CysLT (tac dyng nay trdi hon & cac thy thé khae cling quan trong vé
dwge ly, nhur cac thy ihé prostanoid, chotinergic hodc B-adrenergic). Monielukast tre ché manh
cac tac dyng sinh Iy clia LTC,, LTD,, LTE, tai thy thé CysLTyma khong hé c6 tac dung chd vén.

& banh nhan hen, montelukast G ché céc thy thé cysteinyl leucotriene & dwdng thd ching
minh qua kha nang (¢ ché sy co thét phé quan do hit LTD,, Vol cae fidu dudi 5 mg 43 phong
bé duoe su co thit phé quan do LTD,. Montelukast gy giéin phé qudn trong 2 gio sau khi
ubng: nhitng tae dyng nay higp dbng véi sy gian phé qudn nho diing chét chtl van B.

Naghién ctru 1Am sang trong hen

Trong céc nghién ciru 1am sang, SINGULAIR cé higu lwe & ngudi bénh nguti Iom va tré em dé
ngin ngtra va didu ri hen man tinh, bao gém ngan nglra suwr co.that phé quan da t@p fuyén.
SINGULAIR cb higu e khi ding riéng ré hode khi phéi hep val céc thude khéc trong chi dinh
duy 1l d& didu tri hen man tinh, C6 thé phéi hop SINGULAIR v&i corticosteroid dang hit, sé& cb
tac dung hiép dbng dé kiém sodt hen hodic g gidm bot lidu lweng coricosteroid hit trong khi
duy tri sy &n dinh lam sang.

Ngerod b 15 tudi ird 1én

Trong hai nghign clru mi kép, kéo dai 12 tuln, c6 déi chitng placebe, duge thiét ké teong tw
nhau, & ngudi bénh 1t 15 tudi ird 1&n b hen, dung SINGULAIR uéng mdi ngay 1 1an mét lidu 10
mg vao bubdi ti, cho thay co cai thién rd rét vé céc thong s& kiém soat hen do dac qua cac frigu
chirng hen, hau qua do hen, chirc nang hé hdp va 'nbu cau” sir dung chat chi van B.




SINGULAIR cai thign 16 rét cac triéu chirng ban ngdy gua bio cao clia ngudi bénh va swr thic
gidc ban G&m, so sanh voi placebo. Hau qua dic hiéu cla hen, bao gbm xudt hién cac con
hen, cAn su trer gitip cha corticosteroid, ngirng thude de con hen ndng hon, con kijch phat hen
va sé ngay thoat khai hen déu duge cai thién 16 so véi placebo. Nhirng danh gia tdng quat clia
bac s§ va ngudl bank vé hen, ciing nhu cic danh gid vé chét lrong séng dac higu voi bénh
hen (trong moi linh vire, bao gdm hoal dgng binh thuéng hang ngay va cas trigu ching hen)
ddu 16t hon 16 18t so véi & nhom chirg. SINGULAIR cai thién rd rét thé tich the ra géng ste
trong gisy dAu tién vao budt sang (FEV:), the db thd ra thi da budi sang va budi chiu (PEFR)
va ciing lam gidm mot cdch o ¥ nghia nhu cAu thudc chli van B khi so sanh véi placebo.

Higu qua didu trj throng dat duoc sau lidu dau tisn va duy tri trong khodng 24 gid. Higu gua
didu trj cting An dinh khi diing iién tuc m&i ngay  1n trong cac thi nghigm kéo dai toi 1 nam.
Ngirng thudc saul khi ding SINGULAIR 12 tuan khdng gay phén ting ddi ngwoc fam bénh hen
nang thém.

So s&nh véi baclomethasone dang hit (méi 1An 200 g, 2 in mbi ngay bing dung oy khuéch
tan), thdy SINGULAIR ¢6 ddp (ng ban dAu nhanh hon, méc di qua nghién clhu kéo dai 12
tudn, beclomnethasone o6 tac dung didu i trung binh 1én hon. Tuy nhién, nhém ding
SINGULAIR c6 ty )& phén tréim cao dal dugc dap tng lam sang twong duong beclomethasone
dang hit.

