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Poc ldp —'I'w do — Hanh phiic

GIAY CHUNG NHAN
puU })IEU KIEN KINH DOANH DUQC
S6 hiéu: 585 /PKKDD-BYT
Piéu chinh
Cdp ldn 2: 441/PKKDD ngéy 07/05/2020

B{ Y té chitng nhén:

1. Tén cong ty: Cong ty TNHH Novartis Viét Nam

2. Dia chi tru s& chinh: Phong 1001, liu 10, Centec Tower, 72-74 Nguye“?t
Thi Minh Khai, Phwong Vé Thi Sdu, Quén 3, Thanh phé Hé Chi Minh

3. Dia diém kinh doanh: Lé sé 58, dwong so 3, Khu cong nghiép Tin Tao,
phwong Tan Tao A, quidn Binh Tan, Thanh phd Ho Chi Minh

4. Nguoi chiu trach nhiém chuyén moén vé duoc:

+ Ho va tén: Phan Ha Giang

+ Trinh d§ chuyén mén: Dirge s ﬁ dai hoc

+ Chitng chi hanh nghé dugc s6: 2048/CCHN-D-SYT-HCM do S& Y t& TP,
Hd Chi Minh cip ngdy 29 thang 12 nim 2017.

5. Pu diéu kién kinh doanl 1 dbi v6i hoat dong kinh doanh dugc:

Xudit khiu, nhip kidu thude

- Pham vi kinh doanh: Theo Phu luc dinh kem

Cong ty dwge thwe hién cde hoat dpng xuit khiu, nhip kf iiu thude theo
dang pham vi kinlh doanh quy dinh tai Phy luc dinl kém.

Cong ty khidng dwoe thiee hign hoat dpng phin phoz thude, nguyén liéu lam
thube va cdc hogt dpng lién quan dén phin plzat thudc, nguyen lidu lam thudc
tgi Vit Nam theo quy dinh tai Kodn 10 Diéu 91 Nghi dinh sé 54/2017/ND-CP
va phdi tudn thii ding cde quy dinh ciia plmp ludt hién hanh.

Gidy ching nhan ¢6 hiéu Iy tir ngay. o, . . thang. 04, nim o024, duge

ap theo Quyét dinh s6:. 20- 18 ... /QD-BYT ngdy . /1. . thang. .04 . .niim o044
cia BY trudng BO Y &,

Thay thé cho Gidy chitng nhgn di diéu kign kinh doanh dugc sé
441/DKKDD-BYT ngay 07/05/2020.
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CONG HOA XA HQI CHU NGHIA VIET NAM
Poe 1dp - Tw do - Hanh phue

"  *
e PHUY LUC

(Dinh kem Gz’d’y chitng nhdn di diéu kién kinh doanh diroc
cdp cho Céng ty TNHH Novartis Viét Nam
S6 hiéu: 585 /PKKDD-BYT ngay 4t thdng 04 ndm 2021)

1. XUAT KHAU, NHAP KHAU THUOC
1.1 | Thubc héa dwoe chiva khang sinh nhém p-Lactam
1.1.1. Thudc bao quéan & didu kién thuong
1.1.2. Thudc bao quan & diéu kién lanh: 2- 8°C
1.2 | Thube héa dwge khong chira khang sinh nhém B-Lactam
1.2.1. Thubc bao quan & diéu kién thuong
1.2.2. Thubc bao quan & diéu kién lanh: 2- 8°C
1.4 | Thubc sinh hoe
1.4.1. Thude béo quan & didu kién thuong / : 3\:\\
1.4.2. Thuoc bao quéan & diéu kién lanh: 2- 8°C |Ef4rm%
1.5 | Thube phii kiém soat djc bidt Tp )&)
V7

4 “N A . TN
1.5.1. Thube bdo quan & dieu kién thudng k3 %

1.5.2. Thubc bao quan & didu kién lanh: 2- 8°C

A A - 2 ~ geA A . - A
N¢i dung han ché hoac lam ré lién quan dén pham vi chirng nhéin:

1. Muc 1.5 ap dung dbi véi:
- Thudc dbc.

- Thuéc trong danh myc thuoc, duge chat thudéc danh muc chét bi cdm
str dung trong mot s6 nganh, linh vye.

2. Muyc 1.4 va 1.5 khong ap dyung dbi véi véc xin.






SO KE HOACH VA PAU TU CONG HOA XA HQI CHU NGHIA VIET NAM
THANH PHO HO CHf MINH Dic 1ip — Tu do — Hanh phiic
PHONG PANG KY KINH DOANH

GIAY CHUNG NHAN PANG KY DOANH NGHIEP
CONG TY TRACH NHIEM HU'U HAN MOT THANH VIEN

M3 s6 doanh nghiép: 0315531029
Diing ky lan ddu: ngay 27 thang 02 niim 2019
Déing ky thay déi lan thie: 5, ngay 11 thing 08 ndm 2022

1. Tén cong ty

Tén cong ty viét bing tiéng Viét: CONG TY TNHH NOVARTIS VIET NAM
Tén cong ty viét bing tiéng nuwéc ngoai: NOVARTIS VIETNAM COMPANY
LIMITED

Tén cong ty viét tit: NOVARTIS VIETNAM CO.,LTD

2. Pia chi tru sé chinh

Phong 1001, ldu 10, Centec Tower, 72- 74 Ngttygn Thi Minh Khai, Phuong Vo Thi
Sdu, Qudn 3, Thanh phé H6 Chi Minh, Viét Nam

Pién thoai: +84 8 3823 9090 Fax: +84 8 3823 9595
Email: Website:
3. Vbn diéu 18 70.000.000.000 dong

Béing chit: By muwoi ty dong

Tuong duong 3.181.818 USD (Ba triéu mét tram tam muoi mot nghin tdm trim

muoi tam D6 la My)

4. Théng tin vé chii sé hitu

Tén td chirc: NOVARTIS OVERSEAS INVESTMENTS AG

Ma s6 doanh nghiép/Quyét dinh thanh 1ap s6:  .CHE-103.011.259

Ngay cép: 03/02/2000  Noi cap: Co quan ding ky Thiong mai, Bang Basel-Stad,
Thuy ST

Dia chi tru s& chinh: Lichstrasse 35, 4056 Basel, Thuy St

5. Nguwoi dai dién theo phap luit ciia cong ty



* Ho vatén: KARINA KA YING NG Gidi tinh:  Nir
Chirc danh: Chui tjch HPTV kiém Téng Giam ddc

Sinh ngdy:  18/11/1981 Déantdc:  Qudc tich: Canada

Loai gléy t& phap Iy cla cd nhan:  HE chiéu miede ngodi

Sé glay to phéap ly ctia c4 nhéan: HKOS?] 68

Ngay cip:  06/07/2016 Noi cdp: Scarborough, Canada

Dia chi thuong tria: 957 Bukit Timah Rd, #09-16, (589653) Singapore, Singapore

Dia chi lién lac: Phong 1001, tang 10, Centec Tower, 56 72 — 74 Nguyén Thi Minh
Khai, Phirong V& Thi Sdu, Qudn 3, Théanh phé Ho Chi Minh, Viét Nam
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b NOVARTIS Wemkile Vbt Ceropiiy LG

72-74 Nguyen Thl Minh Khai Street,
Vo Thi Sau Ward, District 3

Ho Chi Minh City

Vietnam

Tel +84 8 3823 9090
Fax +84 8 3823 9595

S$8/No.: 23/2024/POA-NVS

GIAY UY QUYEN/ POWER OF ATTORNEY

Téi, KARINA KA YING NG, Tdng Glam Péc Cong ty TNHH Novartis Viét Nam, dja chi ding ky tai
I’hbng 1001, Lau 10, Centec Tower, S6 72-74 Nguyén Thi Minh Khai, Phudng V& Thi S{m Quaén 3, Tp.

HJ Chi Minh, VletNam dugce thanh 18p theo Gidy Chtmg Nhan Pang Ky Doanh Nghiép s6 0315531029
do $& K& hoach vﬁ Déu tu Tp. 115 Chi Minh cAp 1An diu ngy 27 thang 02 n¥m 2019 (“Céng ty”), nay
chi dinh va iy quyén:

I, KARINA KA YING NG, in my capacity as the General Director of Novartis Vietnam Company
Limited, having its address at Unit 1001, 10" FL, Center Tower, No. 72-74 Nguyen Thi Minh Khai Str:, Vo
Thi Sau Ward, District 3, Ho Chi Minh City, duly established under Certificate of Enterprise Registration
No. 0315531029 by the Department of Planning and Investment of Ho Chi Minh City, initial issued on
February 27" 2019 (“Company "), hereby appoint and authorize:

Tén/ Name: Ba/ Ms. DPINH NGUYEN HUYNH MAI
Chirc danh/ Job Title Gigm déc Nganh hang dang ting trudng / T4 Head, In-market Brands

CMND sb6 / ID Card No.: 082179013750 cép boi Cuc trudng Cuc canh sat Quan Iy Hanh Chinh

1a ngudi tiy quyén hop phap (“Ngudi Puge Uy Quyén®) ciia t8i, ¢6 quysn dbi véi, cho va thay mit toi,
va vi lgi ich cia Cong ty, dé thye hién nhitng viée sau:

vé Trat Ty X& Hoi ngdy 10 théng 5 nim 2021/ 082179013750 issued
by the Head of Police Department for Administrative Management of
Social Order on 10 May 2021

as my true and lawfil attorney (“Attorney”), shall have the power to, for and on my behalf, and for the
benefit of the Company, to do the following:

(a)

(b)

ddc lap, ky, trinh, nop cac don de nght ding ky, théng béo, giai trinh, hd so va céc tai liéu va/
hodc nhan bit ky gidy phép, gidy chap thuén ndo, lién quan dén v1¢c xéc nhédn ndi dung théng
tin thude theo cdc hinh thite duge phép luat quy dinh, doi véi cde thude duoc ding lcy luu hanh
boi Novartis Pharma Services AG hodc bdi Cong ty, véi céc co quan nha nude ¢b tham quyén
lién quan, bao gdm nhung khéng gidi han bai cac S& Y Té, Cuc Quan 1y Durge, B6 Y té;

individually, to sign, submit, apply the requests, registrations, notices, explanations, dossiers
and the documents, and/ or receive any license, approval, relating to confirmation of drug
information under format provided by the relevant regulations, to the drugs registered by
Novartis Pharma Services AG or by Company as marketing authorization holder, at the relevant
competent authorities, including but not limited by the Department of Health, Drugs
Administration of Vietnam, Ministry of Health;

doc lap, ky céc thr d& nghi, thu mdi, thong béo, xdc nhan, cdc thoa thudn, hop dong co tri gia
dudi 1.200.000.000 VND (bang chit: mdt ti hai trim triéu Viét Nam ddng), bao gdm céc ban
sua dbi, didu chinh, thanh 1y, chdm clu’t clia céc thoa thudn, hop dong @b, véi cdc chuyén giay
t&, cdc o4 nhan, c4c td chire y khoa, to chirc gido due, ddo tao, céc hoi, higp hdi, bao gém nhung
khong giéi han bai cdc bgnh vién, vién, trudng hoc, higp hi y hoc, duge hoe llen quan dén vige
gi6i thidu thudc ctia Cong ty, tai trg, hop téc thuc hign cée hoat dong khoa hoc, y té, gido dyc,
va/ hoiic ddo tao do Cong ty td chire, tai trg, hop téc;

individually, to sign the request letters, invitations, notices, confirmations, the agreements,
contracts which valued less than VND 1,200.000.000 (in words. one billion two hundred million

Novartis Vietnam — Power of Attorney — Ver.2022.03.31 Trang 1/3




Vietnam dong), including the amendments, supplements, liquidation, termination thereof, with
the healthcare professional, individuals, healthcare organization, educational/ training
organization, associations, including but not limited by the hospitals, institutes, universities/
schools, medical/ pharmacy associations, in connection with the drug introduction of the
Company, scientific/ medical/ educational sponsorship, collaboration and/ or raining activities
organized, sponsored, collabomted by the Company;

(c) dde 1dp, ky céc thoa thudn, hop d‘ong trj gid dudi 1.200.000.000 VND (bang chit: mot ti hai
trim tridu Vigt Nam dbng) bao gom céc ban stra @bi, didu chinh, thanh 1y, chdm dirt ciia céc
thoa thudn, hgp ddng dé, cho muc dich mua hang héa, san phim, dlCh vu lién quan dén hoat
ddng, hgi ngh;, hoi thao khoa hoc, y té, gido dyc, d4o tao do Cong ty tb chirc, tai trg hoic hop
tac thie hién; va
individually, to sign the ag’reemems contracts which valued less than VND 1.200.000.000 (in
words: one billion two hundred million Vietnam dong), including the amendments, supplements,
liquidation, termination thereof, for the purpose of procuring goods, products, services relating
to the activities, conference, congress of scientific, healthcare, education, trainning organized,
sponsored or collaborated by the Company,

(d) thay mat va dai dign cho Cong ty gép mit, thdo lufin vdi cdc co quan nha nuée ¢b thim quyén,
céc td chite, cd nhéan khéc ¢6 lién quan va ky it ca cdc hd so, tAl liéu, ching tir, cOng vin, giai
trinh, don tir cho myc dich thyre hién cac cong vige duge ty quyén trén déy.
to represent and act on behalf of Company to meet, discuss with, and sign any and all dossiers,
documents, lelters, explanation letters, applications to competent governmental authorities, the
other organizations and individuals in connection with, for the purpose of implementation of
the works authorized herein.

T6i cam két phé chuin va xdc nhdn moi hanh vi ctia Ngudi DPuge Uy Quyén véi didu kién cdc hanh vi
d6 duge thue hign phit hop véi cde didu khoan va didu kién quy dinh tai Gidy Uy Quyén nay, céc chinh
sach ndi b ctia Céng ty va céc quy dinh ctia phép ludt Viét Nam.

[ undertake to ratify and confirm all the acts of my Attorney provided that the acts has been exercised
in accordance with the terms and conditions set out herein, internal policies of Company and the laws
and regulations of Vietnam.

Gidy Uy Quyén nay thay thé cho toan b ty quyén trude d6 va khong trao cho Ngudi Puge Uy Quyén
bAt ky mdt quyén han nao duge ty quyén lai hay chon ngudi thay thé cho Ngudi Puge Uy Quyén nay

.- . va bt ky hoic tht ¢4 c4c quydn ndy (cho dit 1 hidu theo luft phép hay theo cdch khéc) ddu bi loai trir.

This Power of Attorney supersedes all previous authorizations and does not confer any rights of
delegation or substitution on my Attorney and any and all such rights (whether deemed by law or
~ otherwise) shall be specifically excluded.

Giy Uy Quyén nay duge 1ap va ¢6 hiéu lue ké tir ngay 01 thang 01 ndm 2024 va s& tiép tuc ¢6 hiéu
lyrc dén hét ngdy 31 thang 12 nim 2024 trir khi va cho dén Itic (a) bj hiiy bd s6m hon bing thong bo
hiiy bd bing vin ban ciia t6i, hotic (b) ngdy chim ditt quan hé lao déng gitta Ngudi Puge Uy Quyén
vGi Cong ty.

This Power of Attorney shall commence as of January 01 2024 and shall continue in full force and
effect until the end of December 31% 2024, unless (a) revoked earlier by my written notice of revocation
or (b) the termination date of the Attorney s employment with the Company.

PE LAM BANG CHUNG, t6i 1am Gidy Uy Quyén niy nay thanh hai (02) ban song ngit bing tiéng
Vigt va tiéng Anh v&i higu lye nhw nhau,

In witness whereof I hereby execute this Power of Attorney in two (02) bilingual versions in Vietnamese
and English languages with the same validity.

Gity Uy Quygn ndy va tht ci céc vén d€ lign quan, s& duge diéu chinh theo phap lugt Viét Nam.

Novartis Vietnam — Power of Attorney — Ver.2022.03.31 Trang 2/3



This Power of Attorney shall in all respects be subject to, and interpreted in accordance with, the laws
of Vietnam.

'KARINA KA YING NG
Tdng Gidm D¢/ General Director

Xdc nhin va dong ¥/ Acknowledged and Agreed
KY BOI NGUOI BPUGC UY QUYEN/ SIGNED BY THE ATTORNEY

L
el

PINH NGUYEN HUYNH MAI
Giam dbe Nganh hang dang ting trudng / T4 Head, In-market Brands

Chitng thue ban sao ding vt ban chinh

S& chitng “]UCO"‘S"“]“'3“‘3"‘3)"“’5'”“5" SCT/BS&

Negav: 24 -03- 2004

TTRINH HUYNH LM ket
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CHUONG TRINH GP
BVDK BINH PHUOC

£ 12:00 — 13:00 ngay 22/11/2024

Pia diém : Nha hang Oc 10000 (744 Pha Riéng Po, TP. Pdong Xoai, Binh Phuédc)

Déi twong khach moi  : Bac si/Duoc si BVDK tinh Binh Phuée

NOQIDUNG :

12:00 - 12:15 Dén tiép khach mai, phat bidu ma diu

12:15 - 12:45 Gidi thiéu san pham UPERIO
“Uperio - Cai thién chat lwgng cudc sdng ctia bénh nhan suy tim”
Trinh bay: DS Tran Dang Thién — MR CSK
Thao ludn

12:45 - 13:00 Tdng két, két thic budi gidi thiéu, ding bia.

San phidm UPERIO:

« Hoat chit : Sacubitril / Valsartan
* Qui cach dong goi : Vién bao phim. Hop 2 vi x 14 vién

» Han st dyng : 36 thang ké tir ngdy san xuét,



T —

LY LICH KHOA HQC /\?‘“0@“ \

o
£ N
A. Thong tin chung ((U( } ){.’ »

by * " 2
I. Ho va tén: Tran Ding Thién ”%\ ' % "
% , N 031650
S6 CCCD: 008092000574 S

Ngay thang ndm sinh: 15/8/1992

Giéi tinh: Nam

Dia chi: T4 1, Phudng Nghia Thanh, TP Gia Nghia, Dik Néng
Dién thoai: (DD) 0978 60 00 08

Email: tran_dang.thien@novartis.com

Chirc vu: Nhan vién gidi thiéu thuoc

o N

Co quan/ don vi: Cong ty TNHH Novartis Viét Nam
Dia chi co quan: Phong 1001, l4u 10, Centec Tower, 72-74 Nguyén Thi Minh Khai, Phudng V6
Thi Sau, Q.3, Tp.HCM.

B. Trinh d§ dao tao

1. Trinh dé chuyén mén: Dugc si Dai hoc
2. Chuyén nganh dao tao: Dugc si

3. Qua trinh cong tac
Nim Chire vu

2015-08/2019 | Nhan vién Trudng Cao déng Y té Pik Lik

08/2019 - nay Nhén vién cong ty TNHH Novartis Viét Nam




CONG TY TNHH NOVARTIS VIET NAM CONG HOA XA HOI CHU NGHIA VIET NAM
S6: PHAR CSK 12420-10-17/24 Péc lap - Tw do - Hanh phic

PON BE NGHI

XAC NHAN NOI DUNG THONG TIN THUOC THEO HINH THUYC HQI THAO GI&I THIEU THUOC QUA
PHU'ONG TIEN HQI THAO GIOI THIEU THUOC

Kinh gli: S& Y Té tinh Binh Phudéc

1. Tén co s& d& nghj xac nhan ndi dung thang tin thude theo hinh thikc hoi thdo gi¢i thiéu thube qua phwong
tién hoi thdo giéi thidu thude: Coéng ty TNHH Novartis Viét Nam

2. Bia chi: Phong 1001, l4u 10, Centec Tower, 72 - 74 Nguyén Thi Minh Khai, Phwdng V6 Thi Sau, Quén 3,
Thanh phé H& Chi Minh, Viét Nam.

3. Sb dién thoai: +84 28 3823 9090 Fax: +84 28 3823 9595
4. Ho, tén, sb dién thoai clia ngudi lién hé khi can: Tran Dang Thién SBT: 0978600008

5. Danh muc thudc d& nghj xac nhan néi dung thong tin thude theo hinh thire héi thdo gidi thiéu thude qua
phwong tién héi thdo giéi thigu thube:

2 " £ Sé gidy dang ky lwu hanh thuoclso gidy phép nhap
SOTT Tén thuoc khiu thudc
1 Uperio 100mg VN3-48-18

6. Thanh phan tham dy: Bac si/Dugc si/Nhan vién y té Bénh vién Ba khoa Binh Phwéc va 1 nhan vién Cong
ty THNN Novartis Viét Nam

7. Dia diém va thei gian dw kién té chire:

- Dija diém: Nha hang Oc 10000 — 744 Phu Riéng Do, TP. Bdng Xoai, Binh Phudc.
- Thai gian: 12:00 -13:00, ngay 22/11/2024.

8. Tai liéu kém theo:

- Noi dung théng tin thuéc;

- MA&u nhén va to hwo'ng dan st dyng thudc hién hanh da duoc Bo Y té phé duyet;

- Giy dy quyen clia co s& dang ky thudc cho co' sé dirng tén trén hd so dé& nghj xac nhan ndi dung
théng tin thude

- Chuwong trinh héi thdo giéi thigu thubc;

- Ly lich bao cao vién.

9. Cam két clia co 6
Co s& da nghién ctru va cam két tuan th day da cac quy dinh clia ¢é lién quan trong Iinh vire duge./.

Tp. Hé Chf Minh, ngdy 21 théng 10 ndm 2024

C‘amyﬁ/?H Novartis Viét Nam
p U
L

Pinh Nguyen Huynh Mai
Giam déc Nganh hang dang ting trwéng



BOY TE CONG HOA XA HQOI CHU NGHIA VIET NAM

CUC QUAN LY DUQC Poc 14p - Tw do - Hanh phiic
S6: 6328¢/QLD-DK Ha Néi, ngay 20 thang 04 néim; %ﬁf’{‘lj
V/v duy tei hidu luc gidy e 4"’ 2

ding ky luu hanh

0y

Cuc Quan ly Dugc nhén duge don dé nghi ngay 08/03/202 vl
lién quan ctia Cong ty vé viéc duy tri hidu luc gidy ding ky luu hanh dbi voi
thude Uperio 100mg, s6 dang ky VN3-48-18 do Cong ty dang ky (M3 tiép nhan:
71394/TT88);

Cén ctr Thong tw s6 32/2018/TT- BYT ngay 12/11/2018 cua Bo trudng Bo
Y té quy dinh viéc ding ky lvu hanh thude, nguyén ligu lam thudc;

Céan ¢t Thong tu 5O 29/2020/TT-BYT ngay 31/12/2020 cua Bo trudng Bo
Y té stra ddi, bd sung va bii bo mét s vin ban quy pham phép luat do B truong

B6 Y té ban hanh, lién tich ban hanh;

Cuc Quan ly Dugc co y kién nhtr sau:

l. Bong y dé cong ty dugce tlep tuc duy tri hi¢u lyc gidy ding ky luu hanh
12 thang ké tir ngdy ky cong vian nay déi v6i thude Uperio 100mg, so ding ky
VN3-48-18.

2. Thude duge phép san xuét trong thoi han duy tri hiéu lyuc gidy dang ky
luu hanh phai thyc hién theo ding hd so ding ky da duge B6 Y te (Cuc Quan ly
Duoc) phe duyet va duge phép lwu hanh dén het han ding ctia thude. Co so ding
ky, co sd san xuat phai dam béo duy tri cac didu kién hoat dong cua co s& dang
ky, co s san xut theo quy dinh.