Tré em tir 6 twdi dén 14 tudi

Tré em 6-14 ndm tudl, ding mdt vién nhal 5 mg vao budi 18] 1am gidm 16 rét con kich phat hen,
cai thién sy danh gia chét iwong séng déc higu do hen, so sanh véi placebo. SINGULAIR cling
cai thidn & rét FEV, budi sang, lam giam tdng “nhu ciu” lidu trong ngay clia chéf chd van .
Higu qua didu tr dat dwoc sau fidu dhu tién va dn dinh (61 8 thang diing lién tuc, mdi ngay mét
lan.

Str ting trudng & bénh nhi mée bénh hen

Hai nghién cu_[dm sang co dbi chimng cho thdy montelukast khéng anh hudng 1én kha néing
phét trién co thé & bénh nhi trwdc khi day thi méc bénh hen. Trong mét nghién ciru trén tré em
W 6 tudi dén 11 Wi, sy phat trién co thé duoc danh gia bing su phat tién chidqu dai cing
chan, nhém diing montelukast 5 mg méi ngay mét 14n trong 3 tuan két qua cling twong ty nhu
nhom ding gia duec, va & nhom ding budesonide dang khi dung (200 g m&i ngay hai an)
trong 3 tuAn thi thédp hon mét cach o6 ¥ nghia théng ké so véi nhém diing gid dupc. Trong mét
nghién olru kéo dai 56 tudn & tré em tlr 6 dén 8 ném tudi, bidu dd phat trién & tré dung
montetukast 5 mg mbi ngay mdt 1An tweng ty nhue nhdm ding gld duge (Gia tri LS trung binh
cho montelukast va gid duge tuong Ung la: 567 va 5,64 cmindm), va & nhom dong
beclomethasone khi dung (200 pg, mai ngay hai 1an) thi iri sé ndy thap hon mgt cach ¢6 §
nghia {(gi4 tri LS trung binh: 4,86 cm/nam) & bénh nhi diing khi dung, so v&i nhém diing gid
duwroe [khac bigt gia ir trung binh LS (Vo1 8 tin ciy 95%) 1a: 0,78 (-1,08; -0,49) covndm]. C4
hai montelukast va beclomethasone d&u cho Ipi ich [am sang trong diéu tri cac bénh nhén hen
nhe modt cach ¢b ¥ nghia so vai nhém diing gia duoc.

Tré em tir 6 thang 16 5 ném tudi

Trong nghién ctu 12 tudn, dbi chimg placebo & tré em 2-5 tudi, cho ubng SINGULAIR méi
ngay mét 1An 4 mg, da cai thign virng bén céc théng ¢6 kiém soat hen, khéng phu thude vao
didu trj phédi hop voi thube ngira hen, so sanh vt placebo. 80% ngudi bénh khong dung cach
gitu tri lidm soat hen khac. SINGULAIR cai thign rd cac trigu chittng ban ngay (bao gbm ho,
kho kha, réi loan v& thé va han ché hoat déng) va cac triéu chirg ban dém khi so sénh v
placebo, SINGULAIR ciing lam gidm g rét “nhu cau" thudco chl van B va corticosteroid cap ciru
s0 voi piacebo. Ngudi bénh ding SINGULAIR co ngay hét hen nhidu hon mét cach b ¥ nghia
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théng k& so véi ngudi bénh & nhém placebo. Higu fuc didu 1} thdy ngay sau lieu dhu tién,
Thém nira, s6é lugng bach ciu ua eosin trong mau toan phan ciing gidm rd rét,

Higu lyc clia SINGULAIR & tré em tir 6 thang tudi toi 2 ndm tudi dwge ngoai suy te k&t qua &
banh nhi trén 2 nam tudi bi hen va dya vao cac dir figu duoe dong boc twong t cling nher vao
lidu trinh, sinh Iy bénh hoc va tac ding cla thube vé co ban tvong duong khi so sanh 2 nhém
tudi trén day.