3. Trong thoi han hi¢u luc duy tri cta gidy dang ky Iuu hanh cti ma co s6
dang ky dugc gia han glay déng ky luu hanh méi thi hiéu lyc gidy dang ky luu
hanh cii dugc tlep tuc ¢6 hi¢u luc dong thoi véi gxay dang ky luu hanh méi trong
06 thang ké tir ngay gidy dang ky luu hanh méi cé higu lyc.

Cuc Quén ly Duge thong bao dé cong ty biét va thuc hién theo ding céc
quy dinh hién hanh vé& san xuét va luu hanh thudc./. '

Noi nhin: CUC TRUONG

- Nhur trén; ';f' ;’.'[“r":--\
A,

- Luu: VT, BK (Ho).
';ff' ' (ll[?{ ‘
WAN
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)
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Kinh gii: Novartis Pharma Services AG
Dia chi:  Lichtstrasse 35, 4056 Basel, Switzerland
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BOYTE CONG HOA XA HOQI CI

MINISTRY OF HEALTH SOCIALIST REPUBLIE OF
CUC QUAN LY DUQC Doe Iip - Ty do\- Sl
DRUG ADMINISTRATION OF VIETNAM Independence - Ft—cc&@}@m ine

138A Gidng Vo - Ha Noi - Viet Nam ) ;
Tel: 84.4,37366403/38464413 - Fax: B4.438234758 0315

= X " o ‘ r‘ - . 1 . 9 - ) =)
GIAY PHEP LUU HANH SAN PHAM

i il

MARKETING AUTHORIZATION

Tén thude © Uperio 100mg (Co’ s& déng goi va xuat xwdng:
Name of Drug: Novartis Farma SpA; dia chi: Via Provinciale
Schito 131, 80058 Torre Annunziata (NA), Italy)

Sacubitril 48,6mg va Valsartan 51,4mg (dwéi dang
mudi phtre hop sacubitril valsartan natri 113,103mg);

Hop 2 vi x 14 vién; Vién nén bao phim

Thanh phan chinh, ham lweng
Aclive Ingredients, Strength:
Qui cach déng goi, bao ché

Packing Size, Dosage form:

Tidu chuén chat lwong NSX

Qualily Specification:

Han ding : 36thang

Shelf- life:

$6 gidy phép lwu hanh san pham (SPK): VN3-48-18

Marketing Authorization Number:

S6 quyét dinh . 170/QP-QLD Ngay cap: 27/3/2018

Approval Decision Number: Date of Isstance:

Higu Iwe clia gidy phép lwu hanh san phdm: co gia trj 03 nam ké tir ngay cAp
Expiration Date of this Marketing Authorization:
Tén co so déng ky  Novartis Pharma Services AG

Name of Marketing Authorization Holder
Lichtstrasse 35, 4056 Basel - Switzerland

Dija chi

Address:

Tén co s& san xuat . Novartis Singapore Pharmaceutical Manufacturing
Name of Manufacturer: Pte. Lid

Dja chi . 10Tuas Bay Lane, 637461 Singapore - Singapore
Address:

Tén co s& doéng goi
Name of Assembler

Pija chi
Address,
Ha Ngi, ngayoldthang Sném 2018,
KT.CUC TRUONG CUC QUAN LY DU'QC
FOR GENERAL-DIRECTOR OF THE DRUG ADMINISTRATION OF VIETNAM
PH? CUC TRIONG
3 ¢ DI NE -
Ghi ch: (ot

1- Gidy phép Iwu hanh san pham nay dugc cép theo ding hé so /

dang ky thudc da dwgc B Y té phé duyét. i

This markeling authorizalion has been issued in accordance with the dossier g
approved by the Vietnam Ministry of Health.

2- BAt ctr sy thay ddi nao v& ndi dung cla gidy phép phai dugc
Cuc Quan ly dugc - B& Y té xac nhan.

Any variations of the contents of the markeling authorization are required to be
adopled by the Drug Adrministration of Vietnatn.
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s Ky béi: Cu Quin

D A £ - b1 ~ - e d ~ -
_ f’q i:g% BO Y TE CONG HOA XA HQI CHU NGHIA VIET NAM
Y W "CUC QUAN LY DUQC Pac lap - Ty do - Hanh phiie
sé: 573 /QP-QLD Hé Ngi, ngay 23 f!rdng09nam 2022

X QUYET PINH
Vé vi¢c ban hanh danh muc 169 thudc nuwé '
dwge gia han gidy diing ky lwu hanh tai Viét Na

Cdn cur Ludt Dlt’O‘C‘ 6 105/201 6/QHJ 3 ngay 06/4/201 6

Cén cit Nghi dinh s6 75/2017/ND-CP ngay 20/6/2017 cuia Chinh phit quy
dinh chitc ndng, nhiém vu, quyén han va co cau t6 chitc ctia B Y té;

Ceéin cit Quyét dinh s6 7868/0D-BYT ngay 28/12/2018 cua BY truong Bo Y
té quy dinh chiic ndng, nhiém vi, quyén han va co cdu té chire ciia Cuc Quan 1y
Duge thuge Bo Y té;

Céin cit Théng tie 6 32/2018/TT-BYT ngay 12/11/2018 cua Bé triong BsY
té quy dinh viéc déng ky liu hanh thude, nguyén liéu lam thuoc;

Cén cit Thong tw 56 29/2020/TT-BYT ngay 31/12/2020 ciia Bo truong Bé Y
1é sira cTo: bé sung va bdi bé mot $6 viin ban quy pham phdp ludt do Bo truong
Bé Y té ban hanh, lién tich ban hanh;

Cén cit ¥ kién ciia Hoi dong tir vén cdp gidy déing ky leu hanh thudc,
nguyén ligu lam thudc - B3 Y té;

Theo dé nghi ctia Trudng phong Ding ky thuéc - Cuc Quan Iy Diroc.
QUYET DINH:

Piéu 1. Ban hanh kém theo Quyet dinh nay danh muc 169 thuoc nude
ngoai dugc gia han gidy dang ky luu hanh tai Viét Nam - Dot 110, bao gdm:

1. Danh muyc 154 thudc nuéc ngoai dugc gia han glay dang ky luu hanh
hiéu lyc 05 nam - Dot 110 (tqi Phu luc 1 kem theo). Cac thudc tai Danh myc nay
duoc gitt nguyén thong tin s6 dang ky dé cép va c6 hidu lyc 05 ndm ké tlr ngay
ky ban hanh Quyét dinh nay.

2. Danh muc 15 thube nude ngoai duge gia han glay dang ky luu hanh
hiéu lyc 03 nam - Dot 110 (tai Phy luc 2 kém theo). C4c thudc tai Danh muyc nay
duoc gilt nguyén thong tin s6 dang ky da clp va c6 higu lyc 03 nam ké tir ngay
ky ban hanh Quyét dinh nay.

Pidu 2. Co s& san xudt va co s& ding ky thude c6 trach nhiém:

1. Cung cp thubc vao Vigt Nam theo dling cac ho 50 tai ligu dé déng ky
v&i B Y té va phai in hodc dén s6 déng ky dugc BO Y t& cAp 1én nhan thudc.

2. Chép hanh day du phép lugt ctia nudec CHXHCN Viét Nam va cac quy
dinh ctia BO Y té vé nhap khau thudc va luu hanh thude tai Viét Nam, néu ¢6 bt




ct thay déi gi trong qud trinh luu hanh thude & nuée sé tai va & Viét Nam thi
phai bdo cdo ngay cho Cyc Quén ly Duoc - B Y té Viét Nam.

3. Thuc bién viéc cdp nhat tiéu chudn chét luong cua thube theo quy dinh
tai Thong tu s6 11/2018/TT-BYT ngay 04/5/2018 ciia Bo trudng Bo Y t€ quy
dinh vé chat lugng thudc, nguyén liéu lam thude.

4. Cép nhat nhan thubc va to huéng dan sir dung thude theo quy dinh tai
Thong tu 01/2018/TT-BYT ngay 18/01/2018 cia Bé truong Bo Y t& quy dinh
ghi nhan thubc, nguyén liéu 1am thube va to huéng dan sir dung thude theo hinh
thirc thay ddi, bd sung gidly ding ky luu hanh thudc quy dinh tai Thong tu
32/2018/TT-BYT ngay 12/11/2018 ctia Bo truéng BO Y té dbi véi thudc chua
duoc phé duyét cdp nhat ndi dung nhan thudc, to hudng dan st dung thudc theo
quy dinh tai Théng tu 01/2018/TT-BYT ngay 18/01/2018 cta B truong BO Y
té, cu thé nhu sau:

a) Dbi véi thube thudc danh muc thube doc va nguyén liéu doc lam thude
theo quy dinh tai Thong tu 06/2017/TT-BYT ngay 03/5/2017 ctia Bo trudng Bo
Y té vé viéc ban hanh danh muc thudc doc va nguyén liéu doc lam thude: chi
duge luu hanh sau khi duge Cuc Quan Iy Duge phé duyét ndi dung cap nhat
nay.

b) Béi v6i cac thude c6 s6 thi tw 39, 69, 70, 73, 74, 75, 76, 81, 82, 83, 90,
97, 114, 115, 118, 119, 122, 132, 133, 136, 140, 150 tai Phu luc I va cac thude
6 s thir tws, 8,9, 10, 11, 12, 13 tai Phuy luc II phai thuc hién viéc cdp nhat nay
trong thoi han 06 thang ké tir ngay dugc gia han gidy ding ky Iuu hanh.

5. Sau 06 thang ké tir ngay ky ban hanh Quyét dinh nay, céc thude dugc
gia han gidy dang ky Ivu hanh tai Phu luc I va Phu lyc II ¢6 thay ddi vé néi dung
hanh chinh (bao gém ci mdu nhan va to hiedng dén sir dung) phai nhap khdu,
luu hanh véi céc noi dung @4 duge phé duyét thay dbi trong hd so dédng ky gia
han.

6. Phdi hop véi céc co s& didu tri dé thuc hién theo ding cac quy dinh
hién hanh vé thubc ké don, theo ddi an toan, higu qua, tac dung khong mong
mubn cia thude trén ngudi Viét Nam va tdng hop, bao cdo theo quy dinh tai
ieu 5 Thong tu s 32/2018/TT-BYT ngay 12/11/2018 ciia Bo truéng B Y té
quy dinh viéc dang ky luu hanh thude, nguyén liéu lam thube ddi véi cac thude
thudc Danh muyc tai Phy luc 2 ban hanh kém theo Quyét dinh nay.

7. Co s0 déng ky phai dam bao duy tri diéu kién hoat déng cua co s& diang
ky trong thoi gian hiéu lyc cia gidy dang ky luu hanh thude, nguyén liéu lam
thube. Trong trwong hop khong con dép Gng du didu kién hoat dong, co s& ding
ky phai c6 trach nhi¢m thue hién thay déi co so dang ky theo quy dinh tai Thong
tu s6 32/2018/TT-BYT ngay 12/11/2018 ctia B9 trudng Bo Y té trong thoi han
30 ngay ké tir ngay co sé dédng ky khong con du didu kién hoat dong.

8. Co s¢ ding ky thude phai bdo céo B6 Y té v& cap nhat tinh trang dap
timg Thyc hanh t8t san xudt clia co s& san xudt thubc, nguyén liéu lam thudc.
Truomg hop co sé san xuét bj thu hdi gidy phép san xuit hodc khéng dap ting



Thue hanh &t san xuét thude, nguyén ligu 1am thude & nudce sé tai, co s¢ phai
thyc hién viéc bdo céo trong thoi han 15 ngay ké tr ngay c6 thong bdo cuia co
quan quan ly cé tham quyén nudc s6 tai theo quy dinh tai diém d khoan 1 Piéu
100 Nghi dinh s& 54/2017/ND-CP ngay 08/5/2017 ctia Chinh phu quy dinh chi
tiét mot s6 didu va bién phdp thi hanh Luét Dugc.

Piéu 3. Quyét dinh c6 hiéu luc ké tir ngay ky ban hanh.

Pidu 4. Giam dbc S& Y té céc tinh, thanh phé true thude trung vong, gidm
dbc nha san xuit va co s& ding ky c6 thude tai Biéu 1 chiu trach nhiém thi hanh
Quyét dinh nay./.

Noi nhdn: .. CUC TRUONG
- Nhu biéu 4; A% )

- Q. B trudng (dé b/c);

-TTr. Bo Xudn Tuyen (de b/c)

= g,Ui
QUAN | 3;’2 z -

U!JU!, A
/
Vii Tudn Cudng

an; Cuc Y té GIVT Bo Giao thong vén ta1 Fong
Cuc Hai quan - B9 Tai chinh;

- B&o hiém Xa héi Viét Nam; _—a
- BO Y t& Vu PC, Cuc QLYDCT, Cyc QLKCB,

Thanh tra Bo.

- qu:n KN thudc TU, Vién KN thude TP. HCM;

- Téng Céng ty Duge VN-CTCP; Céc Cong ty XNK

dwgc phém;

- C4c Bénh vién & Vién c6 giudng bénh tryc thude

BYT;

- Cac phong Cuc QLD: QLGT, QLKDD, QLCLT,

PCTTra, VP Cuc; Website Cuc QLD.

- Luu: VT, BKT (10b).



PhulueI

DANH MUC 154 THUOC NUGC NGOAI PUQC GIA HAN GIAY PANG KY LUU HANH
TAI VIET NAM HIEU LU'C 5 NAM - POT 110

(Ban hanh kém theo quyét dinh sé: ...573.... /OD-QLD, ngay23./09./2022 ciia Cyc Quadn ly Diroe)

1. Co sé ding ky: A. Menarini Singapore Pte. Ltd (dia chi: 30 Pasir Panjang Road, #08-32
Mapletree Business City, Singapore 117440 - Singapore)

1.1. Co'sé san xuét: A. Menarini Manufacturing Logistics and Services S.r.l. (dia chi: Via Campo
di Pile, 67100 L'Aquila (AQ), Italy - Italy)

Co s& kiém nghiém: A. Menarini Manufacturing Logistics and Services S.r.l. (dja chi: Via Sette
Santi, 3 - 50131 Firenze (FI) - Italy)

STT | Tén thude | Hoat chit chinh Dang bao | Tudi | Tiéu Quy cach S6 Ding ky Lén
— Ham lwgng ché tho chuin | déng goi gia
han
I Bilaxten Bilastine 20mg Viénnén | 60 NSX Hop 1 vix 4 VN2-496-16 01
thang vién; Hop 1 vi
x 10 vién; Hop
2 vix 10 vién;
Hép3vix 10
vién; Hop 4 vi
x 10 vién; Hop
Svix 10 vién
1.2. Co'sé' san xuét: Menarini - von Heyden GmbH (dja chi: Leipziger Strafle 7-13, 01097 Dresden
- Germany)
STT | Tén thudc Hoat chit chinh Dang bao Tudi | Tiéu Quy cich | S8 Pang ky Lin
— Ham hrong ché tho chuin ddng goi gia
han
2 Priligy 30 mg | Dapoxetine (duéi | Vién nén 36 Tiéu Hop I vix [ VN-20121-16 | 01
dang Dapoxetine | bao phim thang | chudn | 1 vién,
hydrochloride) nha sdn | hop 1 vix
30mg Xudt 3 vién,
hop 1 vix
6 vién.
3 Priligy 60 mg | Dapoxetine (dudi | Vién nén 36 Tiéu Hop 1 vix | VN-20122-16 | 01
dang Dapoxetine | bao phim thdng | chudn |3 vién,
hydrochloride) nhasan [ hop I vix
60mg xudt 6 vién. J

1.3. Co sé sin xut: Patheon Inc (dia chi: 2100 Syntex Court, Mississauga, Ontario, Canada LSN

7K9 - Canada)
Co s6 xuat xwéng: Actelion Pharmaceuticals Ltd. (dia chi: Tru sé: Gewerbestrasse 16, 4123

Allschwil; Pia diém SX: Gewerbestrasse 1 2, 4123 Allschwil, Switzerland - Thuy Si)

Trang 1



48.2. Co sé san xuit: Lek S.A (dia chi: Podlipie Str. 16, 95-010 Strykow - Poland)

STT | Tén thubc | Hoat cht chinh — | Dang bao | Tudi | Tiéu | Quy S6 Pangky | Lan
Ham lugng ché tho chuén | cich gia
dong goi han

121 | Meglucon Metformin Viénnén | 36 NSX |Hop2vi | VN-20288-17 |0l

1000 hydrochloride 1000mg | bao phim | thang x 15 vién
48.3. Co s& san xuat: Lindopharm GmbH (dia chi: Neustrasse 82, 40721 Hilden - Germany)
Co s& xuit xwong: Salutas Pharma GmbH (Dja chi: Otto-von-Guericke-Allee 1, 39179 Barleben -
Germany)
STT | Tén Hoat chat Dang bao ché Tudi tho Tiéu Quy cach S6 Pang ky Lan
thube chinh — Ham chuan | dong goéi gia
lwgng han
122 | ACC 200 | Acetylcystein | Bot pha dung 24 thang | Tiéu Hép 20 goi; | VN-19978-16 | 01
200 mg dich udng chuén | Hop 50 goi;
co SO Hop 100 goi
48.4. Co' s& san xuit: Novartis Farmacéutica S.A. (dia chi: Ronda de Santa Maria 1 38, 08210
Barbera del Vallés Barcelona - Spain)
Co s& xufit xuong: Lek S.A (dia chi: ul. Domaniewska 50 C, 02-672 Warszawa - Poland)

STT | Tén thudce Hoat chiit Dang bao Tubi Tiéu Quy cach | S6 Ding ky Lén
chinh — Ham ché tho chuin | déng goi gia
lwong han

123 | Valsartan Valsartan Vién nén 36 NSX Hop 2 vix | VN-17721-14 | 01

160mg 160mg bao phim thang 14 vién
48.5. Co s& san xudt: Sandoz GmbH (dia chi: Biochemiestrasse 10, 6250 Kund! - Austria)
STT | Tén thubc | Hoat chit chinh — Dang bao Tubi | Tiéu | Quy cich S6 Pang ky Lan
Ham lwong ché tho chufin | déng goi gia
han
124 | Curam Amoxicillin (dudi dang | Bét pha 12 Nha Hop 1lp | VN-16902-13 | 01
1000mg + | Amoxicillin natri) 1000 | dung dich | thang | san
200mg mg; Acid clavulanat tiém xuat
(dudi dang Kali
clavulanat) 200 mg

49. Co s ding ky: Novartis Pharma Services AG (dia chi: Lichtstrasse 35, 4056 Basel -

Switzerland)

49.1. Co s& san xuat: Alcon Cusi, S.A. (dia chi: Camil Fabra, 58, 08320 El Masnou, Barcelona -

Spain)

Trang 27




STT | Tén thube Hoat chit Dang bao Tubi Tiéu | Quy cach S6 Ping ky Lin
chinh — Ham ché tho chuén dong goi gia
Iwgng han

125 | Tobrex Eye Tobramycin Thubc m& | 24 NSX | Hop I Tuyp | VN-16935-13 | 01

Ointment 0,3% tra mat thang x 3,5 gam
49.2, Co s¢ sdn xudt: Novartis Farma S.p.A. (dia chi: Via Provinciale Schito 131 80058 Torre
Annunziata (NA) - Italy)

STT | Tén thude Hoat chét Dang bao ché | Tudi Tiéu Quy S6 Ding ky Lén
chinh — Ham tho chuén | cich gia
lwgng dong han

goi

126 | Tegretol CR | Carbamazepine | Vién nén bao | 24 NSX Hop5 | VN-18777-15 |01

200 200 mg phim gidi thang vix 10
phoéng ¢6 kiém vién
soat
49.3. Co' s¢ san xufit: Novartis Pharma Stein AG (dia chi: Schafthauserstrasse, 4332 Stein -
Switzerland)

STT | Tén thube Hoat chét Dang bao Tubi tho Tiéu | Quy Sé Ding ky Lin
chinh — Ham ché chuan | cach gia
lwgng dong goi han

127 | Afinitor Smg | Everolimus 5 Vién nén 36 thing | NSX | Hop3vi | VN-20043-16 | 01
mg x 10 vién

49.4. Co s& sian xuit: Novartis Singaporé Pharmaceutical Manufacturing Pte. Ltd. (dia chi: 10
Tuas Bay Lane, 637461 Singapore - Singapore)
Co sé déng géi va xuit xudng: Novartis Farma SpA (dia chi: Via Provinciale Schito 131, 80058
Torre Annunziata (NA) - Italy)
STT | Tén Hoat chét chinh — Dang bao | Tubi tho Tiéu Quy S6 Ping ky | Lin
thuéc | Ilam lrgng ché chuan | cach gia
dong goi han

128 | Uperio | Sacubitril 48,6mg va Viénnén | 36thang | NSX Hop 2 vi | VN3-48-18 01

100mg | Valsartan 51,4mg (duéi | bao phim x 14 vién

dang mudi phtic hop
sacubitril valsartan natri
113,103mg)

50. Co's¢ diing ky: Pfizer (Thailand) Limited (dja chi: No. 323 United Center Building, Floors 36th
and 37th, Silom Road, Silom Sub-District, Bang Rak District, Bangkok Metropolis - Thailand)

50.1. Co' sé' san xuit: Pfizer Manufacturing Belgium NV (dia chi: Rijksweg 12, 2870 Puurs,
Belgium - Belgium)
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STT | Tén thude Hoat chit chinh | Dang Tudi the | Tieu | Quy cach S6 Pangky | Lan
— Ham lwgng bao ché chuéin | déng géi gia
han
129 | Sayana Press | Medroxyprogeste Hén dich | 36 thang | Nha Hop, 1 dung | VN2-617-17 | 01
rone acetate 104 | tiém san cu tiém dong
mg/0,65ml Xudt sin thude
0,65ml; Hop,
200 dung cu
tiém don liéu
déng san
thuoe 0,65ml
50.2. Co s& san xuit: Wyeth Lederle S.r.L (dia chi: Via Franco Gorgone Z.1, 95100 Catania (CT) -
Italy)
STT | Tén thude Hoat chit Dang bao ché Tubi Tiéu Quy S6 Ding ky Lin
chinh - tho chuiin cich gia
Ham lwong déng goi han
130 | Tygacil Tigecyclin Bot dong khé | 24 NSX Hop 10 | VN-20333-17 | 01
50mg pha tiém thang lo
51. Co s& diing ky: Pierre Fabre Medicament (dia chi: 45 Place ABEL GANCE 92100 Boulogne -
France)
51.1. Co sé san xuét: Pierre Fabre Medicament production (dja chi: Aquitaine Pharm Inter national
1, Avenue du Béarn, Idron, 64320 - France)
STT | Tén thudc | Hoat chit chinh — | Dang bao Tudi Tiéu Quy S6 Piing ky Lan
Ham lwong ché tho chuan | cich gia
dong goi han
131 | Navelbine | Vinorelbine (dudi Dung dich 36 NSX Hop 10 | VN-20070-16 | 01
dang Vinorelbine dam dic dé thang lo I ml
ditartrate) 10mg/ml | pha dung
dich‘tiém
truyén
52. Co s& diing ky: PT. Novell Pharmaceutical Laboratories (dia chi: JI. Pos Pengumben Raya No.
8, Sukabumi Sela!an Kebon Jeruk, Jakarta Barat 11560 - Indonesia)
52.1. Co s& san xuit: PT. Novell Pharmaceutical Laboratories (dia chi: JIl. Wanaherang No. 35,
Tlajung Udik, Gunung Putri, Bogor 16962 - Indonesia)
STT | Tén Hoat chit chinh — | Dang bao Tubi tho | Tiéu Quy S6 Piang ky Léin
thude Ham lwgng ché chuén | cich gia
ddéng goi han
132 | Haiblok | Bisoprolol Vién nén 24 thang | TCCS | Hop 3 vi | VN-19731-16 | 01
hemifumarate Smg bao phim x 10 vién
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53. Co'sé diing ky: Sakar Healthcare Limited (dia chi: Block No.. 10— 13, Sarkhej