Vor nguoi bénh ding phdi hop corticosteroid dang hit

Nhitng nghién cfru riéng 18 & ngudl 1n cho thy kha ning SINGULAIR ding phdi hop vél
corticosteroid dang hii c6 tac dung higp déng trong 1arm sang va cho phép giam liét steroid khi
ding phéi hop. Trong nghién clru c6 dbi chimg placebo, nguol bénh khoi dau ding
sorticosteroid dang hit vé&i lidu khoang 1600 g mdi ngay, trong gial doan sl dung placebo da
-gidm duge ty 18 sir dyng stercid khodng 37%. Hon nlra, SINGULAIR con gitp gidm 47% lidu
corficosteroid dang hit so v&i 30% & nhém ding placebo. Trong mot nghién clru khac,
SINGULAIR. dem lai lgi fch [Am sang efng thém frén cac dbi twong dugc duy i nhung khong
kigm seat durge thich dang véi corticosteroid dang hit (m3i ngay ding 400pg beclomethasone).
Nglrng hoar toan va ddt ngdt beclomethasone & ngudi bénh diing phdi hop SINGULAIR voi
beclomethasone gay tac hai vé 1am sang & mat sé trrng hop, chirng 16 nén ngimg thude dan
déin theo mic dung nap hon la ngirng ddt ngdt. V& nquidi bénh mén cam voi aspirin, hau hét
trong sb Go 13 khi phdi hep corticosteroid véi dang hit va ubng, SINGULAIR da cb cai thién
dang ké v& cac théng sé kiém soat hen.

V6T ngudi bénh co thal phé quén do ging stic

SINGULAIR méi ngay ubng mét 1n 10 mg s& ngén nglra duge sy co that phé quan do géng
strc & ngudi tir 15 U6l tré 1En. Trong nghién ol 12 tuan, SINGULAIR cho théy trc ché rd rét
mire 4o va thoi gian gidm st FEV; hon 80 phut sau géng stre, phén trim gidm FEV, t6i da sau
géng strc va thai gian hdi phyc 5% clia FEV, trute khi gang stee. Higu qué bao vg nay la hang
dinh xuyén sudt qua trinh didu tri, chirng to khdng c6 tinh trang quen thube, Trong mdt nghién
cirlt bt chéo riéng bigt, thiy tac dung bdo vé nay dat dwoc sau 2 ngay ding thude, mbi ngay
ubng mdt 1an. V& bénh nhi 8-14 tudi, cho udng vién nhai 5 mg, trong mdt nghién clu bit chéo

iwong ty, clng thay co fac dyng béo vé nhe o ngudi 1én va sy bao vé nay dwee duy tri subt
khodng cach Tidu (24 gid).

T4c dung trén viém trong hen

Trong céc nghién ciru 1am sang, SINGULAIR dugc ching minh (#c ché ca sy co that phé quan
& pha s6m va pha mudn do df nguyén. Vi sy thdm nhiém té bao viém (bach cau wa sosin) la
dic treng quan trong cla bénh hen, nén da co'khdo sat anh heeng clia SINGULAIR 1&n bach
chu Lya eosin & mau ngoai bién va & dudng thd. Trong cac nghign clru iam sang & pha 1ibAll,
SINGULAIR cho théy Jam giam ré rét cac bach ciu ua eosin & méu ngoal bién, giam 15% so
vori khivi Gim va so véi pacebo. O bénh nhi li» 6 dén 14 tudl, SINGULAIR 1am giam bach chu
wa eosin & mau ngoai bién 13% qua 8 tuin didu trj so véi nhom placebo. SINGULAIR cling lam
gidm 6 rét bach cau ura eosin & dwong thé, trong dgm so v nhém placebo. Trong nghién clru
nay, irgng bach clu wa eosin & mau ngosi bién gidm va tiéu chi danh gia 1am sang vé hen cai
thign trong nhom diu tri véi SINGULAIR.