Changodar, Dist. Ahmedabad-382 213 - India)
53.1. Co s san xufit: SAKAR HEALTHCARE LIMITED (dia chi: Block No.: 10 — 13, Sarkhej-
Bavla Highway, City: Changodar - 382213, Dist. Ahmedabad, Gujarat State - India)

-Bavla Highway,

STT | Tén thude | Hoat chit chinh — Dang bao Tudi | Tiéu Quy S6 Diing ky Lan
Ham lwgng ché tho chuin | cich gia
dong han
goi
133 | Cefax - 250 | Cefalexin (duéi dang Viénnang |24 BP Hop 10 | VN-18078-14 | 01
capsule cefalexin monohydrate) | cting thang vix 10
250 mg Vién
54. Co sé diing ky: Sanofi-Aventis Singapore Pte. Ltd. (dia chi: 38 Beach Road #18-1 1, South
Beach Tower, Singapore (189767) - S ingapore)
54.1. Co sé san xuiit: Sanofi S.p.A. (dia chi: Via Valcanello, 4 - 03012 Anagni (FR) - Italy)
STT | Tén thude | Hoat chit chinh Dang bao Tudi Tiéu | Quy cich S6 Ping ky Lin
— Ham lugng che tho chuan | déng gai gia
han
134 | Targosid | Teicoplanin Bot dong kho | 36 TCCS | Hop, 1 lo bdt | VN-19906-16 | 01
400mg pha tiém thang dong khé + 1
ong nudc cat
pha tiém 3ml
54.2. Co' s¢' san xuiit: SANOFI WINTHROP INDUSTRIE (dja chi: I, rue de la Vierge, Ambarés et
Lagrave, 33565 Carbon Blanc Cedex - France)
STT | Tén thube Hoat chit chinh — Dang bao Tudi | Tiéu Quy S6 Ding ky Lan
Ham lwong ché tho chuén | cich gia
dong goi han
135 | Plavix Clopidogrel Vién nén 36 NSX | Hop3vi | VN-18879-15 |01
hydrogen sulphate bao phim thang x 10
391,5 mg tuong Vién
duong véi
Clopidogrel base
300 mg
136 | Depakine Natri valproate Vién nén 36 NSX | Hop1lp | VN-16477-13 |01
Chrono 333,00 mg; Acid bao phim théng x 30 vién
valproic 145,00 mg | phéng thich
kéo dai
137 | CoAprovel ® | Irbesartan 300 mg; Vién nén 36 NSX |[Hop2vi | VN-17392-13 |01
300/12.5 mg | Hydrochlorothiazide | bao phim thang X 14 vién
L 12,5 mg

35. Co sé diing ky: Santen Pharmaceutical Asia Pte. Ltd. (dia chi: 6 Temasek Boulevard, #37-01,

Suntec Tower Four, Singapore 038986 - Singapore)
55.1. Co sé sén xuit: Santen Pharmaceutical Co., Ltd. - Nha may Noto (dia chi: 2-14, Shikinami,

Hodatsushimizu-cho, Hakui-gun, Ishikawa - Japan)
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STT | Tén thudc | Hoat chit chinh | Dang bao Tudi tho | Titu | Quy cach S6 Diing ky Lan
— Ham luwgng ché chuln | déng géi gia
han
138 | Sanlein 0,1 | Natri hyaluronat | Dung dich | 36 Thang | Tieu |Hop 1lox | VN-17157-13 | Ol
tinh khiét nhd mat chuan | 5ml
Smg/Sml co sO
139 | Sanlein Natri hyaluronat | Dung dich | 36thang |JP 17 | Hép I Thix | VN-19739-16 |01
Mini 0.3 tinh khiét 1,2 mg/ | nhé mat 10vix 10
0,4ml Lo x 0,4 ml;
Hop 1 Taix
03vix 10
Lo x 0,4 ml
140 | Cravit 1.5% | Levofloxacin Dung dich | 36 Thang | Tieu | hop 1 lox 5 | VN-20214-16 | 0l
hydrat 75mg/5ml | nhé mat chudn | ml
co SO
56. Co sé diing ky: SRS Life Sciences Pte. Limited (dia chi: 71 Robinson Road, # 14-01, Singapore
(068895) - Singapore)
56.1. Co's& san xuat: Bharat Paventerals Lid. (dja chi: Survey No. 144 & 146, Jarod Samlaya Road.,
Tal-Savli, City: Haripura., Dist: Vadodara, Gujarat - India)
STT | Tén thubc | Hoat chit chinh | Dang bao Tubi Tiéu | Quy cach S6 Ping ky Lin
— Ham lugng ché tho chuén | déng goi gia
han
141 | Recosan Celecoxib 200 mg | Vién nang 24 NSX |[Hop3vix | VN-19356-15 |0l
200 cling thang 10 vién
142 | Sanflox Levofloxacin Dung dich 24 NSX |[Hopllo VN-19357-15 | 01
hemihydrate nhd mat thang
tuong duong voi
Levofloxacin
25mg/ Sml
57. Co sé diing ky: Sun Pharmaceutical Industries Ltd (dja chi: UB Ground, 5 & AMP; 6th floors,
Sun House, CTS No. 201 B/I, Ram Nagar, Western Express Highway, Goregaon East, Mumbai,
400063, Maharashtra - India)
57.1. Co s& san xuit: Sun Pharmaceutical Industries Limited (dia chi: Village Ganguwala, Paonta
Sahib-1730235, District Sirmour, Himachal pradesh - India)
STT | Tén thuéc | Hoat chat chinh — | Dang bao Tudi | Tiéu | Quy céch S6 Ping ky Lin
Ham luong ché tho chu | dong goi gia
4n han
143 | Raciper Esomeprazole (dugi | Vién nén bao | 24 NSX | Hop 2 vix | VN-16033-12 | 01
40mg dang Esomeprazole | phim khéng | théng 7 vién;
magnesium vd dinh | acid da day Hop 4 vix
hinh) 40 mg 7 vién
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144 | Raciper Esomeprazole (dudi | Vién nén bao | 24 NSX | Hop 2 vix | VN-16032-12 | 01
20mg dang Esomeprazole | phim khéng thang 7 vién;
magnesium vé dinh | acid da day Hop 4 vix
hinh) 20 mg 7 vién
58. Co so ding ky: Tedis (dia chi: 9 avenue d ‘Quessant, 91140 Villebon-sur-Yvette - France)
58.1. Co' s& san xudit: Recordati Industria Chimica e Farmaceutica S.p.A. (dia chi: Via Matteo
Civitali, 1-20148 Milano (MI) - Italy)
STT | Tén thube | Hoat chAt chinh — Dang bao | Tubi Tiéu Quy cach S6 Ping | Lin
Ham luwgng ché tho chuain | déng géi ky gia
han
145 | Zanedip Lercanidipine HCI 10 | Viénnén | 36 NSX Hép 2 vix VN- 01
10mg mg tuong ting bao phim | théng 14 vién 18798-15
Lercanidipine 9,4 mg
59. Co s& diang ky: Torrent Pharmaceuticals Limited (dia chi: Torrent House, Off Ashram Road,
Ahmedabad 380009, Gujarat - India)
5§9.1. Co s& sdn xuét: Torrent Pharmaceuticals Ltd (dia chi: Indrad- 382 721, Tal: Kadi, City:
Indrad, Dist: Mehsana - India)
STT | Tén thude | Hoat chét Dang bao Tudbi Tiéu | Quy cich S6 Ping ky Lin
chinh — Ham ché tho chuan | déng géi gia
Iwgng han
146 | Deplat Clopidogrel Vién nén 24 NSX [Hop3vix10 | VN-18582-14 |01
(dudi dang bao phim thang vién, Alu Alu
Clopidegrel Blister strips
bisulfat) 75 mg
147 | Torolan 5 Olanzapine 5 Vién nén 36 NSX | Hop3vix 10 | VN-16400-13 |01l
mg khéng bao | thing vién, Alu Alu
phan tan
trong miéng
148 | Torsartan Olmesartan Vién nén 24 NSX | Hop 10vix 10 | VN-17614-13 | 01
40 medoxomil bao phim thang vién, Alu Alu
40mg Blister strips
149 | Androz-50 | Sildenafil (dudi | Vién nén 24 NSX |Hép3vix10 | VN-17605-13 |01
dang Sildenafil | bao phim thang vién, Alu-Alu
citrat) 50 mg Blister strips;
Hoép I vix 4
vién, Alu-
PVC/PVDC
Blister strips
150 | Tormita 100 | Topiramate 100 | Vién nén 24 NSX | Hop10vilo VN-17611-13 | 01
mg bao phim thang vién

60. Co sé ding ky: TROIKAA PHARMACEUTICALS LTD.

Marg, Bodakdev, Ahmedabad — 380 054 - India)
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60.1. Co s& san xudt: TROIKAA PHARMACEUTICALS LTD (dja chi: C-1, Sara Industrial
Estate, Selaqui, Dehradun-248197, Uttarakhand - India)

STT | Tén thudc | Hoat chit Dang Tubdi | Tieu | Quy cich déng goéi S6 Diing ky Lan

chinh — Ham | bao ché |the | chuén gia
lwong han
151 | Telmikaa Telmisartan | Vién nén | 24 NSX | Hopx3vix10vién, | VN-16921-13 | 0l
40 40mg thang Vi nhém vdéi 14

nhém nhn 155 mm
x 0,04 mm va la
nhém ¢o in chit 155
mm x 0,04 mm.

61. Co sé ding ky: Worwag Pharma GmbH & Co. KG (dja chi: Cabwer Strafe 7, 71034 Boblingen

- Germany)
61.1. Co sé san xudt: Dragenopharm Apotheker Piischl GmbH (dia chi: Gollstrafie 1, 84529

Tittmoning - Germany)

STT | Tén thude Hoat chit chinh | Dang bao Tudi | Tiéu Quy céach S6 Ping ky Lén
— Ham lwong ché tho chuin | déng goi gia
' han

152 | Milgamma Benfotiamine 150 | Vién bao 36 TCCS | Hop3vix | VN-18480-14 | 0l
mono 150 mg duong thang 10 vién

62. Co sé diing ky: Zuellig Pharma Pte. Ltd. (dia chi: 15 Changi North Way, #01-01, Singapore
(498770) - Singapore)
62.1. Co s& san xuét: AstraZeneca AB (dia chi: SE-151 85 Sodertalje - Sweden)

STT | Tén thudc | Hoat chéit chinh — Dang bao Tubi Tiéu | Quy S6 Ping ky Lin
Ham luwong ché tho chuéin | cach gia
doéng goi han
153 | Losec Omeprazol (dudi dang | Viénnén | 36 NSX |Hép2vi | VN-19558-16 |0l
Mups omeprazol magnesi) khang dich | thang x 7 vién
20mg da day

62.2. Co so san xuat: LEO Laboratories Ltd (dja chi: 285 Cashel Road, Crumlin, Dublin 12, D12
E923 - Ireland)

STT | Tén Hoat chit chinh — Ham Dang Tubdi | Tiéu | Quy cAch S6 Ping ky Lin
thude lwgng bao ché | thg chuén | dong goi gia
han

154 | Daivobet | M&i gam chira Calcipotriol Thube 24 NSX |Hopl VN-20354-17 | 01

(duéi dang Calcipotriol md thang tuypx 15

monohydrate 52,2 mcg) gam; Hop

50mcg; Betamethasone 1 tuyp x

(dué6i dang Betamethasone 30 gam

dipropionate 0,643mg) 0,5

mg
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Phu luc II

DANH MUC 15 THUOC NUOC NGOAI PUQC GIA HAN GIAY PANG KY LUU HANH
TAI' VIET NAM HIEU LUC 3 NAM - PQT 110

(Ban hanh kém theo quyét dinh sé: .573...... /OB-QLD, ngay 23./09./.2022 ctia Cye Qudn Iy Dirgc)

1. Co'sé dding ky: Baxter Healthcare (Asia) Pte. Ltd. (dia chi: 150 Beach Road, #30-01/08 Gateway
West, 189720 - Singapore)
1.1, Co 6 san xuéit: Baxter Oncology GmbH. (dia chi: Kantstrasse 2, 33790 Halle - Germany)

STT | Tén thube Hoat chit chinh — Dang bao Tubi tho Tiéu | Quy cdch Sé Ping ky | Lan
Ham lugng ché chuiin | déng goi gia
han
1 Holoxan Ifosfamide | gam | Bot pha tiém | 48 thing | NSX |[Hop1 lo VN-9945-10 | 01
2. Co s& diing ky: Boehringer Ingelheim International GmbH (dia chi: Binger Strafie 173, 55216
Ingelheim Am Rhein - Germany)
2.1. Co s6 san xui: Boehringer Ingelheim Pharma GmbH & Co. KG (dia chi: Binger Str. 173,
33216 Ingelheim am Rhein - Germany)
STT | Tén thuée | Hoat chfit chinh — | Dang bao | Tudi | Tieu Quy cich | S6Pangky | Lan |
Ham luwgng ché tho chuéin déng goi gia
han
2 Giotrif Afatinib (Duéi dang | Vién nén 36 NSX Hop 4 vix | VN2-604-17 | 01
Afatinib dimaleate) | bao phim thang 7 vién
50mg
3 Giotrif Afatinib (Du6i dang | Vién nén 36 NSX Hop 4 vix | VN2-603-17 | 01
Afatinib dimaleate) | bao phim thang 7 vién
40mg
4 Giotrif Afatinib (Duéi dang | Vién nén 36 NSX Hop 4 vix | VN2-602-17 | 01
Afatinib dimaleate) | bao phim thang 7 vién
30mg
3. Co' s¢ diing ky: Cong ty c6 phin dwgc phAm Pha No (dia chi: 9 Ho Biéu Chdnh, Phirong 11,
Qudn Phut Nhugn, TP. H6 Chi Minh - Viét Nam)
3.1. Co sé san xuit: Laboratorios Normon, S.A. (dia chi: Ronda de Valdecarrizo, 6, 28760 Tres
Cantos (Madrid) - Spain)

STT | Tén thude Hoat chit Dang bao | Tudi the Tiéu Quy cach | S6 Ding ky | Lan
chinh—Ham | ché chuin | déng géi gia
lwgng han

5 Pecabine Capecitabin 150 | Vién nén 30 thang | NSX Hop 6vix | VN3-115-19 |01

150mg mg bao phim 10 vién
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4. Co s& (Tﬁng ky: Cong ty TNHH Novartis Viét Nam (dia chi: Phong 1001, ldu 10, Centec Tower,
72-74 Nguyén Thi Minh Khai, Phurong 06, Qudn 3, Thanh phé Ho Chi Minh - Viét Nam)
4.1. Co' s& san xuét: Novartis Pharma Stein AG (dia chi: Schaffhauserstrasse, 4332 Stein -

Switzerland)
Co s¢ déng goi: Novartis Pharma Produktions GmbH (d/c: Oflinger Str. 44, 79664 Wehr -
Germany)
STT | Tén thubc Hogt chét chinh | Dang bao | Tudithe | Tiéu | Quycach | S6Pingky |Lan
—Ham lwgng ché chuén dong goi gia
han
6 Jadenu 90 mg | Deferasirox 90 Viénnén | 36thang | NSX | Hop3vix | VN3-173-19 |01
mg bao phim 10 vién;
Hop 9 vix
10 vién
5. Co s¢ dang ky: F.Hoffmann - La Roche Ltd (dia chi: Grenzacherstrasse 124, 4058 Basel -
Switzerland)
5.1. Co s& san xuat: F. Hoffmann-La Roche Ltd. (dia chi: Grenzacherstrasse 124, CH-4070 Basel
- Switzerland)
STT | Tén Hoat chit chinh — Ham Dang bao | Tudi Tiéu Quy S6 Ping ky Lan
thube lwgng ché tho chuin | cich gia
dong han
g0i
7 Tarceva | Erlotinib hydrochloride Viénnén | 48 NSX Hop3 | VN-11868-11 |01
163,93 mg (tuong duong | bao phim | thdng vix 10
véi 150mg Erlotinib) vién
6. Co'st' diing ky: Les Laboratoires Servier (dja chi: 50 rue Carnot, 92284 Suresnes Cedex - France)
6.1. Co sé san xuét: Les Laboratoires Servier Industrie (dia chi: 905, Route de Saran, 45520 Gidy
- France)
STT | Tén thube Hoat chit chinh — | Dang bao | Tudi Tiéu Quy S6 Piang ky | Lin
Ham lwong ché tho chuin | cich gia
dong goi han
8 Triveram Atorvastatin (dudi Viénnén | 24 NSX Hép 1 lo | VN3-162-19 | 01
20mg/10mg/S | dang Atorvastatin bao phim | thang 30 vién

mg

calci trihydrate
21,64 mg) 20 mg;
Perindopril arginin
(twong duong
Perindopril 6,79 mg)
10 mg; Amlodipine
(dudi dang
Amlodipine besilate
6,935 mg) 5 mg;

Trang 2



Triveram
20mg/10mg/1
Omg

Atorvastatin (dudi
dang Atorvastatin
calci trihydrat 21,64
mg) 20 mg;
Perindopril arginin
(twong duong
Perindopril 6,79 mg)
10 mg; Amlodipine
(dudi dang
Amlodipine besilate
13,87 mg) 10 mg

Vién nén
bao phim

24
thang

NSX

Hop 1 1o
30 vién

VN3-161-19

01

10

Triveram
40mg/10mg/1
Omg

Atorvastatin (duéi
dang Atorvastatin
calei trihydrate
43,28 mg) 40 mg;
Perindopril arginin
(twong duong
Perindopril 6,79 mg)
10 mg; Amlodipine
(dudi dang
Amlodipine besilate
13,87 mg) 10 mg

Vién nén
bao phim

24
thang

NSX

Hop 1o
30 vién

VN3-164-19

01

11

Triveram
20mg/5mg/5
mg

Atorvastatin (dudi
dang Atorvastatin
calci trihydrat 21,64
mg) 20 mg;
Perindopril arginin
(twong duong
Perindopril 3,395
mg) 5 mg;
Amlodipine (dudi
dang Amlodipine
besilate 6,935 mg) 5
mg;

Vién nén
bao phim

24
thang

NSX

Hép 1 lo
30 vién

VN3-163-19

01

7. Co s& ding ky: Lundbeck Export A/S (dja chi: Ottiliavej 9, DK-2500 Valby - Denmark)
7.1. Co sé sén xuit: Rottendorf Pharma GmbH - Germany (dja chi: Ostenfelder Strasse 51-61 D-

59320 Ennigerloh - Germany)
Co s& dong gbi: Merz Pharma GmbH & Co. KgaA (dia chi: Ludwigstrasse 22, D-64354 Reinheim

- Germany)

Co sé xuét xwéng: H. Lundbeck A/S (dia chi: Ottiliavej 9, 2500 Valby - Denmark)

STT

A K
Tén thuoc

Hoat chit chinh —
Ham luong

Dang bao
ché

As
Tuoi
tho

Tiéu
R
chuan

Quy cach
dong goi

S6 Ping ky

Lan
gia
han

12

Ebixa

Memantin 16,62mg
(dudi dang Memantin
hydrochlorid 20mg)

Vién nén
bao phim

48
thang

TCCS

Hop 04 vi
x 14 vién

VN3-96-18

01
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13 Ebixa Memantin 8,3 1mg Viénnén | 48 TCCS | Hop 04 vi | VN3-95-18 | 01
(dudi dang Memantin bao phim | thang x 14 vién
hydrochlorid 10mg)
8. Co'sé ding ky: Novartis Pharma Services AG (dia chi: Lichtstrasse 35, 4056 Basel - Switzerland)
8.1. Co'sé san xuit: Novartis Farma S.p.A. (dia chi: Via Provinciale Schito, 131, Torre Annunziata
(NA) - Italy)
STT | Tén thude Hoat chit chinh — Dang bao Tudbi Tiél! Quy cach | Sb Diing ky Lén
Ham lugng ché tho chuan | déng géi gia
han
14 Voltaren | Natri diclofenac 75 | Vién nén 36 NSX Hop 10 vi | VN-11972-11 |01
mg phéng thich | thang x 10 vién
chim
9. Co s ding ky: SUN PHARMACEUTICAL INDUSTRIES LTD (dja chi: UB Ground, 5 &
AMP; 6th floors, Sun House, CTS No. 201 B/1, Ram Nagar, Western Express Highway, Goregaon
East, Mumbai, 400063, Maharashtra - India)
9.1. Co s& sin xuéit: Sun Pharmaceutical Industries Ltd. (dia chi: Halol-Baroda Highway, Halol-
389 350, Dist. Panchmahal, Gujarat State - India)
STT | Tén thude | Hoat chit chinh — Dang bao Tudi the | Tiéu Quy cach | 86 Bﬁng ky | Lér
Ham lwong ché chuén | déng géi gia.
hz_uE
15 Zolotraz Anastrozole Img Vién nén 36 thang | USP 43 | Hop 2 vix | VN2-587-17 01°%
bao phim 14 vién
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BO Y TE CONG HOA XA HOI CHi
CUC QUAN LY DUQC Poc lap - Tw d

S6: 23008¢/QLD-DK Hé Néi, ngay 21 thang
V/v thay dbi, bd sung ddi véi thube
da duogc cap GBDKLH

Kinh gtri: Novartis Pharma Services AG
Dia chi: Lichistrasse 35, 4056 Basel, Switzerland

Tré 161 ho so so tlep nhén so 96778/TTI1 ngay 18/6/2024 va céc tai liu lién
quan clia cong ty vé viéc thay doi, bd sung dbi véi thude da duge clp gidy diang ky
luu hanh;

Cén cr Thong tu sb 08/2022/TT-BYT ngay 05/9/2022 ctia B6 Y té quy dinh
vige ding ky lwu hanh thude, nguyen liu lam thuoc,

Cén ctr Bién ban thdm dinh hd so thay d6i/bd sung ciia cong ty, Cuc Quén 1y
Dugc ¢6 y kién nhu sau:

Bong y voi ndi dung d& nghi thay dbi, bé sung duge phc duyct kém theo cong

vin nay dbi v6i thube Uperio 100mg (Cor s dong goi va xuat xuong: Novartis
Farma SpA (dia chi: Via Provinciale Schito 131, 80058 Torre Annunziata (NA),

Italy), s0 ddng ky VN3-48-18.

Ngoai n0i dung dugc phé duyét, cdc néi dung khéac gitr nguyén nhu hd so ding
ky thude luu tai Cyc Quén ly Dugc.

Céc ndi dung thay ddi, bo sung néu trén dwoc thye hién ké tir ngay ky cong van
nay. Riéng ndi dung thay d6i, sau 12 théng ké tir ngay ky cong vin ndy, céng ty
phaéi thye hi¢n theo ndi dung thay déi da duoc phé duyet Cuc Quan ly Dugc thong
bao dé cong ty biét va thue hién ding cac quy dinh vé ding ky lwu hanh thube.

Noi HII(:H.‘ KT. CUC TRUONG
- Nhu tién; PHO CUC TRUONG
- Cyc trudng (dé b/c); pe———
- Luu: VT, DKT (). 2N R -

uu 0 a3 P‘E“f?\;}}\f . )
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f?ljf\Ni‘ 1 ’ /
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BANG SO SANH THAY POI CO SO PANG KY
UPERIO 100MG (VN3-48-18)

Tén va
dia chi

Co s& diang ky da dwge phé duyét

Co sé diing ky dé nghi thay dbi

Tiéng
Anh

Novartis Pharma Services AG

Lichtstrasse 35, 4056  Basel,
Switzerland

Novartis Vietnam Company Limited

Unit 1001, Floor 10", Centec Tower, 72~
74 Nguyen Thi Minh Khai, Vo Thi Sau
Ward, District 3, Ho Chi Minh City,
Vietnam

Tiéng
Viét

Novartis Pharma Services AG
Lichtstrasse 35, 4056 Basel, Thyy ST

Cong ty TNHH Novartis Viét Nam
Phong 1001, LAu 10, Centec Tower, 72-74
Nguyén Thi Minh Khai, Phuong V3 Thi
Sau, Quéan 3, Thanh pho H6 Chi Minh,
Viét Nam




BOYTE CONG HOA XA HOI CHU NG/HIA

CUC QUAN LY DUQC Djc Iap - Ty do - Halih)
$6: 7149¢/QLD-PK Ha NGi, ngay 28 theing 03 bﬁ@ag%\ -
V/v thay dbi, bb sung déi véi thube 3
da dugc cap GBKLH

Kinh giri: Novartis Pharma Services AG
Bia chi: Lichtstrasse 35, 4056 Basel, Switzerland

Trd 101 ho so s tiép nhn s6 1853/21/TDNN ngdy 29/07/2021 va cée tai lidu
lién quan ctia cong ty ve viéc thay dbi, bd sung dbi véi thube da dugc cap giay ding
ky luu hanh;

Cén ot Thong tw s6 08/2022/TT-BYT ngay 05/9/2022 ciia Bd Y t& quy dinh
vi€e dang ky luu hanh thudc, nguyén liéu lam thudc;

Cén cr Bién ban thdm dinh hd so thay d6i/bd sung clia cong ty, Cuc Quén ly
Dugc ¢6 y kién nhu sau:

Péng y v&i ndi dung d& nghj thay déi, bd sung dugc ph¢ duyét kem theo cong
van nay doi véi thuoc Uperio 100mg (Co s& déng géi va xuat xuong: Novartis
Farma SpA (dia chi: Via Provinciale Schito 131, 80058 Torre Annunziata (NA),
Italy), so dang ky VN3-48-18.

Ngoai ndi dung duwge phé duyét, cic ndi dung khéc giit nguyén nhu hd so dang
ky thuoce luu tai Cyc Quan ly Duge.

Céc ndi dung thay ddi, bf) sung néu trén dugc thye hién ké tir ngay ky cong vin
nay. Riéng noi dung thay doi, sau 12 thang k€ tir ngdy ky cbng vin nay, cong ty
phdi thuc hién theo néi dung thay ddi da duoc phé duyét.

Cuc Quan ly Dugc théng bdo dé cong ty biét va thyc hién ding céc quy dinh vé
dang ky luu hanh thude./.

Noi nlin: KT. CUC TRUONG
-Nhutén; PHO CUC TRUONG
- Cuyc trudng (dé b/c); s
- Luu: VT, BKT (). Ao RR.C ;
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BO Y TE CONG HOA XA HQI CHU Ncy 14 Tl
CUC QUAN LY DUQC Pje lip - Ty do - H;mh}‘ T
D) (9 «
SH 0&9 v l/ QLD-BbK Ha Ngi, ngay 3 0 than
V/v thay dbi miu nhiin hgp

Kinh gtri: Novartis Pharma Services AG
Dija chi: Lichtstrasse 35, 4056 Basel, Switzer kmd

Cuc Quan ly Duge nhian dugce hé so thay dbi/ bd sung ctia Cong ty s0 tiép
nhén 2830/TDNN ngéy 20/1 1/2019 v& viéc thay dbi mau nhan hop ddi véi thude
nude ngoai di dugce cip so dang ky luu hanh,

Cén ctr Thong tur s6 32/2018/TT-BYT ngay 12/11/2018 clia B6 Y té Quy
dinh viéc ding ky luu hanh thuée, nguyen lidu lam thudc; Thong tr sb
01/2018/TT-BYT ngay 18/01/2018 ctia B8 Y té quy dinh ghi nhén thude, nguyén
liéu lam thude va tor huéng dan st dung,

Czn cir bién ban thdm djnh hd so thay di/ bd sung, Cuc Quan ly Dugc c6
y kién nhu sau:

Pong y vé viée thay ddi méu nhéin hop déi véi thude Uperio 100mg, sb giéy
dang ky luu hanh: VN3-48-18, cu thé:

Mau nhan hép méi duge déng déu x4c nhén ctia Cyc Quan 1y Duge va dinh
kém theo cong van nay.

Ngoai noi dung duge thay ddi trén, tit ca cac ni dung khéc giit nguyén
nhu hd so ding ky thude luu tai Cuc Quén Iy Dugec.

Cong ty ding ky, nha san xuat phai chiu trach nhiém vé& chit hwong dbi véi
thudc luu hanh tén th trudng va ¢6 trach nhiém théng béo su thay dbi nay dén
cac co quan lién quan va khach hang.

Sau 06 thang ké tir ngay ky cong vin ndy, thude trén khéng dwoc nhap khiu
véi mAu nhan hop cii.

Cuc Quan Iy Dugc thong béo dé Cong ty biét va thye hién ding céc quy
dinh ctia Viét Nam vé luu hanh thude./.

KT. CUC TRUONG

Noi nhan: 0 CUC TRUONG

- Nhur trén;
- CT. Vii Tufin Cudng (dé blc);
- Luu: VT, BKT (AH).
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sacubltrilfvalsartan

Oral use / Budng udng

Flim-coated tablet/Vién nén bao phim

Box of 2 blisters x 14 film-coated tablets/ Hjp 2 vi x 14 vién nén bao phim.

N nhda khiu: Ciog ty «f phin Duye Biu Treng veng 2
24 Nyl Th Notia, phioing B4n Thinh, quin 1, TP, HE Y Mish, Vit Nem
Ml thde mic va i phdn, i vl o gol 1600555558,

Yultak Y,

EﬂUpeno H100meg

113,103mg).

complex 113.103mg).

B30 quan & nhiet 3§ khang qué 30°C. GIT thudc trong bao bl gfc. Trdnh im.
Do not store abave 30°C. Store In the original package. Protect from molsture.

Ngay h&t han 13 nghy cudl cling clia thing h&t hgn In trén bao b,

SDK: XX-XXXX-XX

1ihd sdn xudk Novart's Singagare Pharmaceutical Manufacturing Pte. Ltd,
10 Tuss Bay Lang, 637461 Siagapate, Shgapere.

1hY déng 08 vd xutudng: Noverlis Farea SpA.

Via Provigia'a Sehito 131, BO058 Torre Annunziata (AL Y.

Thudc ban theo don., DF xa tdm tay tré em. Ogc kY huéng diin sir dung truéc khl dong. [‘ e
Prescription anly, Keep out of reach of children, Read the package Insert carefully befora uge.

il dinh, céch ditng, chiing ehl djnh, ¢4 théng tin khdc: in doc trong tir hudng ¢in st dung.

1

Vién nén bao phim chira 48,6 ma sacubitril va 51,4 mg valsartan (duél dzng mudi phic hep sacubitril valsactan natrl

Each fim coated tablet cantalns 46.6 mg sacublirll and 51.4 mg valsartan (as sacubltrll valsartan sodium salt
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RUPERIO™ 200 mg

Thude nay chi ding theo don thufe.

bé xa thm tay tré em,

Doc ki hwéng din st dung trwce khi diing.

Thong bio ngay cho béc s§ hoiic duge sy nhitng phin ting ¢6 hai giip phai khi sit dung

A
thuoe,

THANH PHAN

Thanh phin hogt chit

Uperio chira phirc hgp mudi sacubitril va valsartan dang anion, cation natri va cdc phén tir nuée
theo ty 1€ phén t twong tmg 1:1:3:2,5. Sau khi ubng, Uperio phan ly thanh sacubitril (tiép dé
s€ dugc chuyén héa thanh sacubitrilat) va valsartan.

Uperio 50mg, vién nén bao phim: M&i vién nén bao phim bao gdm 24,3 mg sacubitril va 25,7
mg valsartan (dudi dang mudi phirc hop sacubitril valsartan natri 56,551 mg)

Uperio 100mg, vién nén bao phim: M8i vién nén bao phim bao gdm 48,6 mg sacubitril va 51,4
mg valsartan (dudi dang muoi phite hgp sacubitril valsartan natri 113,103 mg).

Uperio 200mg, vién nén bao phim: Mai vién nén bao phim bao gdm 97,2 mg sacubitril va
102,8 mg valsartan (duéi dang mudi phirc hop sacubitril valsartan natri 226,206 mg).

Thanh phiin ta dwge

Cellulose vi tinh thé, hydroxypropylcellulose mite thé thép, crospovidone, magnesi stearate

3 I3

(ngudn goe thyc vit), tale va silicon dioxide dang keo.

Ta duge ctia bao phim:

Hypromellose, titan dioxide (E 171), macrogol 4000, talc, oxide sit mau do (E 172).

Vién 50 va 200 mg: oxide sit mau den (E 172). Vién 100 mg: oxide sit mau vang (E 172).
DANG BAO CHL

Vién nén bao phim.




50 mg: vién bao phim mau tim nhat hai mat 16i v6i céc canh vat, khic chim chit “NVR” trén
mot mit va “LZ” trén mit con lai.

100 mg: vién bao phim mau vang nhat hai mit 18i véi cde canh vat, khiic chim chit “NVR” trén
mgt mt va “L1” trén mit con lai.

200 mg: vién bao phim mau héng nhat hai mét 16i véi céc canh vat, khic chim chit “NVR” trén
mot mit va “L11” trén mét con lai.

CHI DINH

Uperio duoc chi dinh dé lam giam nguy co tir vong do tim mach va nhfp vién do suy tim &
bénh uhan ngLrorl 16n bi suy tim man tinh. Loi fch thé hién 16 rang nhit & nhimg bénh nhén c6
phan suit tdng mau that trdi (LVEF) duéi mic binh thudmg,

LVEF 12 mdt thuée do co thé thay ddi, vi vdy can sir dyng dénh gi4 l1am sang dé quyét dinh
bénh nhan ndo cin didu trj (xem phin CAC NGHIEN CUU LAM SANG).

LIEU DUNG VA CACH DUNG
Xem xét chung

C‘hong chi dinh sit dung dong thai Upeno v6i thube tic ché men chuyen angiotensin (ACEl)
Néu chuyen tir thube e ché men chuyén angiotensin sang Uperio, can cho phép thoi gian lam
sach thude 1a 36 gior gitra viéc diing 2 logi thubc (xem phan CHONG CHI BINH va TUONG
TAC, TUONG KY CUA THUOC).

Suy tim & ngwdi lon

Liéu khoi ddu khuyen céo ctia Uperio la 100 mg, uong 2 lAn/ngdy. Tang gdp dodi lidu Uperio
sau 2-4 tuan dén liéu duy tri myc tiéu 1a 200 mg, 2 ldn/ngay, tuy theo sy dung nap cua bénh
nhan

Diéu chinh lidu (Tat vdi bénh nhan khong diing thude ive ché men chuyen r.-ngwte.-mn lodic
thude chen thu thé angiotensin II (ARB) hogic triée ddy da dimg lidu thip ciia cic thube
nay

o] nhitng bénh nhin hi¢n khong dung thube tre ché men chuyén angiotensin hoiic thudc chen
thy thé anglotensm IT (ARB) va dbi véi nhitng bénh nhan truée dé da ding lidu thap clia cac
thube my, bt dAu ding Uperio béng mdt nira lidu khoi dau thu’mng dwoc khuyén cdo. Sau khi
bét dau, tang lidu sau méi 2-4 tudn & bénh nhén ngudi lon dé tuin theo mirc ting liéu khuyén
céo sau d6 (xem phin LIEU LUGNG VA CACH DUNG).

Céc nhém bénh nhéin diic bift
Suy thiin

Khéng cin diéu chinh lidu & bénh nhan suy thdn nhe (tbe ad loc clia cAu thin ude tinh (¢GFR)
60-90 ml/phit/1,73 m?) dén trung binh (téc dd loc cha céu thin ude tinh 30-60 ml/phat/1,73
m?).

6] bq:nh nhan ngudi I6n suy thin ning (toc o IQL clia cAu thin wée tinh < 30 ml/phuat/1,73 n12)
bét dau dung Uperio biing mét nira lidu khai ddu thudmg duge khuyén céo. Sau khi bit dau,
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tang lidu dé tudn theo mtc ting lidu khuyén cdo sau d6 (xem phin LIEU LUQONG VA CACH
DUNG).

Suy gan

Khéng cin didu chinh lidu khi ding Uperio cho bénh nhén suy gan nhe (phén loai Child-Pugh
A).

Lidu khoi dau duge khuyen céo & bénh nhén suy gan trung binh (phén loai Child-Pugh B) bfmg

mdt nira lidu khéi dau tero‘ng duge khuyén cdo (50 mg, 2 lanfngay) Sau khi bt dau, ting lidu
dé tuan theo mire ting lidu khuyén cdo sau d6 (xem phan LIEU LUQONG VA CACH DUNG).

Khéng khuyén céo st dung Uperio & bénh nhén suy gan ning (phén loai Child-Pugh C), vi
chua cé nglu'én ciru ndo duge tién hénhﬂ & nhimg bénh nhan ndy (xem phin LIEU LUQONG VA
CACH DUNG, PAC TINH DUGC BONG HQC).

o 3 a0 As
Sir dung & ngwoi cao tuodi

Khong quan st thiy syt klmc biét vé duge dong hoe ¢6 ¥ nghia & bénh nhén cao tudi (> 65 tudi)
hodic rit cao tudi =75 tudi) so v6i nhém bénh nhan néi chung (xem phan DPAC TINH DUGC

BONG HOQC).

Nhom bénlt nhiéin tré em

B¢ an todn va hiéu qua ctia Uperio & tré em va thanh thiéu nién dudi 18 tudi chua duge xac
dinh. Hién khong cé dit liéu.

Cich diing
Ding dudng ubng,

Uperio ¢6 thé ding cting hogic khong cling véi thite dn (xem phin PAC TINH DUGC DONG
HQC). Phai ubng vién thube véi mot ly nude.

Huéng dén sit dung, xit If va hity bé
Khong c6 yéu ciu dic biét v& xi Iy sau khi sir dung.
CHONG CHI PINH
Uperio bj chdng chi dinh:
o (O bénh nhan qua mAn véi bit ky thanh phin nao ctia thude,
o O bénh nhan ¢6 tién str phit mach lién quan dén didu trj bing thube e che men chuycn

angiotensin hogc thubc chen thy thé angiotensin IT trude ddy (xem phin CANH BAO
VA THAN TRONG).
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° Véi viée sir dung ddng thoi thude re ché men chuyén angiotensin. Khong ding thudc
trong vong 36 gid sau khi chuyén tir hojic sang thudc trc che men chuyén angiotensin
(xem phdn TUONG TAC, TUGNG KY CUA THUOC).

o Véi viée sir dung ddng thoi aliskiren & bgnh nhdn bi bénh déi thao duong (xem phan
TUONG TAC, TUONG KY CUA THUOC).

CANH BAO VA THAN TRONG

Doc tinh ddi voi thai

* Khi phét hign c¢6 thai, ngirng sit dung UPERIO cang sém cang tét.

* Céc thude tde dung trye tiép lén h¢ renin-angiotensin cé thé gy tén thwong v chét
thai dang phat trién.

Uperio ¢6 thé gay hai cho thai khi ding cho phy nir mang thai. Str dung thudc tac dung lén hé
renin-angiotensin trong 3 théng giira va 3 théng cudi ctia thai ky lam giam chirc ning thén cta
thai va [am tdng bgnh tat va tir vong ctia thai va tré so sinh. Khi phét hién cé thai, nén xem xét
diéu trj bang thudc thay thé va ngimg st dung Uperio. Tuy nhién, néu khéng c6 bién phép thay
thé thich hop cho viée didu tri bang thude anh hudng dén hé renin-angiotensin va néu thude
nay duge xem la ciru mang cho ngtrqi me, cin khuyf:n ngudi phy nit mang thai vé nguy co cé
the xdy ra d6i véi thai (xem phin LIEU LUGNG VA CACH DUNG),

Phit mach

Uperio ¢6 thé gy phit mach (xem phin PHAN UNG BAT LOI). Néu phit mach xay ra, nging
st dung Uperio ngay lap tic, didu trj thich hop va theo di ton thwong dudng tho. Khéng duge
str dung lai Uperio. Trong céc trudng hop phit mach di dwoe xdc dinh, trong d6 sung chi gidi
han & mit va moi, tinh trang ndy thudong ti hdi phyc ma khéng cin didu trf mic di thudce khéng
histamin hitu ich trong viéc lam gidm cac triéu chimg.

Phtt mach két hop véi phit thanh quan c6 thé gy tir vong. Khi ¢6 lién quan dén ludi, thanh
mon hodc thanh quan thi ¢6 kha ning gdy tic nghén duomg thé, didu tri thich hop, vi du dung
dich epinephrine/adrenaline tiém duéi da 1:1000 (0,3 ml dén 0,5 ml) vivhoic cac bién phép
cén thiét dé dam bao duromg tho théng thoang.

Uperio ¢6 lién quan dén ty 1& phit mach cao hon & bénh nhan ngudi da den so véi bénh nhin
khong phai ngudi da den.

Bénh nhén cé tién sir phit mach c6 thé tdng nguy co phi mach khi ding Uperio (xem phin
PHAN UNG BAT LOI). Khéng duge ding Uperio & nhiing bénh nhan c6 tién st phtt mach
lign quan dén didu tri bfmg thude e ché men chuyén angiotensin hoiic thudc chen thy thé
angiotensin IT trude ddy (xem phdn CHONG CHI DINH). Khong nén diing Uperio & nhiing
bgnh nhén bj pha mach di truyén.

Ha huyét 4p



Uperio lam gidm huyét 4p va c6 thé gay ha huyét &p c¢6 trigu chimg (xem phin PHAN UNG
BAT LOI). Nhitng bénh nhén c6 h¢ renin-angiotensin dmyc hoat héa, nhur bénh nhan bj gidm
thé tich va/hoic thleu mudi (vi dy nhing ngudi duge didu tra bing thude loi tidu lidu cao), ¢b
nguy co cao hon. Piéu chinh sy glz‘im thé tich hoic thidu muon trude khi dung Upeno hogic bt
dau véi lidu thip hon. Néu ha huyet ap xay ra, xem xét didu chinh lidu cia thudc 1gi tidu, thudc
ha huyét 4p dung dong thoi va didu trj cac nguyén nhan khac gay ha huyet ap (vi dy giam thé
tich mau). Néu ha huyét ap kéo dai mic du st dung céc bign phdp ndy, gmm lidu hodc tam thoi
ngimg sir dung Uperio. Thong thm‘mg khong cAn ngimg diéu tri vinh vién.

Suy giam chire niing thin

Nhur 14 hdu qua cia viée (e ché hé renin- angtotensm-aldosterone (RAAS), giam chirc néng
thén 6 thé dugce di dodn & nhimg ngudi nhay cam duge didu tri bing Uperio (xem phdn PHAN
UNG BAT LQI). O nhitng bénh nhén ¢é chitc néing thiin phy thuge vao hoat dong ctia h§ renin-
anglotensm -aldosterone (vi du bénh nhén bj suy tim sung huyét niing), didu trj bing thuoc lic
ché men chuycn anglotensm va thube d6i khang thu thé angiotensin c6 lién quan dén thidu
niéu, nito huyét tién trién va hiém gip 1a suy than cip va tir vong. Theo di chit ché creatinin
huyét thanh va chuén do giam liéu hoiic tam ngung Uperio & nhitng bénh nhén bj gidm chite
néing than cé y nghia [Am sang (xem phin LIEU LUGNG VA CACH DUNG va PAC TINH
DUGC PONG HQC).

Cling nhu véi tét ca céc thude anh hudng dén hé renin-angiotensin-aldosterone, Uperio co thé
lam ting ndng d uré médu va creatinin huyét thanh & nhimg bénh nhén bj hep dong mach théin
hai bén hofic mdt bén. Theo dbi chirc ndng thdn & bénh nhén bi hep dong mach thén.

Ting kali mau

Tang kali mdu ¢ thé xdy ra vé1 Uperio thong qua cdc tic dyng cua thube trén hé renin-
angiotensin-aldosterone (xem phén PHAN UNG BAT LO[) Theo di dinh ky kali huyét thanh
va didu trj thich hop, dic biét & nhimg bénh nhén cé cdc yéu td  nguy co vé tang kali méu nJm'

suy thin ndng, bénh ddi thio dudng, gidm aldosteron hogc ché d6 an nhidu kali. C6 thé cin
phai gidm liéu hogic tam ngung Uperio (xem phin LIEU LUONG VA CACH DUNG).

TUONG TAC, TUONG KY CUA THUOC
Phong bé kép hé renin-angiotensin-aldosterone

Chdng chi dinh st dung dong thoi Uperio vdi thudc e ché men chuyén angiotensin do ting
nguy co phtt mach (xem phin CHONG CHI PINH).

Tranh sir dung Uperio v6i thudc chen thy thé angiotensin [1 vi Uperio chira valsartan la thudc
chen thy thé angiotensin I1.

Chéng chi dinh sir dung dong thai Uperio véi aliskiren & bénh nhan bj bénh déi thao dudmg
(xem ph'm CHONG CHi DINH). Tranh sir dung véi aliskiren & bénh nhan suy thén (téc @b loc
clia ciu than uée tinh < 60 ml/phat/1,73 m?).

Thubc lgi tidu giiv kali
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Ciing nhu v6i céc thude khdc chen angiotensin II hogic chen tac dung ciia né, viée sir dung ddng
thoi véi thude loi tidu git kali (vi du spironolactone, triamterene, amiloride), chit b sung kali
hoge chét thay thé mubi c6 chira kali c6 thé dén dén tang kali huyét thanh (xem phin CANH
BAO VA THAN TRONG).