Nghién clzu 18m sang — Viem mii di &ng

Higu lwe clia SINGULAIR trong didu tri viém mii dj (mg theo mia duge nghign ciru trong Cac
ther nghiém twong fr ngdu nhign, mu keép, kéo dai 2 1uhn, ¢o dbi ching placebo, trén 4924
ngudi bénh (cd 1751 ngudi ding SINGULAIR). Nhitng ngudd bénh tir 15 tudi trér 1&n, co tien st
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nglydn va cb nhirng friéu chieng T8 rét vé viem miii di tng theo mia vao e ikhdi dau cdng
trinh nghién clru,

Trong mét phan tich phéi hep cda 3 nghign clru chi chét, st dung vién nén 10 mg SINGULAIR
cho 1189 ngudi benh (mbi ngdy 1 14n vao budi 16) 1am cai thién 16 rét cac tiéu chi chinh, chl sb
cac tridu ching & mii e ban ngdy va cac biéu hign jam sang (nhw xung huyét mdi, chay nwdc
mdi, ngtra mbi, hét hoi), chi sd cac trigu chirg ban dém (nhw xung huyét mii khi thive, kho
ng, thire gide nhidu 1An ban démy); chi sé 1ng hop cac frigu chieng (bao gbm ¢ hal chi s trigu
chirng mii ban ngay va ban ¢ém); va qua danh gia tdng quéat cla ngudi bénh va bac s§ v
vier mi dj ing so véi placebo.

Trong mét nghién cleu khac kéo dal 4 ludn, SINGULAIR mbi ngay 1 IAn vao budi sang cho thay
hi&u lyc trong 2 tuln ddu manh hon rd rét so voi placebo va phii hep voi higu luc dat duge
trong céc nghién ciru ding fidu vao budi ti. Hon nika, hidu hrc qua toan bg 4 tudn cling nhat
quan voi cac két qua chia 2 tun, -

V& ngrdl bénh trén 16 }uéi bi vigm mili d 'ng theo mia, SINGULAIR cho thay tam gidm trung
binh 13% fwong bach ciu wa ecsin trong mau ngoai bign so voi placebo, qua sAc thoi ky Gidu
tri m kép. =

Higu e cla SINGULAIR didu tri viém mii di tng quanh nam duge nghién ctu trong hai
nghién ctru co dbi chitng placebo, thiét ké twong tr, chia nhom ngau nhién, mb kép keo dai 6
tuan, trén 3235 ngudi bénh (trong 46 1632 ngudi dlng SINGULAIR). Tudi ngwdi bénh a 15-82

1uBi o6 tidn stv viem mdi di tng quanh nim, xét nghiém da két qua duong tink do df nguyén

quanh ndm (bac gbm dj nguyén bui nha, 16ng stic vét, bao t& méc) va ¢b cac iridu chixng ndi
bat vé viém mi di irng quanh nam khi khi dau didu .

Trong mét nghién clru, SINGULAIR 10 mg si¥ dung 1 1an mbi ngay cho 1000 bénh nhan dugc
ching minh cai thign 16 rét vé tigu chi ehinh, cac chi s6 vé tridu chivng & MGl ban ngay (xung
huyét mdi, chay nude mii, hét hoi) so véi placebo. SINGULAIR ciing cho théy céi thign viém
mi dj &ag gua danh gia cia banh nhan nhw néu trong tigu chi phy vé& Danh Gi4 Tean Cau trigu
ching Viem Mii Dj Ung boi Bénh Nhan, va thang diém danh gld chung Chat Lugng Cude
Séng Trong Bénh Vigm Két Mac - Mat (trung binh diém 8 cla 7 fink vue hoat d6ng: gide ngd,
cae tridu chismg khdng-mii/khang-mét, cac van dé trong thwe hanh, cac trigu ching & mii, cac
lriéu chirng & mét, cdm xGc) so sanh véi placebo.