Thuée chéng viém khong steroid (NSAID) bao gém thube tfre ché cyclooxygenase-2 chon
lpc (thubc ke ché COX-2)

O nhimg bénh nhén cao tudi, giam thé tich (bao gdm ca nhimg ngudi dang diéu trj bing thubc
loi tidu), hojic bi tdn thuong chitc ning thén, st dung dong thoi thude chéng viém khéng
steroid, bao gdm ca thubc e ché COX-2, véi Uperio c6 thé dan dén chitc néng than x4u di, ké
ca c6 thé suy than c4p. Nhitng tac dung nay thudng ¢6 hdi phuc. Theo déi chire néng thin dinh

ky.
Lithium

Su tang ndng dd lithium huyét thanh va dgc tinh cta lithium da dwgce béo cdo khi ding ddng
tho lithium véi thude déi khang thy thé angiotensin II. Theo dai ndng d lithium huyét thanh
khi sir dung ddng thi véi Uperio.

Tinh twong ky
Khéng ap dung.
PHY NU €O THAIL, CHO CON BU VA KHA NANG SINI SAN

Phu nit ¢ thai

Tém tht nguy co

Uperio c6 thé gdy hai cho thai khi ding cho phy nit mang thai. Sir dung thudc téc dyng lén hé
renin-angiotensin trong 3 théng gitra va 3 théang cudi cta thai ky lam giam chirc niing thin cua
thai va lam ting bénh tit va tr vong ciia thai va tré so sinh. Hau hét cdc nghién ciu djch t& hoc
khéo sat cc bét thuong ctia thai sau khi tiép xiic voi vide sir dung thudc ha huyét ap trong 3
théng ddu cia thai ky da khéng phan biét thudc anh huémg dén hé renin-angiotensin véi céc
thube ha huyét dp khdc. Trong céc nghién ciru vé sinh san trén dong vit, diéu tri bing Uperio
trong giai doan hinh thanh co quan lam ting kha ning chét phai-thai & chudt cong va tho va
gy qudi thai & thé. Khi phét hién ¢6 thai, nén xem xét didu trj bang thudc thay thé va ngling
str dung Uperio. Tuy nhién, néu khong 6 bién phép thay thé thich hop cho viée didu trj bing
thudc anh hwéng dén hé renin-angiotensin va néu thude ndy duge xem la ctru mang cho nguoi
me, can khuyén nguoi phy nft mang thai v& nguy co c6 thé xdy ra dbi véi thai,
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Chua r nguy co nen uéce tinh vé cde di tat bam sinh nang va sy thai dbi voi dan sb duge chi
dinh. Trong dén sb chung clia M, nguy co nén uée tinh vé c4c dj tit bam sinh ning va sy thai
trong céc thai ky dugc cong nhén trén l4m sang theo th{ t (4 2-4% va 15-20%.

Xem xét [am sang
Phan teng bt lgri ddi voi thai/tré so sinh

Thiéu bi & phu nit c6 thai sir dung thudc anh hudmg dén hé renin-angiotensin trong 3 thang gifta
val thang cudi ona thai ky c6 thé din dén nhitng héu qua sau: gidm chitc néng thn cta thai
dén dén v6 ni¢u va suy than, giam san phdi cua thai, bién dang b xuong, bao gdm gidm sén
50, ha huyét 4 ap va tir vong.

Thuc hién kiém tra sidu am 1101 tiép dé dénh gi4 moi trudng trong nude i, Xét nghiém thai c6
thé phit hop, dya trén tudn tudi thai. Tuy n]uen bénh nhén va béc si nén luu y ring thiéu 6i 6
thé khong xua[ hién cho dén khi thai b ton thuung kéo dai khéng thé hdi phuc. Neu quan sat
thay thidu i, xem xét diéu tri bang thudc thay thé. Theo doi chit ché tré so sinh ¢ tién sir phm
nhiém [Ipenn trong tir cung vé ha huycl ap, thidu ni¢u va tang kali mau. O tré 50 sinh ¢6 tién
str phoi nhiém Uperio trong tir cung, néu thleu niéu hogic ha huyét 4p xay ra, cAn hd trg huyét
4p va wdi mau than, C6 thé can phai truyén mau hofic thdm phan dé dao nguge tinh trang ha
huyét p va thay thé chirc niing than.

Dt liéu
Dit liéu trén ding vdt

Piéu trj bang Uperlo trong giai doan hinh thanh co quan dén dén ting kha niing chét phoi-thai
trén chudt cong & lidu > 100 mg/kg/ngay (< 0,06 [LBQ657 chét chuyén héa c6 hoat tinh] va
glp 0,72 lan [valsartan] lidu tbi da khuyen ¢é0 cho ngudi [MRHD] 1a 200 mg, 2 lin/ngay trén
co s¢ dién tich dudi duong cong nong do thuoc trong huyet twong theo thai gian [AUC]) va
trén tho & lidu > 10 mg/kg/mgay (g ap 2 va glp 0,03 lan lidu tdi da khuyén cdo cho ngudi trén
co s& AUC l4n lugt clia valsartan va LBQ6S7) Uperio giy qudi thai dyra trén mét ty 18 thap
thai bi ndio tng thiy, lién quan dén lidu gay ddc cho me, duge quan sat thiy & tho véi lidu
Uperio > 10 mg/kg/ngay Céce tac dung c6 hai ddi véi phoi-thai ciia Uperio duge cho 1a do hoat
tinh ctia thude di khang thy thé angiotensin.

Céc nghién ciru vé sy phét trién tﬂrérc va sau khi sinh & chutt céng voi lidu sacubitril 1én dén
750 mg/kg/ngay (ghp 2,2 1an lidu tdi da khuyén céo cho t1g1r0’| tré €n co s AUC cua 1.BQG6S57)
va véi lidu valsartan 1én deu 600 mg/kg/ngay (gdp 0,86 lan liu t6i da khuyén céo cho ngudi
trén co s& AUC) cho thiy rdng diéu trj bing Upeiro trong giai dozm hinh thanh co quan, thoi
ky mang thai va cho con b ¢6 thé anh hudng dén sy phat trién va séng s6t ctia con.

Phu nit cho con bi

Tém tit nguy co

Khéng ¢6 théng tin ndo lién quan dén sy hién dién cta sacubitril/valsartan trong sita me, anh
hudng dbi vér tré b sita me hodic anh hwémg dén sy tao sfta. Sacubitril/valsartan c6 trong sira
ctia chudt cdng. Do kha niing xdy ra cdc phan tng c6 hai nghiém trong ctia thube & tré nho bu
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stta mg do phoi nhiém sacubitril/valsartan, nén khuy€n ngudi phy nit cho con bu ring khéng
khuyen cdo cho con bii trong khi diéu tri bing Uperio.

Dit liéu
Sau khi ding mot lidu ubng (30 mg/kg) Uperio [14C] cho chudt cbng dang cho con bu, sy
truyén LBQ657 vao sita da duge quan sat thily. Sau khi diing mdt liéu don dudmg udng 3 mg/kg

~ - A \ pe n ’
[14C] valsartan cho chudt cdng dang cho con bii, sy truyén valsartan vao sita da duge quan sat
A
thay. :

ANH HUONG LEN KHA NANG LAI XE VA VAN HANH MAY MOC

Khong e6 nghién ciru lién quan no da duge thye hién. Can thén trong khi van hanh may mée
hodc ldi xe, vi ding san phdm nay c6 thé din dén chéng miit va mét moi.

PHAN UNG BAT LOI

Céc phan ting bat loi nghiém trong 6 ¥ nghta [am sang xudt hién trong cdc phan khéac ctia nhan
bao gom:

* Phit mach (xem phidn CANH BAO VA THAN TRONG)

» Ha huyét ap (xem phin CANH BAO VA THAN TRONG)

* Suy giam chirc néing thin (xem phdn CANH BAO VA THAN TRONG)

* Téng kali méu (xem phian CANH BAO VA THAN TRONG)

Kinh nghi¢m tir cdc thi nghim lim sang

Do céc thit nghiém ldm sang dquf: tién hanh trong nhitng didu kién rit khéc nhau, ty 18 cdc
phan tmg bat loi duge quan sét thiy trong cac thir nghiém lam sang ctia mdt thude khdng the
dugc so sénh trye ti€p véi ty 18 trong céc thir nghi¢m lam sang ctia mét thube khdc va cé thé
khong phan anh ty 1§ quan sat thay trong thye té.

Téng cong cb 6.622 bénh nhén suy tim duwge diéu trj bing Uperio trong céc thir nghi¢m lam
sing PARADIGM-HF (so v6i enalapril) va PARAGON-HF (so v&i valsartan). Trong s6 ndy,
6 5.085 nguoi sir dung trong {t nhit 1 nim.

Suy tim & ngudi ldm

Trong nghién ctu PARADIGM-HF, c4c bénh nhin duge yéu ciu hoan thanh céc giai doan
diéu trj thir nghiém bdng enalapril va Uperio tudn ty (trung vi) theo thir tir 12 15 ngay va 29
ngdy trude khi bude vao giai doan mu déi ngdu nhién so sanh Uperio va enalapril. Trong giai
doan diéu trj thir nghié¢m bing cnalapril, 1.102 bénh nhén (10,5%) da ngting nghién cttu vinh
vién, 5,6% do bién cé bit loi, thuomg gip nhét 14 r6i logn chire ning thén (1,7%), ting kali mau
(1,7%) va ha huyét ap (1,4%). Trong giai doan diéu trj thir nghiém bing Uperio, ¢é thém 10,4%
bénh nhén ngtmg dicu trj vinh vién, 5,9% do bién cb bit loi, thuémg giip nhét la rdi loan chirc
niing than (1,8%), ha huyét &p (1,7%) va ting kali méau (1,3%). Do thiét ké diéu tri thir nghiém
ndy, ty 1¢ phan tmg bt loi duge md ta dudi day thip hon duge du kién trong thue té,




Trong giai doan mu d6i, d an toan di duge dénh gid & 4.203 bénh nhén duge didu tri bang
Uperio va 4.229 bénh nhin duge didu trj bang enalapril. Trong nghién ctiru PARADIGM-HF,
céc bgnh nhén duge chon ngéu nhién duge didu trj bang Uperio 1én dén 4,3 nim, véi thei gian
sirdyng trung vj la 24 thang; 3.271 bénh nhan da duoc diéu tri trong hon | nim. Ngimg didu
tri do bién c6 bét loi trong giai doan mu doi xay ra & 450 (10,7%) bénh nhan duge diéu trj bing
Uperio va 516 (12,2%) bénh nhan diing enalapril.

Céc phan (g bét loi xay ra véi ty 16> 5% & nhitng bénh nhén duge diéu tri bing Uperio trong
giai dogn mi ddi ctia nghién ciru PARADIGM-HF duge trinh bay trong Béng 1.

Trong nghién ctiru PARADIGM-HF, ty 1& phd mach 1a 0,1% trong ca giai doan diéu tf thir
nghi¢m bang enalapril va Uperio. Trong giai doan mt doi, ty 1§ phit mach & nhitng bénh nhan
duge diéu tri bing Uperio cao hon so véi enalapril (theo thi ty 14 0,5% va 0,2%). Ty 1& ph
mach & bé¢nh nhén ngudi da den 14 2,4% véi Uperio va 0,5% véi enalapril (xem phan CANH
BAO VA THAN TRONG).

Ha huyét ap thé dimg da dwoc bdo cdo ¢ 2,1% bénh nhan duge didu tr b?mg Uperio so vai
[,1% bénh nhén didu i bing enalapril trong giai doan mi doi clia nghién ciru PARADIGM-
HF. Té ngd da dugc bdo cdo & 1,9% bénh nhan dwge didu trj bing Uperio so véi 1,3% bénh
nhén duge didu trf bing enalapril.

Béng 1: Cdc phan ting biit lgi dirge bio cdo 6> 5% bénh nhéin dwge didu trj biing Uperio
trong giai doan mu ddi cia nghién cttu PARADIGM-HF

Uperio Enalapril
(n=4.203) % (n=4.229) %
Ha huyét 4p 18 12
Téng kali mdu 12 14
Ho 9 13
Chéng mit 6 5
Suy thin/suy than cdp | 5 5

Trong nghién ctru PARAGON-HF, khéng c6 phan tmg bét lgi méi ndo duge xéc dinh.
Bt thuomg vé xét nghiém

Hemoglobin va hematocrit

Giam hemoglobin/hematocrit > 20% di duge quan sat thiy & khoang 5% & ca hai nhém bénh
nhan duge didu tri bing Uperio va enalapril trong giai doan mu d6i ctia nghién ci
PARADIGM-HF. Giam hemoglobin/hematocrit > 20% da duge quan sat thiy & khodng 7%
bénh nhan duge diéu tri bing Uperio va 9% bénh nhén duoc didu trj bing valsartan trong giai
doan mi1 ddi trong nghién ctru PARAGON-HF.

Creatinin huyét thanh

Trong giai dogn mi ddi ciia nghién ctru PARADIGM-HF, khoang 16% bénh nhén duge didu
trj bing Uperio va enalapril déu c6 mirc ting creatinin huyét thanh > 50%. Trong giai doan mu
d6i ctia nghién ctru PARAGON-HF, khoang 17% bénh nhén dugc didu tri bing Uperio va21%
bénh nhan duge didu trj bing valsartan ¢ mirc ting creatinin huyét thanh > 50%.
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Kali huyét thanh

Trong giai dogn mu ddi clia nghlen citu PARADIGM-HF, khoéng 16% bénh nhan dugc diéu
tri bing Uperio va enalapril c6 ndng db kali > 5,5 mEq/l. Trong giai dogn mu d6i ctia nghién
ctiru PARAGON-HF, khoang 18% bénh nhan duogc diéu trj bing Uperio va 20% bénh nhén
duoc diéu tri bing valsartan cé ndng db kali > 5,5 mEq/l.

Kinh nghiém hiu mii

Céc phan (g bt loi bd sung sau ddy da duge bio céo trong kinh nghiem hdu mii. Boi vi
nhing phén tmg nay duge bao cdo ty nguyén tir mdt nhém dén s6 c6 quy md khdng xac dinh,
khong phai Iuon ludn ¢6 thé ude tinh dang tin cdy vé tin sudt cua nhitg phan tng ndy hoic
thiét ap mot mdi quan hé nhén qua véi viée ding thubc.

Qud médn bao gom phdt ban, ngira va phén trng phan ve.
QUA LIEU VA CACH XU TRi

Dt ligu han ché hién ¢6 vé& qua lidu Uperio & ngudi, O nhimg ngudi tinh nguyén khoe manh,
mdt lidu dcm Uperio 1200 mg va nhiéu lidu 900 mg (14 ngdy) da duee nghién et va dwoc
dung nap tdt.

Ha huyel ap. 1a két qua rit c6 thé Xdy ra clia qua lidgu do tac dung ha huyct ap cua Uperio. Cén
tién hanh diéu tri trigu ching.

Uperio khdng chic c6 thé duge loai bo bing thdm phén mau do su géin két cao v6i protein,
PAC TINH DUQC LUC HQC

Nhém dwge Iy trj ligu: Thude téc dung 1én hé renin-angiotensin; thude déi khang angiotensin
I, céc két hop khac

Mi ATC: C09DX04
Co ché téac dong

Uperio chira sacubitril 13 thude trc ché neprilysin va valsartan 12 thude chen thy thé am%lotensm
Uperio e ché nepnlysm (endopeptidase trung tinh; NEP) lhong qua LBQ657 la chat chuyén
héa cé hoat tinh ctia tién thude sacubitril va chen thy thé angiotensin 1I type-1 (AT1) qua
valsaltan Téc dyng trén tim mach va than cia Uperio & bénh nhén suy tim duge cho 1 do su
tang non% dg peptide bi phén hiy boi neprilysin, nhw peptide loi nigu natri, béi LBQ657, va sur
trc ché dong thoi téc dyng ctia angiotensin II boi valsartan. Valsartan (rc ché tac dyung cuia
angiotensin II bing cdch chen thy thé AT1 chon loc va e ché giai phong aldosterone phu thuge
angiotensin 11,

Duge lye hoe
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T4c dung duge lye hoc ctia Uperio di duge déanh gia sau khi ding mt liéu don va nhidu lidu
& nhitng ddi tugng khde manh va bénh nhan suy tim, va phi hop véi syt e ché neprilysin ddng
thoi va phong b& hé renin-angiotensin.

Trong mét nghlen clru c6 dbi chlrng véi valsartan trong 7 ngdy & nhitng bénh nhéan bj giam
phén suft téng méu (suy tim ¢6 gidm phan suft tong mau (Heart failure with reduced ejection
fraction — HFYEF), viéc diing Uperio lam téng lgi niéu natri khong kéo dai dédng ké, ting GMP
vong (cGMP) trong nuée tidu va giam MR-proANP va NT-proBNP so véi va[sartan.

Trong mdt nghién ctru 21 ngay & bénh nhén suy tim c6 giam phéan sudt tbng mau, Uperio lam
ting déng ké ANP va cGMP trong nude tiéu va cGMP trong huyét tuong, giam NT-proBNP,
aldosterone va endothelin-1 trong huyét twong. Uperio ciing chen thy thé AT1 nhu duge chimg
minh bai sir ting hoat tinh renin trong huyét lrong va néng dd renin trong hnyét tuong. Trong
nghién ciru PARADIGM-HF, Uperio lam giam NT-proBNP huyét twong (khong phai 1a co
chit ctia neprilysin) va ting BNP huyét tuong (co chét ctia neprilysin) va ¢cGMP trong nuée
tiéu so véi enalapril.

Trong nghién ctru PARAMOUNT, mét nghién ciru ngau nhién, mi doi, 36 tudn & nhfing bénh
nhén suy tim c6 phén suft tbng mau thit tedi (I.VEF) > 45% so sénh 200 mg Uperio (n = 149)
v6i 160 mg valsartan (n = 152) 2 lan/ngay, Uperio lam giam NT-proBNP 17% trong khi
valsartan lam tang NT-proBNP 8% & tudn thix 12 (p = 0,005).

Trong nghién ciru PARAGON-HF, Uperio lam gidm NT-proBNP 24% (tudn thir 16) va 19%
(tulin thir 48) so véi mire giam theo thir tw 14 6% véa 3% dbi véi valsartan.

Kéo dai khoang QT: Trong mét nghién ctru [am sang k§ ludng vé khoang QT hiéu chinh (QTc)
trén cdc doi tugng nam gisi khoe manh, céc lidu don cia Uperio 400 mg va 1200 mg khong c6
tac dung 1én sy tai cyre cha tim.

Amyloid-B: Neprilysin 1a mdt trong nhiéu enzym tham gia vao sy thanh thai amy[md B (AB)
khoi nfio va dich ndo tay (CSF), Dung Uperio 400 mg, | lan/ngay trong 2 tuln cho céc doi
twong khoe nnnh ¢6 lign quan dén sy ting AP1-38 trong dich ndo tiy so véi gia duge; khong
¢6 thay ddi vé ndng dd cta ADI 40 hofic AB1-42 trong dich néo tiy. Chua 1 y nghta lam sing
ctia phét hién nay (xem phan DU’ LIEU AN TOAN PHI LAM SANG).

Huyét 4p: Bb sung mot lidu don 50 mg sildenafil vao Uperio & trang thai dn dinh (400 mg, 1
lAn/ngdy trong 5 ngy) & bénh nhén téng huyét 4p ¢6 lign quan dén vide giam huyét 4p (BP) bd
sung (huyet ap tdm thuw/huyét dp tdm truong (~ 5/4 mmHg)) so véi diing Uperio don ddc.

St dung ddng thei Uperio khong lam thay déi c6 y nghia tic dung trén huyét dp ca
nitroglycerin tiém tinh mach,

PAC TINH DUQC PONG HOC

Hﬁp thu

Sau khi ding dudng ubng, Uperio phén ly thanh sacubitril va valsartan, dwgc chuyén héa thém
thanh LBQ657. Nong d6 dinh trong huyét tuong chia sacubitril, LBQ657 va valsartan dat dugc

theo thit tyr trong 0,5 gidy, 2 gidr va 1,5 gid. Sinh kha dyng tuyét déi dudng ubng ctia sacubitril
duge ude tinh 1a > 60%. Valsartan trong Uperio ¢6 sinh kha dyng cao hon valsartan trong céc
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cong thirc vién nén khic duge ban trén thi trudng; 25,7 mg, 51,4 mg va 102,8 mg valsartan
trong Uperio theo thir ty tuong dwong véi 40 mg, 80 mg va 160 mg valsartan trong cdc cong
thitc vién nén duoc ban trén thi truromg.

Sau khi ding Uperio 2 lén/ngéy, ndng do & trang thai én dinh ctia sacubitril, LBQG657 va
valsartan dat duoc trong 3 ngay. O trang théi én dinh, sacubitril va valsartan khéng tich liy ¢6
¥ nghia, trong khi LBQ657 tich liiy gdp 1,6 lAn. Daing Uperio véi thirc &n khéng anh huéng cé
¥ ngha lam sang dén ndng db toan than cia sacubitril, LBQ657 hojc valsartan. Mic di ¢6 sy
giam ndng dé valsartan khi dung Uperio cling véi thire &n, sy giam nay khong di kem véi sy
giam c6 y nghia lam sang v& hiéu qua didu trj. Do do Uperio ¢6 thé duge ding cting hodc khong
cing vdi thirc dn.

A A
Phin bo

Sacubitril, LBQ657 va valsartan gan két cao véi protein huyét twong (94% dén 97%). Dua trén
sur so sanh gitta ndng do trong huyét tuong va dich ndo tiy, LBQ657 di qua hang rdo mau néo
& mdt mie do han ché (0,28%). Uperio ¢6 thé tich phan bd biéu kién ctia valsartan va sacubitil
theo thit tir 14 75 1it va 103 lit.

Chuyén héa

Sacubitril dugc chuyén déi d& dang thanh LBQG657 boi céc esterase; LBQ657 khéng duge
chuyén hoa thém & mot mire dd dang ké.

Valsartan dugc chuyén hoa t8i thidu, vi chi khoang 20% liéu ding dugc thu héi dudi dang ch’ét
chuyén héa. Mgt chét chuyén héa hydroxyl da dugc xdc dinh trong huyét tuong & nong d¢ thap
(< 10%).

Thai triv
Sau khi ding dudng uéng, 52-68% sacubitril (chi yéu 1a LBQ657) va ~13% valsartan va céc
chét chuyén héa cta né duge bai tiét trong nudc tiéu; 37-48% sacubitril (chu yéu la LBQ657)

va 86% valsartan va céc chit chuyén héa ctia né duoc bai tiét trong phan.

Sacubitril, LBQ657 va valsartan dwoc thai trir khoi huyét tuong v6i thai gian ban théi trung
binh (Tin) theo thir t 13 khodng 1,4 gid, 11,5 gi&r v 9,9 gion.

Su tuyén tinh/khon g tuyén tinh

Duge dong hoc ctia sacubitril, LBQ657 va valsartan 1a tuyén tinh trong khoang lidu Uperio tir
50 mg dén 400 mg.

Twong tde thudc:
Anh hicéng ciia cée thude diing dong thei dén Uperio:

V1 sir chuyén héa cua sacubitril va valsartan qua trung gian enzym CYP450 la tdi thiéu nén
viée dimg ddng thai véi cae thube téc déng dén enzym CYP450 duge dy kién s& khong anh
hudng dén duge dong hoc cia Uperio. Cdc nghién ciru chuyén biét vé tuong téc thude di cho

£ A . X N s . . . . . A .
thiy vigc sir dung dong thoi furosemide, warfarin, digoxin, carvedilol, sy két hop cua
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levonorgestrel/ethinyl estradiol, amlodipine, omeprazole, hydrochlorothiazide (HCTZ),
metformin, atorvastatin va sildenafil khéng lam thay déi nong d9 toan than cta sacubitril,
LBQ657 hotic valsartan.

Anh hieéng ciia Uperio dén cde thude dimg dong thoi:
Dit ligu in vitro cho thdy ring sacubitril e ché chit van chuyén OATPIBI1 (polypeptide van
chuyén anion hitu co 1B 1) va OATP1B3. Anh hudng ctia Uperio dén duge dong hoc ciia cac

thude ding déng thoi duoc tém tit trong Hinh 1.

Hinh 1: Anh hwdng ciia Uperio dén dwge ddng hoe cita edc thude dimg ddng thdi

Thude diing ddng thoi Ty 1€ trung binh hinh hgc va khoang tin cay 90%
i —a—i
Furosemide Y
Warlarin pa
Digoxin ’,-_'_:13..“,
Carvedilol |
o
Levonorgestrel —O—1
Ethinyl estadiol I el
Amlodigine 2o
HCTZ g
Melformin ) ,tz:l
Atorvastalin - f——
e o AUC
Sildenafil I o Cmax
1 T I
05 { 2

Thay @di so v&i tham chiéu

Cdce nhém bénh nhiin djic bigt

Anh huong ctia cde nhém bénh nhéan dic bigt dén dugc dong hoc ctia LBQ657 va valsartan
duge thé hién trong Hinh 2.
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Hinh 2: Dwge dgng hoe ciia Uperio & cAc nhém bénh nhén dijc bigt

M& td nhém bénh nhan Ty 12 trung binh hinh hoc va khodng tin cay 90%
AUC cﬂll
. _— —t—i | F—e—
Suy than: Nhe/Binh thudng ' - " ! P
i
p——ri ' b—t—
Suy than: Trung bintvBinh thudng 5N | i SRS,
:‘
b : I I
Suy than: Nang/Binh thuong > i E — O {
i
]
b——— i e
Suy gan: Nhe/Binh thuong Pt i |
1
|
I —T { ! F—6—1|
Suy gan: Trung binfvBinh thuéng p——————] l e ]
1
]
]
! ! b=t
Tudi: = 65 i/ 1845 tudi | |  ———
1
|
[}
b4 : o
NanvN —t— i ——i
E
] ! s
Nguoi chau A (Nhatva Trung Quécy/ bt i——f| ! psr—i
Nguéidatrdng :
I
) b-e ! e o LBGEST
Ngudi da den/Ngui da tréing l'“’i**—*ﬂl ! b=t o Valaia
] I T I I T H T
I:'rs 1 2 4 ‘3,5 i 3 s
Thay ddi so vé&i tham chiéu Thay ddi so v&i tham chiéu

Luu y: Phén loai Child-Pugh dugce sit dung ddi véi suy gan,

Bénh nhén tré em (dieéi 18 tuéi)

Uperio chura duge nghién ctru ¢ bénh nhén tré em.

NGHIEN CUU LAM SANG

Liéu dung trong céc thir nghiém [am sang dira trén tdng lwong ctia ca hai thanh phan ctia Uperio,
26(;) lié4,3/25,7 mg, 48,6/51,4 mg va 97,2/102,8 mg duge goi theo thit tir 1a 50 mg, 100 mg va

Suy tim ¢ ngudi lén

H
"
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PARADIGM-HF

PARADIGM-HF 1a mét thir nghiém da quéc gia, ngdu nhién, mi déi so sanh Uperio va
enalapril & 8.442 bénh nhin ngudi 16n bi suy tim man tinh ¢6 triéu chu:ng (dd II-1V theo phan
dd chire n%’m? suy tim ctia Hiép hdi tim New York - NYHA) va r6i loan chirc “néng tdm thu
(phén sudt tong mau thét trai < 40%). Cdc bgnh nhan phai ding thuoc {tc ché men chuyen
anglotensm hozic thude chen thu thé angiotensin 11 trong it nhét 4 tudn va dang st dung lidu
thude chen beta duge dung nap t6i da. Nhitng bénh nhan c6 huyét ap tdm thu < 100 mmHg ltc
sang loc d4 bj loai trir.

Muc tiéu chinh ctia PARADIGM-HF 1a xéc dinh xem li¢u Uperio, sur két horp clia sacubitril v
thube e ché hé renin-angiotensin (valsa:tfm) ¢6 vugt trdoi hon thude e ché hé renin-
angiotensin (enalapril) don ddc trong vige lam giam nguy co clia tiéu chi két hop tir vong do
tim mach (CV) hogic nhfp vién do suy tim (HF) hay khéng.

Sau khi ngtmg diéu trj bing thudc Gc ché men chuyén angiotensin hofic thudce chen thu thé
angiotensin I hién ¢4, cdc bénh nhin bude vao giai doan diéu trj thir nghigm mi don tuan ty,
trong d6 ho duge ding enalapril 10 mg, 2 Ian/ngay, sau dé 14 Upeno 100 mg, 2 1An/ngay, ting
1én 200 mg, 2 [An/ngay. Nhlmg bénh nhén da hoan thanh thanh cong céc giai doan diéu trj thir
nghig¢m tun e duoc chon ngau nhién dung Uperio 200 mg (N = 4.209) 2 lin/ngay hogic
enalapril 10 mg (N = 4.233) 2 lan/ngay Tiéu chi chinh 1a bién cb déu tién trong tiéu chi tdng
hop tr vong do tim mach hoic nhp vién do suy tim. Thoi gian theo ddi trung vi 13 27 thang
va cdc bénh nhén duoc didu trj dén 4,3 nam.

Nhém bénh nhén nghién ciru gom 66% la ngudi da tréing, 18% la ngu‘m chiu A va 5% la nguoi
da den; do tudi trung binh 12 64 tudi vi 78% la nam. Luc chon ngiu nhién, 70% bénh nhan suy
tim @9 Il theo NYHA, 24% suy tim @6 III theo NYHA va 0,7% suy tim dd IV theo NYHA.
Phin sudt tong méu thét tr4i trung binh 1'1 29%. Nguyen nhén co ban ctia suy tim la bgnh dong
mach vanh & 60% bénh nhan; 71% co6 tién st tang huyét ap, 43% c6 tién str nhdi mau co tim,
37% c6 tbe dd loc chia cu than ude tinh < 60 ml/phit/1,73 m? va 35% bj bénh dai thdo dudmg.
Héu hét bénh nhan dang ding thudc chen beta (94%), thude ddi khang corticoid khmng (58%)
va thudce loi tiéu (82%) Vai bénh nhin dwgc cdy may khir rung tim (ICD) hodc may khir rung
tim-lidu phép tai dong b6 tim (CRT- -D) (15%).

Nghién ctu PARADIGM-HF da cho thdy rang Uperio, su két hop ctia sacubitril va thude (e
ché hé renin- anglotensm (valsman), vugt trdi hon thudc wre ché hé renin- angiotensin
(enahpnl) trong viéc lam gidm nguy co ciia tiéu chi két hop tir vong do tim mach hogic nhép
vign do suy tim, dya trén phan tich thoi gian dén khi c6 bién ¢b (ty sb nguy co [HR] 0,80,
khoéng tin céy (CI) 95% [0,73, 0,87, p < 0,0001). Higu qua diéu tri phan énh sy giam ca
vong do tim mach va nhép vién do suy tim; xem Bang 2 va Hinh 3. Dot tir chiém 45% cac ca
tir vong do tim mach, sau d6 13 suy bom tim chiém 26%.

Uperio cling cai thién thoi gian séng con toan by (ty sb nguy co 0,84; khodng tin cdy 95%
[0,76-0 93], p = 0,0009) (Béang 2). Phét hién ndy duge thiic ddy hoan toan bai ty 1& tir vong tim
mach thip hon khi diing Uperio.



Bing 2 Higu qua diéu trj d6i v6i tidu chi chinh téng hop, cdc thanh phin cia né va tiv
vong do mei nguyén nhéin trong nghién ettu PARADIGM-HF

Uperio Enalapril Ty s6 nguy co Giatrip
N =4.187 N=4.212 (khoding tin cfly
0 (%) (%) (CI) 95%)
Ti€u chi chinh tong 914 (21,8) 1.117 (26,5) | 0,80 (0,73, 0,87) | <0,0001
hop vé tir vong do tim
mach hodic nhép vién
do suy tim
Tir vong do tim mach 377 (9,0) 459 (10,9)

14 bién ¢6 dau tién

Nhdp vign do suy tim | 537 (12,8) 658 (15,0)
la bién cd dau tién

S$6 bénh nhén c6 bién

ch¥

Tir vong do tim 558 (13,3) 693 (16,5) | 0,80 (0,71, 0,89)

mach**

Nhép vign do suy tim | 537 (12,8) 658 (15,6) | 0,79 (0,71, 0,89)

Tt vong do moi 711 (17,0 835(19,8) | 0,84 (0,76, 0,93) | 0,0009
nguyén nhéin

* Phén tich cdc thanh phan ctia tigu chi chinh tdng hop khéng duoe 1ap ké hoach theo thei gian dé
duge didu chinh vé tinh da dang.

#% Bao gbm nhitng bénh nhén nhip vién do suy tim truwde khi tir vong,

Cdc dudng cong Kaplan-Meier dugc trmh bay dudi ddy (Hinh 3) cho thdy thoi gian dén khi
xdy ra ldn dau tién cta tiéu chi chinh tong hop (3A), va thoi gian dén khi tir vong do tim mach
& bt ky thai diém ndo (3B) va lin nhdp vién dau tién do suy tim 3C).

Hinh 3 Pudng cong Kaplan-Meier vé ti¢u chi chinh tdng hop (A), tiv vong do tim mach
(B) va nhép vién do suy tim (C)



Hinh A

Théd glan dén khi xdy ra Hn ddu tién tirvong do tim mach hole
nhip vién do suy tim treng nghién ciru PARADIGM-HF

<0,0001
Ty sgnguycotHR:l

4019 (khodng tin cay 95%):
- 0.80(0,73, 0,87)
2 sy
2 et
—
b Enalagel 7

T
3 g UPERIO
- 10 -
g
1, T T T T T T

0 180 40 540 i) o0 1080 120

Théi gizn e khi chen ng3u rhidn (ngay)
54 bérh rihdn cb nguy cor

Upsre 437 302 A68) 3013 28y L L
fragpn 4202 239 ) a4 un 14 | @

HinhB - B - .
Thérd gian xdy ra té veng do tim mach treng nghlén ciu
PARADIGM-HF
@ T§ s& nguy co (HR)
(khodng tin cay 95%)

0,80 (0,71, 0,89)
2.

20 . A
Enalapril

Pt

Urére tinh Kaplan-Maler vé 1 18
suy tim tich 10y (%)

10 ]
UPERIO
C" = T T T T I T e |
0 160 U &40 7o) w0 1060 1200
Théi gian tir khi chon ng2u nhidn (ngay)
S8 banh rhan cb nguy cor

UPERIO 4431 405 3431 kP 2T 1716 105 @)
Eraprl 4202 4081 88 A 240 fig  ® W

Hinh C

Theid gian xdy ra nhip vién do suy lim trong nghtén cou
PARADIGM-HF

401 Ty 6 nguy co (HR)
(khong Ln cdy 9534).
0,79 (0,71, 0,89)

o
&
i

a—=

En(‘lﬂf.‘fj!ﬂ_,_’_,m TR

Uere tinh Kaplan-Meier vé ty 16
suy tim tich 10y (%)
L)
=
i

1
] 13 ¥ &40 19 200 10680 129
Thai glan I khi chen ngdu rhidn (ngdy)
$4 Bénh nhian ¢o nguy cor

Upsiio {167 30N 3483 ATk I o 8 24
Erdlzpnl 4212 3ER s W B 148 | W

Mt loat cac diic diém nhan khiu hoc, dic diém bénh ban dau va cac thubc ding ddng thoi ban
ddu di duge khao sét vé anh huémg ctia chiing ddi véi két qua. Két qua cua tiéu chf chinh tong
hop dbng nhit giita cdc phén nhéom duge khéo sat (Hinh 4).
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Hihd; Tiéu duchlgl;‘ tong hop (Tt vong do tim mach hoficnhfip vign do suy tim) - Phéiin tich phéin nhém (PARADIGM-HI)

nhan UPERIO Enalapril Ty 88 nguy cor (HR)
o >
Phan nhém W:;" MEUN (%) on e (khong tin cy 85%)
Téng thd 100 914/4.187 {21,8) 111714212 (25,5) "‘,
Tudl (ndm) i
<57 24,3 222/1.043(21,3) 248/ 994 (24,9) —r—
57 . <64 2,7 182/ 917 (19,8) 263992 (28,5) ——r
64-<72 25,8 229/1.084 (21,1) 2731.081  (25.3) ——
272 27,2 231/1.143 (24,6) 3331145 (29,1) e
Giél tinh !
Nam 782 75613.308 (22.9) 90213289 (27.7) i
No 21.8 158/ 879 (18,0) 215/953 (22,6) ——
Cdn nédng (kg} ¢
<87,5 250 221/1.037 (21.3) 26911.061 (25.4) g
67,5-<79 24,8 2411.041 (23,2) 287/1.038  (27:6) s
79-<91,7 25,2 231/1.048 (22,0) 283/1.069  (26,5) h
2917 25,1 221/1.060 20,8) 278/1.044 2686 T
Ching tdc ——
Ngudi da irdng 5.0 §98/2.763 (21,6) 71712781 (25.8)
Noudi da dzn 51 56/ 213(27,2) 721215 (33,5) ____"
Ngudi chau A 180 1791 759 (23,6) 2041 750 (27,2) gk
Mgudi Mj ban xi 20 15184 (17,9) 22/ €8 (25,0) —
Chiing téc khic B9 641388 (17,4) 102/ 378 (27,0) Pt S
Khu vipe
M7 52 58/ 225 (25,8) 771209 (25,8) P
MNgoai nuée My 048 854/3.962 (21,6) 1.040/4.003  {26,0) -
Phan d§ chic nang suy tim theo Higp hdl Tim New York (NYHA)
B4 1l lheo NYHA 70,5 578/2.993 (19,3) 74212921 (25,4) —
B4 11l thao NYHA 24,0 292/969(30,1) 32911049 (31,4) e gurm
B IV thaa NYHA 07 10133 (30,3) 11127 (40,7) - 8
Téa a¢ lgc cia cdu thin (GFR) wirc tinh (mi/phat1,73m?) 1
4, 280/1.021 (27,4) 344/1.054  (328) S
54 <66 24,0 218/1.018 (21,4) 2791.000  (27,9) —r—
665- <79 24,9 205/1.037 {19,8) 2381054  (226) ——mpr
279 264 211/1.111 (19,0} 2561104 (23,2) PIIE eSS |
Binh gl thio dudng ]
Knéng 65,4 519/2.736 (19,0) 66112756 (24,0 -
cé 3486 395/1.451 (27,2) 456/1.458  (31,3) -l

Huyét ap tdm thu (mmHg)
<110 20,8

208/834 (24,9) 2491913 {27.3)
110-<120 23,0 223/ 990 (22,5) 249/ 941 (28,5)
120- < 130 245 202/1.041 (19,4) 264/11.018  (25,9)
> 130 3,7 281/1.322 (21,3) 355/1.340 (26:5)

Phin sudt tdng mau (%)
<25 19,4 2151784 (27.4) 271/ 849 (31,9) _L'__
25-<30 208 1911831 (22,2) 255/ 835 (28:8) Lo
30-<34 285 24311229 (19.8) 2811.162 (24.2) el
>34 3 265/1.313 (20,2) 310/1.315 (23,8) ___'___

Rung nhi '
Khiing 63,2 552i2.670(20,7) 637/2.638 (24,1) -
Céd 38,8 362/1.517 (23,9) 480/1.574 (30,5) —i

NT-proBNP §

s Trung vi 49,9 299/2.079 (14,4) 4032118 (19.0) .
> Trung v 49,9 614/2.103 (29,2) 7112087 (34.1) g

Tang huyét sp .
Khdng 29,3 245/1.218 {20,1) 303/1.241 (24,4) —t—a
Cé 707 66812.869(22.5) Bt4/2.971 (27,4) —f—

Str dyng thudc Ge chd men chuydn anglotensin (ACEI) truée a6 ‘
Khéng 222 2211921 (24,0) 246/ 946 (26,0) B
Cco 778 B92/3.265 (21,2) 871/3.265 (28,7) —

Sirdung thude chgn thy thé anglotensin Il (ARB) trude dé !
Khdng 77,5 691/3.250 (21,2) BBA/3.249  (26,7) -

Ccé 225 2221823 (24,0) 2511963 (26,1) LS -

Sir dung thude adi khing aldostarone trude 4
Khdng 44,4 399/1.915 {(20,8) 494/1.812 (27.3)
cé 55,6 5152.271(22.7) 623/2.400 (26,0) g

Nhdp vign do suy im Inrde 96
Khéng 37,2 26211.580(16,6) 348/1.545 (22.5)

Co 628 652/2.607 (25.0) 7692657  (26.8) '__-:"_.

Thoi glan i khi chdn dodn suy tim
<1 ndm 30,0 202/1.275 (15,8) 240/4.248  (15,2) -
= {-5nam s 392/1.621 (24,2) 44711.611 (27,7 i
»5ndm 31,5 320/1.291 (24,8) 430/1.353  (31,8) S

Nguyén nhdn suy im ——
Khirg by mauachs 40,0 339/1.681 (20,2) 420/1.682 (25,0) [

Thidu mau cyc d £0.0 575/2.506 (22.9) 69712530 (27.5) =

e&u;y c-iy midy khir nung Gim (aco) (k& ca iy khir rung Em T2u phip t4 ddng b tim (CRT-D) h

85,2 761/3.664 (21,4) 0423592 (26,2)
I:é 14,8 153/ 623 (24,6) 175/ 620 (28,2) 7
v T L] L} T T T
445 13 LR ! 15 H 1 ¢
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Luu y: Hinh trén trinh bdy cdc anh hudng trong cde phdn nhém khéc nhau, tit ca déu 1a céc dic didm
ban du. Cée gi¢i han tin cdy 95% dugc thé hign khong tinh dén s8 1An so sanh duwoc thye hién va c6
thé khéng phan dnh anh hudng ctia mot yéu t6 ey thé sau khi didu chinh cho tét ca céc yéu td khéc.
Khong nén dién gidi qué mic vé tinh dong nhét hofic khéng ddng nhét giira cc nhom.

PARAGON-HF

PARAGON-HF, la4 mdt thir nghiém da trung tam, ngﬁu nhién, mi déi so sanh Uperio va
valsartan & 4.796 bénh nhén ngudi 16m bj suy tim c6 triéu chimg véi phén sudt tbng méu thét
trdi > 45%, va bgnh tim céu trdc [I6n nhf trdi (LAE) hogic phi dai thét trai (LVH)]. Nhiing bénh
nhén ¢é huyét 4p tim thu < 110 nunHg va nhimg bénh nhén c¢6 LVEF < 40% trong siéu 4m
tim trwde dé déu bi loai trir.

Muye tiéu chfqh cta nghién ciru PARAGON-HF }51 xédc dinh xem li¢u Uperio ¢6 lam gidm ty 18
clia tidu chi téng hop vé tong sb 1an nhép vién (1dn diu va tai phat) do suy tim (HF) va tir vong
do tim mach (CV) hay khong.

Sau khi ngimg diéu trj bing thudc (¢ ché men chuyén angiotensin hogc thudc chen thu thé
angiotensin II, cdc b¢nh nhén buée vao giai doan didu tri the nghiém mi don tudn ty, trong dé
ho duge ding valsartan 80 mg, 2 lé:‘m/ngéy, sau do6 14 Uperio 100 mg, 2 ldn/ngay. Nhimg bénh
nhdn ding thude trc ché chuyén angiotensin (ACEi) hoic thude chen thu thé angiotensin II
(ARB) liéu the‘tp trude dé bat dau giai doan didu trj thor nghiém, duge dimg valsartan 40 mg, 2
lﬁn/ngz‘iy trong 1-2 tuln. Nhitng bénh nhén hoan thanh thanh céng céc giai doan diéu tri thir
nghiém tudn tu duge chon ngau nhién ding Uperio 200 mg (N = 2.419) 2 lan/ngay hodc
valsartan 160 mg (N =2.403) 2 lan/ngdy. Thoi gian theo d&i trung vi la 35 thang va céac bénh
nhéan duoc didu trj dén 4,7 nim,

Nhém bénh nhan nghién ciu gdm 81% 1 ngudi da trdng, 13% la ngudi chau A va 2% la ngudi
da den; d6 tudi trung binh 14 73 twdi va 52% 14 nit. Lic chon ngéu nhién, 77% bénh nhan suy
tim dg II theo NYHA, 19% suy tim d6 III theo NYHA va 0,4% suy tim do IV theo NYHA.
Phén sufit tong mau thét tri trung vi 1a 57%. Nguyén nhén co ban ctia suy tim la bénh nguyén
thidu méu cuc bd & 36% bénh nhén. Hon nita, 96% c6 tién siv ting huyét 4p, 23% c6 tién sir
nhdi méu co tim, 46% c6 tée do loc clia ciu than wée tinh < 60 ml/phiit/1,73 m? va 43% bi
bgnh déi théo dudng. Hau hét bénh nhin dang diing thudc chen beta (80%) va thube loi tidu
(95%).

Nghién ctiru PARAGON-HF dé cho thdy ring Uperio lam giam vé& s6 lugng ty 18 cua tiéu chi
tdng hop vé tong s6 1An nhdp vién (lan dau va tai phat) do suy tim va tir vong do tim mach, dya
trén phén tich sir dung mé hinh ty 1& tuong xtng (ty sb ty 1¢ [RR] 0,87; khoang tin cdy 95%
[0,75, 1,01], p = 0,06); xem Bang 3. Hiéu qué diéu trj chi yéu do giam tdng sb 1an nhép vién
do suy tim & nhimg bénh nhén duge chon ngdu nhién ding Uperio (ty s6 ty 18 0,85; khoang tin
cdy 95% [0,72, 1,00]).

Béing 3: Higu qui diéu trj di véi tidu ehi chinh tong hop va cdc thinh phan cita né trong
nghién citu PARAGON-HF

Uperio Valsartan D§ hiéu qua
N=2.407 N=2.389 (kkhodng tin
cily 95%)

P

LT




Tiéu chi vé n Ty 18 bién cd* [ n Ty 1& bién c6?

higu qua

Tong hg 894 12,8 1,009 14,6 Ty sb ty 18

tong sb lan (RR)=0,87

nhép vién do (0,75, 1,01)

suy tim (l4n Gid tri p 0,06

dau va téi

phét) va tr

vong do tim

mach

Tongsblan | 690 9,9 797 11,6 Ty s6 ty 16 =

nhép vién do 0,85 (0,72,

suy tim 1,00)

Tir vong do 204 2,9 212 3,1 Ty sty lé=

tim mach® 0,95 (0,79,
1,16)

Chir viét tit: RR =ty s8 ty 1§ (rate ratio), HR = ty s nguy co.

2Ty 1§ bién ¢6/100 bénh nhén-nam.

A ~ - 2 s . v a ‘a .
*Bao gom nhiing bénh nhan bj tir vong do tim mach sau bién cé nhdp vién do suy tim.