Higu lue clia SINGULAIR trong digu tri viém mii di iing theo mua & bénh nht 2-14 tuéé‘vé trong
didu tri viem mil d ng quanh nam & bénh nhi 6 théng 14 {udi duoe ehing minh béng cach
ngoal suy t0 hiéu lye cla {hudc ndy & ngudi bénh 215 tuai bi viem mai di (ng cling vdi gia dind

3 dién bién bénh, bénk hoc va tac dung cla thube vé co ban dduy gidng nhau & cac quin thé
nay.

CAC DAC TINH DUQC BONG HQC

Hap thu

Sau khi ubng, montelukast hap thu nhanh va hiu nhu haan toan. V&i vién nén bao phim 10 mg,
ndng d6 Crue dat dUoC 3 gidr (Tie Sau udng ddi véi ngudd 1om, udng thudc I0e bung dbi. Sinh
kha dung khi diing thuéc dueng ubng 1a 64%., Sinh kha dung va Caax khing bi anh hudng boi
bira &n chuén,

V&1 vien nén nbai 5 mg, Cmax dat 2 gir sau khi ngui lon ubng Idc doi. Sinh kha dung khi ubng
la 37%. Thiec &n khéng co anh hwdng ién trong 1am sang khi ding thudc dai ngay.

\&i vien nén nhai 4 mg, ndng 48 Cna dat dugc 2 gid sau udng d&i vai bénh nhi 2-5 tudi, ubng
thubc Itc doi.
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Dang cbém udng 4 mg cd tuong dweng sinh hoc véi vign néh nhai 4 mg khi dling cho nguol idn
liic @6l Viéc dung montelukast dang coém hat chung véi nude sht tao hodc frong blra &n chudn
khong gay dnh hudng 1am sang dang k& nao téi duoc ddng hoo cla thube xac dinh bai dign
tich dudi Guwirng cong AUC {12257 so v6i 1223,1 ng-gie/ml. b hodc khdng co kém huedec sdt
{40 va 11978 so véi 1148,5 ng-gid/ml ¢ holic khéng cé kem bla &n chun).

Hiéu Irc va d6 an todn da dugc chizng minh qua céc nghign clru 1am sang, khi ding vién nén
nhai 4 mg, vién nén nhai 6 mg, vién nén bao phim 10 mg, ubng khong tinh dén thevi gian biva
an. Do an toan cha SINGULAIR ciing dugce ching minh trong nghién clru lam sang ddt v
ubng dang cbm hat 4 mg ma khong tinh dén thoi gian bira an.

Phan bé

Hon 99% Montelukast gan két voi protein huyét trong, Thé tich phan bd (vd) trong trang thai
&n dinh cila montelukast 14 8-11 L. Nghién clru trén chudt cbng véi montelukast danh dau cho
théy thudc rat it phan bd qua hang rao méu ndo. Hon nira, ndng dd clia chét danh dAu sau khi
ubng 24 gidr 13 thi thidu trong moi mé khac.

Sinh chuyén hoa

Montsiukast-chuyén hoa rit manh. Treng cac nghién clu véi lidu didu tri, cac ndng 49 trong
huyét trong-clia cac chét chuyén héa ctia montelukast khong tim thay duroc trong trang thai én
dinh & ngudi lom va tré em.

Nghién ety in vilro, alr dung microsome gan ngudi, cho théy cytochrome P450 3A, va 2C 1am
x(c 14c cho chuyén héa cla montelukast. Dia vao céc két quéd khdc in vitro trén microsome
gan ngudi, thAy cac ndng do didu tri cta montelukast trong huyét trong khong e ché céc
cylochromes P450 3A4, 209, 1A2, 2A6, 2019 hay 208.