Hinh 5 cho théy s6 lugng trung binh ciia céc bién ¢b theo tigu chi tdng hop vé tdng s6 lan nhép vién do
suy tim va tir vong do tim mach theo thoi gian.

Hinh 5: 86 bién c6 trung binh theo thoi gian ddi véi tidu chi chinh tong hop vé tdng sb 1An

nhép vién do suy tim va tir vong do tim mach

«

S bién cb trung binh
/100 bénh nhan

Téng 58 14n nhip vidn da suy tim va tie vong do m mach trong nghién ciu PARADIGM-HF

T = T - T Saby | ¥ T
¢ w el 50 w o] 1880 ) ({15}

Théi gian tir khi chon ngdu nhién (ngiy)
S8 bénh nhzn cd nguy cor
Uperio i nh in ) Lt ny 1] ne Y] 1%
Vi ¥y ™ ] ny i N4 "ne Lt} m

Mt loat cédc diic diém vé nhan khéu hoc, ddc didm bénh ban ddu va céc thude dting ddng thoi
ban déu di duge khao sdt vé anh hudmg cta ching dbi véi két qua (Hinh 6).
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Hinh 6: Tiéu chi chinh tdng hop vé téng s6 1An nhép vién do suy tim va tiv vong do tim
mach — Phén tich phin nhém (PARAGON-HF)

Phan nhém UPERIO Valsartan Ty sbtylg
n/N (EAR) niN (EAR) Uetrhhodng i iy $67%)

Téng thd 894/ 2407 (12.8) 1009/ 2389 (14,6) —_—— 0,87 (0,75, 1,01)

Tudl
<85 tudi 138/ 412 (11,4) 138/ 413 (11,4) —_— 0,99 (0,64, 1,53)
265 tubi 756/ 1995 (13,1) 871/ 1976 (15,3) — 0,85 (0,73, 0,99)

Tudl
<75 twdi 425/ 1307 (i1-1) 513/ 1290 (13,5) e 6,82 (0,66, 1,02)
275 ldi 469/ 1103 (15,0) 496/ 1099 (16,0) —_— 0,92 (0,76, 1,11)

Gi6i tinh
Nam 503/ 1166 (15,1) 477/ 1151 (14,6) —— 1,03 (0,85 1,25)
N 391/ 1241 (10,8) 532/ 1238 (14,7) 3 0,73 (0,59, 0,90)

Chiing téc
Ngudi da tréng 709/ 1963 (12,3) 833/ 1944 (14,6) s 0,83 (0,71, 0,97)
Ngudl da den 37/ 52 (236) 62/ 50 (35,8) # = 0,69 (0,24, 1,99)
Ngui chau A 128/ 297 (16,3) 109/ 310 {13,0) * 1,25 (0,87, 1,79)
Chiing tic khic 200 95 (7.9 15/ 85 (7,1) 3 1,03 (0,47, 2,28)

Khu vire
Bc My 223/ 288 (251) 255/ 271 (310) -2 0,60 (0,57, 1,14)
Chau My Latinh 49/ 191 (10,3) 341 179 (7,8) ¥ 1,33 (0.75, 2.36)
Tay Au 225/ 699 (10,7) 319/ 691 (15,6) g 0,69 (0,53, 0,89)
Trung Au 228/ 866  (9,1) 238/ 853 (9,4) P S 097 (0,76, 1,24)
ChauAThal Binh Duor e S e 110 (0,79, 1,52)
v e v Wi ™ 169/ 373 (16,9) 163/ 389 (15,4) .

Bénh ddi thao dwdng lic ban diu (ngiu nhién) — 0,89 (0,74, 1,09)
co 500/ 1049 (16,8) 591/ 1020 (18,4) _ 084 (0,68, 1,03)
Khéng 394/ 1358 (9,9) 468/ 1369 (11,8) i

Phan sudt tdng mau that trai (LVEF) 0,78 (0,64, 0,95)
s i (57% 12 S
trung vi (57%) 457/ 1239 (12.8) 591/ 1256 (16,4) . 100 (081, 1,23)
> lrung vi (57%) 437/ 1168 (12,9) 418/ 1133 (12,7)

Rung nhT(AF) dya trén dign tam dd (ECG) liic ban diu (ngiu nhién) s 0,81 (0,63, 1,04)
Co 279/ 717 {13,3) 314/ 679 (15,9) 1 0,89 (0,75, 1,06)
Khéng 807/ 1672 (12,6) 604/ 1698 (14,2)

Rung nhi dia trén tién si lac ban ddu (ngdu nhign) 0,83 (0,69, 1,00)
co 520/ 1246 (14,3) 620/ 1275 (16,7) =

0,94 (0,75, 1,18)
Khéng 374/ 1161 (11,2) 389/ 1114 (12,2) —

NT-proBNP liic sang lge \ 0,85 (0,67, 1,08)
< lrung vi {911 pg/ml) 329/ 1199 (9,2) 379/ 1180 (10,9) 087 073, 1,05
> lrung vi (911 pg/mi) 558/ 1189 (16,7) 625 1189 (18,6) ==

Huyét &p tam thu lic sang loc
< trung vi (137 mmHg) 461/ 1220 (13,2) 523/ 1230 (14,9) —_— 0,88 (0,72, 1,07)
> trung vi (137 mmHg) 433/ 1185 (12,5) 488/ 1159 (14,4) i 0,85 (0,69, 1,06)

Su'dungthuécdéikhénglhuthécorl]cnldkhoénglucbandéu(ngéunhlén) . 073 (0,5, 0,95
co 218/ 592 (12,9) 327/ €47 (17,6) — i 6 Gide Liz
Khéng 878/ 1815 (12,8) 882/ 1742 (13,5) = 94 {009, 1,12)

Khang dung nap thude &c ché men chuyén anglotensin (ACEI) ) 087 (0,46, 1,65)
co 40/ 123 (10,7) 46/ 139 (11-5) t @ i6s. Lo
Khéng 854/ 2284 (13,0) 963/ 2250 (14,8) —t— 87 (75, 10

Tée d loc ctia cd o ti |
c d loc gac u thdn réc tinh (eGFR) ban ddu (ngiu nhién) e 0,79 (0,66, 0,95)
<60 ml/phat/1,73/m? 493/ 1164 (14,9) 622/ 1177 (18,8) o, 133
2 60 mUphat/1,73/m? 401/ 1243 (11,0) g6/ 1211 (10,8) i 101 (080, 1,27)

Phan d chire ndng suy tim theo NYHA IGc ban ddu (ngdu nhisn) 0,50 (0,76, 1,06)
1n 670/ 1939 (11,9) 732/ 1904 (13,3) ——

v 222/ 466 (16,4) 277/ 485 (20,0) s oo h 0,78 (0,59, 1,06)
h%) 08 | !
UPERIO t6t hon Enalapril t5t hon
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Luu y: Hinh trén trinh by céc anh huéng trong céc phan nhém khéc nhau, it ca déu 1a céc dic didm
ban dau. Céc giGi han tin ciy 95% duge thé hién khéng tinh dén s6 1an so sénh duge the hién va ¢
thé khong phan &nh anh huéng ctia mdt yéu t cy thé sau khi didu chinh cho tit ca céc yéu t6 khac.

Trong mét phin tich vé mbi quan hé gitta phén suft tong mau that trai (LVEF) va két qua trong nghién
clru PARADIGM-HF va PARAGON-HF, nhiig bénh nhéin ¢ LVEF dudi mirc binh thudng duge didu
trj bang Uperio d& giam nguy co nhiéu hon (Hinh 7).

Hinh 7: Higu qua didu tri adi véi tidu chi tong hop vé thoi gian dén khi nhip vién ldn diu

do suy tim hofe tir vong do tim mach theo phéan suft tong mau thit trai (LVEF) trong
nghién civu PARADIGM-HF vi PARAGON-HF

PARADIGM.HF PARAGON-HF
UPERIO  so véi enalapril UPERIO so vdivalsartan

1 EESE s -
i 4 0t redgtnck 5% PEas
I = liehogyca é

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

Ty sb nguy cor

1% H) 3] b2 L] 10 H % H € (3 Yy Iy

Phan sudt tdng mau hat i Iic sang loc ()

Nghién ettu TITRATION
Nghién cttu TITRATION 1a mét nghién ciru v& tinh an toan va kha ning dung nap kéo dai 12

tudn trén 538 bénh nhan bj suy tim man tinh (phan loai NYHA do I1-1V) ¢6 16i loan chire nang
tam thu (phén sudt tbng mau tAm thét trai < 35%) chua duge didu tr bing céc thudc trc ché
men chuyén hogic thube trc chd thy thé angiotensin hosic dang thay ddi lidu cac thubc (¢ ché
ACE hoiic ARB trude khi tham gia vao nghién ctru. Bénh nhan bét diu dting Uperio 50 mg hai
l&n/ngay, duoc didu chinh 1én 100 mg hai lan/ngay va sau dé dén lidu dich 200 mg hai lan/ngay

trong vong 3 hodc 6 tudn.

Nhin chung, 76% bgnh nhén dat dén va duy tri lidu dich Uperio 200 mg hai lin/ngay ma khéng
phai ngimg thubc hodic giam lidu trong 12 tudn. Sé bénh nhin chura duge diéu tri bang céc thube
e ché men chuyén hogc thube trc ché thy thé angiotensin trude do hodic didu tri & lidu thip
(twong duong < 10 mg enalapril/ ngay) dat duge va duy trl Uperio 200 mg khi tang liéu trong
vong 6 tudn nhiéu hon so véi 3 tudn.

Nghién citu PARAMOUNT
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Nghién ctru PARAMOUNT la m6t nghién ctru lam sang ngdu nhién, mi ddi trén bénh nhén c6
phén suét tong mau tAm thit trdi > 45% so sanh gitta bg¢nh nhén ding Uperio 200 mg (n=149)
50 vGi valsartan 160 mg (n=152) hai lan/ngay. Nghién ctru di chirng minh thude lam giam ty
1€ NT-proBNP 16n hon ¢6 ¥ nghia théng ké ti ltic ban diu cho dén tuin thir 12. Ty 1& giam NT-
proBNP so véi ban ddu tuong ty & tudn thir 12 va 36 trong nhém bénh nhan duge didu trj bing
Uperio, trong khi NT-proBNP giam tir tudn 12 dén tudn 36 trong nhém b§nh nhan diéu trj bing
valsartan. Sy gidm c6 y nghia kich thude nhi tri, bao gdm ca thé tich nhi trai (p=0,0069) va
duong kinh nhi tréi (p=0,0337) da dugc ghi nhdn & tuin 36. Sy céi thién ¢6 ¥ nghia théng ké
vé mitc dj bénh theo NYHA di duge ghi nhn & tudn thi 36 (p=0,0488).

DU LIEU AN TOAN PHI LAM SANG

Kha niing giy ung thw, gy dot bién, suy giam kha nang sinh sin

Khd ning gy ung thu, gy dot bién

Cdc nghién ctru vé kha ning géy ung thu duoc thye hién trén chudt nhit va chuot cdng v6i
sacubitril va valsartan da khong xéc dinh duoc bt ky kha niing gdy ung thu ndo ddi véi Uperio.
Cmax (ndng dé téi da trong huyét tuong) cia LBQ657 & liéu cao (H D) 1.200 mg/kg/ngay trén
chudt nhét dye va cdi theo thir tw gdp 14 14n va 16 14n trén ngudi & lidu t&i da khuyén co cho
ngudi (MRHD). Cmax ctia LBQ657 & lidu cao 400 mg/kg/ngdy trén chudt cdng dye va céi theo
thir tw gdp 1,7 1an va 3,5 14n & lidu tdi da khuyén cdo cho ngudi. Lidu valsartan duoe nghién
ctu (lidu cao 160 m /kg/ngé*y & chudt nhit va 200 mg/kg/ngdy & chudt cbng) gip theo thi t
khoang 4 14n va 10 lan lidu t6i da khuyén cdo cho ngudi trén co s mg/m?,

Cic nghién ciru vé kha ning gay dot bién va glly gy nhiém sic thé duoc thue hign vai Uperio,
sacubitril va valsartan dd khéng cho thay bét ky anh huwdmg nao & cdp d gen hodic nhidm séc
thé.

Suy gidm kha ning sinh sén

Uperio dé khdng cho thdy bit ky anh huéng ndo dén kha ning sinh san & chudt cong vai lidu
150 mg/kg/ngay (theo thir tw gép < 1,0 14n va < 0,18 14n lidu tdi da khuyén cdo cho ngudi trén
co's6 AUC cia valsartan va LBQ867).

D{c tinh vi/hodic duge Iy hoe trén dong vit

Anh hudmg ctia Uperio di véi ndng do amyloid-B trong dich ndo tiy va mo néo dé dugc danh
gid & khi con cynomolgus (2-4 tudi) duoc didu trj béng Uperio (50 mg/kg/ngay) trong 2 tudn.
Trong nghién ctru nay, Uperio anh huéng dén dé thanh thai AP ctia dich niio tiy, lam téng ndng
do AP 1-40, 1-42 va 1-38 trong dich nio tiy; khdng c6 sir ting tuong ting vé nong dd Ap trong

ndo. Ngodi ra, trong mt nghién ctru vé doc tinh & khi cynomolgus duge didu trf bing Upetrio &
lidu 300 mg/kg/ngdy trong 39 tudn, khong cé sy tich liy amyloid-beta trong n#o.

HAN DUNG
36 thang ké tir ngdy san xuét,
PIEU KIEN BAO QUAN

Khong bao quan trén 30°C. Tranh 4m. Giit thuée trong bao bi gbc.
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QUY CACH PONG GOl

Uperio 50 mg: Hép 2 vi x 14 vién nén bao phim.
Uperio 100 mg: Hop 2 vi x 14 vién nén bao phim,
Uperio 200 mg: Hop 4 vi x 7 vién nén bao phim,
TIEU CHUAN CHAT LUQNG

TCCS.

CO SO SAN XUAT

Co s& san xud:

Novartis Singapore Pharmaceutical Manufacturing Pte. Ltd.
10 Tuas Bay Lane, 637461 Singapore, Singapore.

Co s& dong géi va xuiit xwéng:
Novartis Farma SpA.

Via Provinciale Schito 131
80058 Torre Annunziata (NA)
Y

PHIEN BAN

Uperio_SG_IT_ US PI Feb2021 V2
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BO Y TR CONG HOA XA HOI CHU NGE
CUC QUAN LY DUQC Dje lip - Tw do - Har

86 /8812 | QLD-PK Ha Ngi, ngay 06 thdng .
V/v cfp nht t& hudng dén st dung

Kinh gui: Novartis Pharma Services AG
Dija chi: Lichtstrasse 35, 4056 Basel, Switzerland

Tiép theo cong viin $6 22709/QLD-PK ngay 12/12/2018 ctia Cuc Quan ly
Dugc, xét don dé nghi ndp ngay 02.5. 2019 va cdc tai lidu bd sung 6 lién quan
cta cdng ty (s6 tiép nhan 364/B STBNN) vé viée cép nhat to hudng dan st dung
dbi véi thude nude ngoai da dwoc cp sb dang ky Iuu hanh,

Cén ¢t Thong tu s6 32/2018/TT-BYT ngay 12/11/2018 ctia B6 Y té Quy
dinh viéc didng ky luwu hanh thude, nguyen liéu 1am thube; Théng tu sb
01/2018/TT-BYT ngay 18/01/2018 ctia B6 Y té quy dinh ghi nhén thude, nguyén
ligu 1am thude va t& hu:orng dan st dung;

Cin cir bién ban thdm dinh hd so thay d6i/ bd sung, Cuc Quan 1y Duge ¢6
y kién nhu sau:

Péng y de cong ty dugc cip nhat to huéng din st dung déi véi thube
Uperio 100mg, sb ding ky: VN3 48-18; thube Uperio ZOOmg, s6 diing ky: VN3-
49-18 va thube Uperio 50mg, 6 déing ky: VN3-50-18, cu thé:

Béng so sanh thay ddi ndi dung t huéng dan st dung duge déng déu xac
nhén ctia Cye Quan ly Dugc va dinh kém theo cdng viin nay.

Ngoal ndi dung duoc thay ddi trén, tt ca cac ndi dung khéc giit nguyén
nhur hd so ding ky thude luu tai Cyc Quan ly Duoc.

Cong ty déing ky, nha san xudt phai chju trach nhiém vé chét lu ong ddi voi
thudc luu hanh trén thi tr uong, ndi dung ghi trén nhin thube, quy dinh vé sé hitu
trf tug lién quan dén nhan hiéu hang hoé ctia thude va c¢6 trach nhiém théng bdo
su thay déi nay dén céc co quan lién quan va khéch hang,

Sau 06 thang ké tir ngay ky céng vén nay, cong ty khéng duoc nhép khéu
céc thube trén véi ndi dung cii dd thay dbi cua to hlrorng dan st dung ctia thude.

Cuc Quan ly Du‘orc théng bdo dé cong ty biét va thue hién ding céc quy

dinh ctia Viét Nam vé luu hanh thude./.
KT.CUC TRUONG
Noi nhin: 'PHO.CUC TRUONG
- Nhur trén; g7 P s
- CT. Vii Tuén Cudng (dé b/c);
- Luu: VT, BKT (ALL). f

“/i Nguyén Thanh Lam
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:SO,8ANH TO HUGNG DAN ST’ DUNG
=/ UPERIGS0MG / UPERIO 100MG / UPERIO 200MG
fo2 AN o Mﬂ

dwoe)

T& hudng din sir dung cip nhit
(Uperio_SG IT _CDS Jul 2017/VN Dec 2018 VI1.1)

Ly do thay déi

Uperio™ 100mg S
[l penfoe o o fd s AL
Uperio™ 200mg |-~ — it O& i dd v 204 ;
-im b ,HV\

Doc i huwdng dan sic dung trudc kiri ding. Thong béo ngdy cho bic

ExUperio™ 50mg
RUperio™ 100mg

EUperio™ 200mg

Thude nav chi diing theo dom thube.

B sung ky hiéu
Rx ¢ gdc trén bén
trdi tén thude va
cdp nhit lai cac
ciu khuyén cao
theo quy dinh tai
théng tu ghi nhin
thude

WRTIS

S hode ditge sy nking tdc dung khéng mong muén g@p phéi khi | Da xa thm tavy tré em, 01/2018/TT-BYT
st dung tiudc. Boc ky huémg dan s dung truée khi dang.
Dé xa tam tay tré em. I e 57 hofe derge off obo
Thubc ban theo don.
Théng bdo neay cho bac mwﬂ hoidc duge sV nhimne phan ine cdhai
€3p phai khi si dung thude. /
Nmm ~ m - nm. ﬁ _
Ay
i by = ~ ~ ) Av
MO TA VA THANH PHAN MO-TANA THANH PHAN -
Dang bao'ele Chuyén  xudng
Vién nén bao phim. duéi muc
50 mg: vién bao phim mau tim nhat hai mat 161 véi cac canh vét, khic HEE _,u Eb.,zv
chim chit “NVR? trén mét mét va “LZ7 trén mit con lai, do cap nhat céch
trinh bay theo

100 mg: vién bao phim mau vang nhat hai mat 13i véi céc canh vat,
khéc chim chit “NVR” trén mot mit va “L1” trén miat ¢on lai.

théng tu ghi nhan
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T& huwéng dan st dung dwoe duyét
(IPL Aug2015/VN Jun 2017)

To hudng din siv dung cip nhit
(Uperio_SG_IT_CDS Jul 2017/VN Dec 2018 V1.1)

£
o
ey

Ly do thay

100 mg: vién bao phim mau vang nhat hai mat 161 véi cac om_._r Va

khic o::.: chif “NVR™ trén mét Bmﬁ <m nh 117 trén mit con _mr

CHI BINH

CUolo duoc chi dinh didu tri suy tim ¢ tridu chimg & bénh nhan cé
roi loan chitc nang tdm thu. Uperio d& duoc chimg minh lam giam ty
1& tir vong do bénh tim mach v& nhép vién do suy tim so véi enalapril.
Uperio ciing cho thiy lam giam ty 1€ tlr vong do moi nguyén nhan so
v&i enalapril.

CHI BDINH
Uperio dugc chi dinh diéu tri suy tim ¢ triéu chimg & bénh nhén ¢
r6i loan chirc nang tdm thu. Uperio ¢4 duoc chimg minh lam giam ty
I tir vong do bénh tim mach va nhap vién do suy tim so véi enalapril.

Uperio cling cho théy 1am giam ty 18 tir vong do moi nguyén nhin so
v6i enalapril.

Uperic thudns duoc ding kit hop véi cic thude didu tri suv tim khéc,
thay cho thudc ire ché men chuvén (ACE) hoic frc ché thu thé (ARB).

Cép nhit theo dit
litgu ngudn cha
cdng ty phién ban
CDS Jul 2017

LIEU DUNG VA CACH DUNG
Liéu myc tiéu ctia Uperio 12 200 mg, hai lin/ngzy.

Ewc khéi ddu dugc khuyén cdo ciia Uperio 12 100 mg, hai lin/ng3y.
Liéu khéi ddu 50 mg ding hai _mb\sqmw duoc EEVB& céo cho bénh
nhén dang khéng sir dung cac thude Gc ché men chuyén angiotensin

(ACE) hodc thudc chen thu thé angiotensin Il (ARB) va dugc cin

2

nhic diing cho bénh nhan trude day da ding cac thube nay & lidu thip

~

(xem muc CAC NGHIEN CUU LAM SANG).

Nén ting gip d6i lidu cia Uperio sau mdi 2-4 tun dén lidu muc tidu
200 mg ding 2 [dn/ngay tuy theo sur dung nap cia bénh nhén.

HEG DUNG VA CACH DUNG

Lidu lrons

Cnc EHQ_ &E duoc E.Eu\mu omo o:m dvmzo Hm Hoo mg rmm Hm:\:mm.a\.

Nén téng qm@ doi liu sau-mdi 2-4 Emb dén lidu muc tidu
200 mg ding 2 Hméw_qmu\ Ew theo su dung nap cia bénh nhén: (xem
phin ZO HIEN CUU LAM SANG).

Sira lai muc Liéu
ding va céch
dung phi hop vdéi
t huéng din sir
dung EMA SmPC
da duoc phé duyét
tai Chau Au.
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Nhimng déi twong diic biét
Nhém bénh nhin cao tudi

Liéu ding nén phi hop véi chire ning than ciia bénh nhan cao tudi.
Suy thin

Khéng can diéu chinh liéu & bénh nhan suy thin nhe (tdc @ loc cau
thén udc tinh [eGFR] 60-90 ml/phit/1.73 m?). Nén xem xét ding lidu
khéi ddu 50mg, hai [dn md i ngdy G bénh nhéan suy thn trung binh
(eGFR 30-60 ml/phit/1,73 m?). Do kinh nghiém 14m sing con rat han
ché & bénh nhén suy thin nang (¢GFR < 30 ml/phit/1,73 m?) (xem
phén DAC TINH DUGC LUC HQC), can than trong khi dung Uperio
vz khuyén céo ding liéu khoi dau 50 mg, hai 1&n méi ngay. Khong c6
Kinh nghiém & bénh nhan bi bénh than giai doan cudi va Euouq
khuyén cdo sir dung Uperio.