Bao thai

P6 thanh loc clia montelukast trong huyét trong fa 45 mL/phit & ngudt 1on khde manh. Sau
khi ubng montelukast Ganh dAu, 86% chét danh dAu dwgc tim théy trong phén clia téng céng 5
ngdy va duéi 0,2% thai qua nudc tidu, Pidu nay cling v&i sy tinh joan sinh kha dung cla
montelukast diing drong ubng cho thay montelukast va cac chét chuyén héa cla thude dueot
thai gan nhur hodn todn qua mat,

Trong nhidu nghién clru, thei gian ban thai trong huyét trong cla montelukast 14 2,7-5,5 gior &
nguir tré tudi khde manh. Dugc dong hoc ciia montelukast hau nhw tuyén tinh khi ubng tot Hidu
50 my. Khéng <6 sut khac hiét vé duge dong hoc khi udng thube vao bubi séng hodc 185, Khi
ubng 10 mg montelukast mét 1an trong ngay, hau nhu rat it tich Gy chat me montelukast treng
huyét teong (xép X 14%).

Pac diém ngwdi bénh

Khong can chinh lidu déi véi bénh nhap lon tudi, benh nhan suy than hase suy gan nhe dén
trung binh. Khéng cé béang chiing fam sang irén bénh nhan suy gan nang (diém s6 Child-Pugh
>9).

QUA LIEU

Khong co thang tin dac hidu vé& vigc didu tr khi ding qua lidu SINGULAIR, Trong cac nghién
clvu v& hen man tinh, SINGULAIR dwoc ding t6i cac liéu mBi ngay t&i 200 mg cho ngudi ion
frong 22 tudn va nghién clu ngdn ngdy véi lidu t6i 900 mg mdi ngay, ding trong khodng mét
fudn, khong thay co phan tng quan trong trén 1am sang.
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Ciing c6 nhithg béo cdo v& ngd dbe cAp sau khi dua thuds ra thi tredng va trong cée nghign
edbur 1am sang véi SINGULAIR. Cac bao céo nay bao ghm ca & trd em va ngudi 1én véi litu cac
nhét 60 tél 1000 mg. Nhitng két qua trong phang thi nghigm va trong 1am sang phl hop v L F
téng quan v& dd an toan & ngudi Iom va cae bénh nhi. Trong phan ién cac bao cao v& qua lidu, '

khdng gdp cac phan ng ¢o hal. Nhibng phan Ung hay gép nhét etng teong te nhw dir lidu vé
thudc tinh an toan cha SINGULAIR bao gém dau bung, budn ngd, khat, dau diu, non va téng
kich ddnag.

Chua 15 monteiukast co thé thdm 1ach dwgc qua mang bung hay loc mau.

BAO QUAN

Bao quan vién nén bao phim SINGULAIR 10 mg dwdi 30°C (86°F), tranh anh sang va G am.

HAN DUNG

Han diing cL'i_é vién nén bao phim SINGULAIR 10 mg ia 24 thang k& 1lr ngay san xuat,
- DANG TRINH BAY

- 3
M50 vién nén bao phim SINGULAIR 10 mg dé udng chita 104 mg nafri monfefukast, 66'_;
trong vi chira 7 vién hodc 14 vién, Hop 4 vi x 7 vién nén bao phim va Hop 2 vi x 14 vién néij
bao phim. A //

THUBC NAY CHI DUNG THEO BON CUA BAC SY. BOC KY HUONG DAN SU DUNG
TRUGC KHI DUNG THUOC, NGAY GA KHI BAN VUA DUNG THUGC NAY TRUQC BQ,
MOT SO THONG TIN TRONG BAN HU'GNG DAN TRUOC DAY cO THE PA DUQC THAY
DOL. NEU CAN THEM THONG TIN, XIN HOI Y KIEN BAC SY.

LUU Y RANG THUOC NAY BUQC BAC SY CHI BINH CHO BAN MA THOI. KHONG TV Y
BLPA THUAC NAY CHO NGUOT KHAC DUNG, DE XA TAM TAY TRE EM,

SINGULAIR 10 myg ~ dang vién nén bao phim

San xuat bl

Merck Sharp & Dohme Limited

Shotton Lane, Cramlington, Northumberland, NE23 3JU, United Kingdom (Anh)
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WMerck Sharp & Dehme B.V,,
Waarderweg 39, 2031 BN Haarlem, The Netherfands (Ha Lan)
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