Suy gan

Khéng can diéu chinh lidu khi ding Uperio cho bénh nhén suy gan
nhe (phén loai Child-Pugh A). Kinh nghiém l4m sang con han ché &
bénh nhin suy gan trung binh (phan loai Child-Pugh B) ho#c c6 gia
trj AST/ALT cao gép hai lan gi6i han trén ctia mirc w_a.. thudong. Can

Csw.ao trong vong it nhét 36 ¢id sau khi m&?ml:mz phép diéu tri vmnm

mﬁ@o e ché men chuvén ( xem phan OEO,ZO CHI PINH. CANH

BAO VA THAN TRONG VA TUQONG TAC. TUONG KY CUA
THUOC).

Valsartan chira trong Uperio ¢6 sinh kha dung caoc hon valsartan trong

cac cdng thic thude vién nén khac trén thi trudne (xem phin BAC

TINH DUGC DONG HOC).

Néu quén mét lidu. bénh nhin nén ding lidu tiéo theo vao thoi i
dz dinh.

Nhirng d6i twong dic biét
Nhém bénh nhén cao tudi

Liéu ding nén phii hop véi chire n#ng thin clia bénh nhan cao tudi.
Suy théin

Khong can diéu chinh lidu & bénh nhan suy thén nhe &8¢ (d6 loc cau
thén uéc tinh [eGFR] 60-90 ml/phit/1,73 m?). Nén xem xét dung liéu
khéi diu 50mg, hai lan mai nam% & bénh nhén suy thén trung binh
mmmm.w 30-60 ml/phit/1,73 m?). Do kinh nghiém I4m sang con rat han
ché & bénh nhén suy than ning (eGFR < 30 ml/phtt/1,73 m?) (xem
urma gﬂﬂ%ﬁﬁzomﬁz CUU LAM m>29
can than trong khi diing Uperio va khuyén cdo ding liéu khéi dau 50
mg, hai 12n méi ngay. Mﬁronq ¢6 kinh nghiém & bénh nhan bi bénh
thén giai doan cudi v khéng khuyén céo sir dung Uperio.

Suy gan . A

Khong cén diéu chinh liéu khi dimg Uperio cho bénh nhan suy gan
nhe (phan loai Child-Pugh A). Kinh nghiém [4m s&ng con han ché &
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T& huwéng din si dung duge duyét
{IPL Aug2015/VN Jun 2017)

T& huéng din siv dung cip nhit
(Uperio_SG_IT_CDS Jul 2017/VN Dec 2018 V1.1)

Ly do thay déi

CHONG CHI PINH

o

Qua man vdi hoat chit, sacubitril, valsartan ho#c bat ¢t thanh
phén ta duoc nao.

St dung d¢dng thdi véi cac thude e ché men os&ﬁ: (xem muc
OE/E BAO VA THAN TRONG, muc LIEU DUNG VA
CACH DUNG va muc TUONG TAC THUOC). Khong nén
dimg Uperio trong vong 36 gi& sau khi ding diéu tri bang
thude (rc ché men chuyén.

Bénh nhan ¢6 tién str phit mach lién quan dén &iéu tri bang cac
thudc e ché men chuyén hoic thudc tc ché thu thé
angiotensin.

Suy gan ndng, X0 gan mat hozc T mat (xem phin LIEU DUNG
VA CACH DUNG).

Sirdung mona thoi véi m:mr:mq trén bénh nhan déi thao dudng
typ 2 (xem muc CANH BAO VA THAN TRONG va muc
TUONG TAC THUOC).

Phu nff ¢6 thai (xem muc PHU NU' CO KHA NANG MANG
THAI MANG THAI, CHO CON BU VA SINH SAN).

CHONG CHI BINH

o

Quéd mén v6i céc hoat chit—seeubitril—valsaztan holic bat cr
thanh phén t4 dugce nao- duoc liét ké trong muc Thanh phin t4
duoc.

Sir dung ddng thdi véi cée thude ic ché men chuyén (xem
muephin CANH BAO VA THAN TRONG, mue—LIEU
DUNG VA CACH DUNG va swe-TUONG TAC, TUONG
KY CUA THUOC). Khong nén ding Uperio trong vong 36
gitr sau khi dimg diéu tri bang thudc @rc ché men chuyén.

Bénh nhin cé tién st phtt mach lién quan dén didu tri dwsm cac

thudc (rc ché men chuyén hoic thudc Gc ché thu thé
angiotensin= (xem muc CANH BAO VA THAN TRONG).

Phi mach di truvén hodic vd cin (xem muc CANH BAO VA

THAN TRONG).

Sir dung ddng thoi véi cac thudc chira aliskiren trén bénh nhan

dai thdo dudne hodc & bénh nhin suv thin (eGFR <60
ml/phiit/1.73 m?) (xem muc CANH BAO VA THAN TRONG
va TUONG TAC. TUONG KY CUA THUOQ).

Suy gan néng, xo gan mat hoc & mét (xera phén LIEU DUNG
<> O.Pom UC.ZOV

Cép nhat theo dir
lieu ngudn cia
cdng ty phién ban
CDS Jul 2017 va
EU SmPC
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T& huwéng din sir dung dwec duyét
(IPL Aug2015/VN Jun 2017)

T& huéng din si dung cip nhat
(Uperio_SG IT CDS Jul 2017/VN Dec 2018 V1.1)

Ly do thay ddi

(xem muc Emc DUNG VA CACH DUNG va muc TUONG
TAC THUOC).
e Ha huyétap

e Suy giam chitc nZng thin

¢ Chifc ning than xau di
St dung Uperio ¢ thé lién _quan dén giam chirc nang thin. Nguy co
nay cé thé ting thém do mét nudc hodc sir dung ddng thoi véi thude
chéng viém khéng steroid (NSAID) (xem phan %QO,ZQ TAC
THUOC). Nén xem xét giam lidu & nhimg bénh nhéan phat sinh giam
chirc nang thén ¢¢ ¥ nghia 1am sang.

Ting kali miu

Chura ¢6 nghién clu sir dung thude trén nhom bénh nhan cé tién st
phi mach truée d6. Do céc bénh nhén ndy ¢6 nguy co phit mach cao
hon, khuyén céo 5ma trong khi st dung Uperio cho ho. Khéng sir
dung Uperio cho céc bénh nhan cé tién st phi mach lién quan dén
cac E_.Sn e ché men chuyén hozic lién quan dén diéu tri bang cic
thudc e ché thu thé angiotensin trude d6 (xem muc CHONG CHI
PINH).

(xem muyc LIEU DUNG VA CACH DUNG va m=ue-TUONG
TAC,.TUONG KY CUA THUOC).

s Ha huyét ap

Suy gidm chire nidng thin

o—Chire ning than xdu di

St dung Uperio c6 thé lién  quan dén giam chirc ning thin. Nguy co
nay co6 thé ting thém do mét nudce hodc sir dung d6ng thai véi thude
chéng viém khong steroid (NSAID) (xem phin TUONG TAC,
,ECO,ZO KY CUA THUOQC). Nén xem xét giam lidu & nhitng bénh
nthan phat sinh giam chic nang than ¢ ¥ nghia 1am sang.

TZng kali man

Chua ¢6 nghién citu sir dung thude trén nhém bénh nhin cé tién su
pht mach trudc d6. Do céc vm:r nhén nay cé nguy co phit mach cao
hon, khuyén céo thin trong khi sir dung Uperio cho ho. Khong sir
dung Uperio cho cdc bénh nhén ¢6 tién sir phi mach lién quan dén
céc thude tic ché men chuyén hoic lién quan dén diéu tri bang cic
thubc e ché thu thé angiotensin trudc do, hodic bénh nhin phi mach

di truyén. (xem muc CHONG CHI BINH).
ls

b

Cép nhét theo dir
liéu ngudn cia
cdng ty phién ban
CDS Jul 2017
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T¥ huéng din sir dung dwge duyét
(IPL Aug2015/VN Jun 2017)

T& hudémg din si dung cip nhat
(Uperio SG_IT_ CDS Jul 2017/VN Dec 2018 V1.1)

Ly do thay déi

U'c ché PDES bao gbm sildenafil:

Lithi: Kh& ning tuong tac thude gitta Uperio va lithi chuwa duoc
nghién ctru. Ting nbng &6 lithi _E%oﬁ thanh c6 hdi phuc va déc tinh
dZ dugc ghi nhan khi sir dung ddng thoi lithi véi cée thude e ché men
nr:uan hodc cac thubc dbi khang thu thé angiotensin II. Do dé,
wwcwaz céo thén trong theo dai ndng &6 lithi #5\2 thanh khi sir dung
ddng thoi véi Uperio. Néu sir dung ciing mét thudc loi tidu, nguy co
ddc tinh cua lithi cdn ¢6 thé tang thém.

Thén trong khi diing d6ng th&i Uperio v&i cac statin. Khéne cé tuone
tic 18m sing gifra thudc-thude duoc quan sat thay khi ding chung
simvastatin va Uperio.

Uc ché PDES bao gém sildenafil:

Lithi: Kha ning tuong tic thube gitia Uperio va lithi chua duogc
nghién ctu. Ting ndng @5 lithi huyét thanh c6 hdi phuc va déc tinh
dz dugc ghi nhan khi sir dung ddng thoi lithi véi cac thube e ché men
orc%mm hodc cac thudc dbi khang thu thé angiotensin II. Do dé,
E.Eu,mn c4o thén trong theo déi nong d6 lithi w_c\aﬁ thanh khi sir dung
d6ng thoi véi Uperio. Néu sir mcuq cling mét thude loi tiéu, nguy co
doc tinh ciia lithi con c6 thé ting 5@5

Furosemide

St dung déng théi Uperio va furosemide khéng anh hudne dén duoe
doéng hoc cta Uperio nhung lam giam Cmey vd AUC clia furosemide

lin Iuot I 50% va 28%. M3c di khdng co sir thay déi lidn quan dén
huong nudc tidu. su bai tiét natri qua nude tidu di gidm trong vone 4
210 va 24 ¢id sau khi dung déng thdi. Liéu trune binh hang neav caa

furosemide khdng thay déi so véi ban dau owc dén khi két thiic nehién
cliu PARADIGM-HF & nhime bénh nhan diéu tri bine Uperio.
Nitrate nizic nitroelycerine

: - |

Khéng ¢é tuone tic thude - thude giita Uperio va ni itroglveerine tiém
tinh mach lién_quan dén viéc gidm huyét 4p. Sir dune ddno thoi

nitroglycerine va Uperio ¢6 lién quan dén su khac biét didu tri 5 bpm

ciia nhip tim so véi liu phép chi ding nitroglveerine. C6 thé xav ra

mot tie déng tuong twr [én nhip tim khi Uperio duce diing ciine véi

nitrate ngdm dudi Judi. udng hoic qua da. Noi chung khdne cin diéu

chinh liéu.

B6 sung theo yéu
cdu ciia Cuc quan
Iy Dugc theo
cdng vin sb
22709/QLD-DK
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To hwéng dan sir dung dwoe duyét
(IPL Aug2015/VN Jun 2017)

T& huéng din sir dung cip nhat
(Uperio SG IT_CDS Jul 2017/VN Dec 2018 V1.1)

Ly do thay déi

thong tuw nhin
01/2018/TT-BYT

%mqgi@@—wz KHA NANG LAI XE VA VAN HANH MAY
MOC

%mddzﬁw BENLEN KHA NANG LAI XE VA VAN HANH
MAY MOC

Trinh bay theo
quy dinh cla
théng tu nhin
01/2018/TT-BYT

F{l
S
g}

d_. ,___.x. cn:r _.__,_ms digu tri béno d.nﬂo va 1] mo\olam

Chuyén tir trén
xubng.

Uperio (¢ ché theo co ché tac dung méi cia chét tic ché thu thé
Tu%oﬁ:&n neprilysin (ARNI) béng céch tic ché déng thoi neprilysin

QUA LIEU i Sira lai theo thong
f 01/2018/TT-BYT

PAC TINH DUQC LUC HOC PAC TINH DUQC LUC HOC

Co ché tic dung (MOA)

13/22|Page

Fe s

e

N2\

27



=~

A VL ED

L10T Inf SAD
ugq ugryd A Sugo
BN wonsSu  na|
op oayy 1gqu dgdo

lonu
SuBp  IE]  1QIA

ebedlzzmt

39U SUQILY 1) Ushl Yugy N] 5UEp UpU

USTA JUD 0gq oUBp 980 5U04] UBLES[EA UDY OBD SUND By Yuis yul 09

OLI3d[] SUOI] UBHES[E A, "%ET BA %09 < Sun Swon) yuij 99n UgLes[eA
A [L3IqNoES N0 SUQn SUQNp 10p 194N} SUAD P YuIS "018 ] BA QIS
Z ‘018 ¢ nes Sun Suom Suom Hob:_ Suon yulp Op SuQu 1Ep AZU Jyd
298] "UBMES[RA BA ﬁ:hﬁsoﬁ% quey) 2oy 5%2,3 20np op
nes Azu 1Yo ‘[Laiqnoes Suoyd reis ousdp ¢ Sugn Suonp Sunp 1y neg

ayy dgg

OOH DNO@ J0NJ HNIL OV@&

"(ONVS YT THaNSEE NVOL NV NdI1.0d
ORI WoX) Q1 3919 20Np BNyd udly Azu enb 1% BNo Sues wrg| BIySu A

£e=F 207 on[ 20Np SUAP 3BT

"uBLIEsS|BA L0q ] UISUSjOISUR BNO 1] J8q SUNp 98] Loy Sugp

2yo on Sunp og} gA (IN) sepuded onamigeu nyu wisATudsu 10q Any
upyd iq pudad oeo Op SuQu 3up) we[ TE[NIqNOTSAESDET Op B Wi
Ans ugyu yusq usn ouadp) OO UEY) usX SUTIP OF] BA UORUI W UQI
onoqe enb nJry ueiresiea eno (11V) 1 dA [f uisusjoiSue I AL YO
oM Y989 SUEq 2A [LIQUOES 20NY} UL B1O YUl 3204 00 BOY 5%:5 A
B[ - 18 _bmn:ummwwwwmm enb Suomq (JaN ¢ ‘quiy Sunn ssepndadopus)
uisATidsu 1oy) Sugp 2yo on yoeo Sueq (INYV) wsAjudou uisusjorSue
Y3 Ayl Yo on umno .w_du 0w mS.:u, 9%} QU2 00 093 YO On ouedn

{VOFD Suip 283 940 0D

WIS fiS 00 NP 2JA "UB0Y UETy SuUon uBHEs[eA BA 2590 d T TLIqnoes
B0O 9P SUQU ugp Suws we| upn 21ySu £ 92 Suony yup BuQuy ug o1
194 Suno ouiadn) Sunp ng "Ug] 9°1 Suzs £$90 9T AN yon 1py Suoy s
013319 oBY An] Yon SuQUY UBMES[RA BA [LIIQNOES ‘YUip uo reyy Suen
O "Ae3u ¢ Suoa Suon yuip uQ reyy Suen Jep uees|zA 2A £CODET
‘luiqnoes eno Op Sugu n»mnEmm_ fey ouwed() ngl Sunp P nes

"%ET BA %09 < Sun Suon) yup oon
UZLIES[EA BA [LOIQNOES 2O SUQn ocbbw 10p 394Ny Surip gy yuig "QI8
1 BA 015 7 ‘015 ¢ nes Sun Suony Suory 19Any Suoxn yuip op SuQu
1ep A2U 12YD 920 "UBMES[RA BA £690FT YUBY BOY ugAnyo 20np op
nes Agu Jeuo ‘[L3iqnoes Suoyd 1218 ouadn) “Sugn Sugnp Sunp 1y neg

nyg degy

(1) 20 Sagp a06a(

(ONYS WY'T NFLL NYOL NV NdI7 Qd
OfW WeX) QI 321q 9ONP BOYD ULY Aeu enb pu;m 200 SUBS we| vlysu A

(@) 20y anf o6np Suhp o8]

"UBLIBSTRA LOG J] UISUSJOISUR BN 10]
12q Sunp g} LOU) SuQp Qud on Sunp ov1 BA (N) sepidad onauniyeu
nyu ursATudsu 10q Any ugyd iq pndad 585 Op SuQu Sugy urg[ £590d]
Op ¥ W AnS UBYU Yudq Uk OLed[) BNO UBY: USD SURD JEI BA YoRW
wn ugn o1 oq enb nary "uspes(eA o (11V) [ dA T wsusjoiSue
Y Y3 QUD OR YO SULQ BA [LUIGNOBS 90NYY UST BOO YUL 120Y 90 BOY
ugAnyo Teyo e[ -£560dT #nb Suoy) (AN ‘yun Sunxy asepndedopus)

10p A6} op 4]

(I'TA 810T 990 NA/LIOZ Inf SAD LI OF ousdn)
yequ dg> Suip ns ugp suony QL

(L10T unf NA/S10Z80Y TdD
jeAup 20np SUNP IS WP Suony 9,




Tt huéng din si dung diroc duyét
(IPL Aug2015/VN Jun 2017)

T& hudng din sir dung cp nhat
(Uperio_ SG _IT CDS Jul 2017/VN Dec 2018 V1.1)

néng d6 ciia valsartan trong tudn hoan khi ding Uperio cuing vdi thirc
&n, viéc giam nay khong kém theo viée giam téc dung diéu tri trén

1&m sang. Do d6, Uperio ¢6 thé ding ciing hogc khong ciing véi thie
an.

Phin bd

Uperio lién két manh v&i protein huyét trong (94% - 97%). Qua so
sanh néng db trong ?QS tuong va trong dich nio tiy, CwOmmq qua
hang rdo mau nfo vdi mirc ¢ han ché (0,28%). Uperio c6 thé tich
phan b4 biéu kién dao déng tir 75L dén 103 L.

Chuyén héz sinh hoe/Chuyén héa

Sacubitril d& nr;%nm thanh LBQ657 bdi cic men esterase; LBQ657
sau d6 khong duorc tiép tuc ogu\nn héa véi mitc 46 dang ké. Valsartan
dugc orcuds héa & mirc &6 t61 thiéu, chi khoang 20% lidu duoc tim
thiy duéi dang chit nr:%mu héa. Chét chuyén héa dang hydroxyl héa
dugc xdc dinh & néng do Em@ trong ?.Qam tuong (<10%). Do
sacubitril va valsartan it chuyén héa qua trung gian CYP450, sir dung
dong thoi thude nay véi cdc loai thube tic dong trén hé CYP450
_&o:m g8y anh hudng dén duoc dong hoc cia thude.

Thai trir

Sau khi %Em dudng udng, 52%-68% sacubitril (chi: %mc du¢i dang
LBQ657) va wrowzm _m.x. valsartan va cdc chat o:c%n: héa ctia né
dugc thai trir qua nude tidu; 37%-48% sacubitril (chu yéu dudi dang
LBQ657) va 86% valsartan va céc chat chuyén héa cia né thai trir
qua phén.

Sau khi ding liéu Uperio hai lan/ngay, Ewdq dd clia sacubitril,

ﬂw@mﬂmmocwaz_mﬁ va valsartan dat trang théi 6n dinh trong vong 3
ngzy. O trang thai 6n dinh, sacubitril va valsartan khéng tich _:w khac
biét 16 rét, trong khi tich liy LBQ65Zsacubitrilat ting 1,6 lan. Sir dung
Uperio cling v6i thic #n khong anh hudng ¢ y nghia trén 14m sang
man néng dd cia sacubitril, Ww.@mmhwmocw_ﬁ_mr va <mHmmnmu trong
tudn hoan. Mic dit ¢6 su giam néng d9 clia valsartan trong tudn hoan
khi ding Uperio cling vdi thitc #n, viéc giam nay khong kém theo viée
giam tac dung diéu tri trén 1am sang. Do d6, Uperio c6 thé ding cling
hozc khéng clng véi thire dn.

Phan b

Uperio lién két manh véi protein huyét tuong (94% - 97%). Qua so
sénh néng do trong huyét tuong va trong dich ndo tay,
LBQ657sacubitrilat  qua hang rao mau ndo véi mirc &6 han ché
(0,28%). Uperio ¢4 thé tich phan bd bifu kién dao déng tir 75L dén
103 L.

Chuyén héa sinh hoe/Chuyén héa

Sacubitril d& chuyén thanh LBQ657sacubitrilat béi céc men esterase;
LBQé5Fsacubitrilat sau d6 khéng duoc tiép tuc &Euan héa véi mire
do dang ké. Valsartan dugc chuyén héa & mitc d6 téi thidu, chi khoang
20% ligu duoc tim thdy duéi dang nrmﬁ chuyén hoa. Chit nw:u\os hoéa
dang hydroxyl hoa duoc xéc mEb & ndng dd mem trong huyét tuong
(<10%). Do sacubitril va valsartan it chuyén héa qua trung gian
CYP450, sir dung dong thoi thudc nay voi céc loai thubc tac dong trén
hé CYP450 khong gy anh huéng mmﬂ duge déng hoc ctia thudc.

r

Ly do thay ddi
Viét lai dang
mudi
Sm”ﬂ lai dang
mudi
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T& hudéng din sir dung duwoc duyét
(IPL Aug2015/VN Jun 2017)

T& hwéng din sit dung c2p nhat
(Uperio_SG_IT_CDS Jul 2017/VN Dec 2018 V1.1)

Ly do thay déi

cao vdi protein huyét twong va do do khong duoge loai bé hidu qua
bang thim phan.

Suy giam chirc ning gan

O nhiing bénh nhan suy gan nhe dén trung binh, néng dd sacubitril
tang m.ao tht tr gip 1,5 wm: va 3,4 lan, LBQ657 téng gdp 1,5 lan va
1 m 1an, va valsartan ting gép 1,2 13n va 2,1 lan so véi cac dbi tuong
khée manh phtt hop. Tuy mrﬁn 6 nhitng bénh nhén suy gan nhe dén
trung binh, néng d6 LBQ657 tu do ting theo thi tr gép 1,47 lin va
3,08 1an, va ndng d6 valsartan tu do ting theo thw tur 12 1,09 14n va
2,20 lan so véi cac dbi tuong khoe manh phit hop. Uperio chua duoc
nghién ciru & nhitng bénh nhin suy gan ning, xo gan mat hodic  mat
(xem phin CHONG CHI DINH vz O>2T BAO VA THAN
TRONG).

Bénh nhi (dwéi 18 tudi)
Uperio khong nghién ciru trén bénh nhi.

Nhém ching tde

Duoc déng hoc cua Uperio (sacubitril, LBQ657 va valsartan) khong
¢o su khéc 92 giita céc chiing tdc va céc sro_.n dan tdc khac E.E:

(ngudi da tring, ngudi da den, ngudi chau A, Nhat Ban va cac nudc
khac).

Anh huéng ciia giéi tinh

Dugc ddng hoc ciia Uperio (sacubitril, LBQ657 va valsartan) khong

g su khac biét trén phu nir va nam giéi.

16n nhét tham gia vao nghién ctu PARADIGM-HF. Nong &6
valsartan twong tu & nhitng bénh nhén suy thén trung binh va ning so
vGi nhimg bénh nhén suy thén nhe. Chua ¢6 nghién ciu ndo duge
thuc hién & nhiing bénh nhin dang dugc thim phan. Tuy nhién,
wum.@wmhmmaggq__nﬂ va valsartan gin két cao véi protein huyét tuong
v& do d6 khong dugc loai bd hiéu qua bang thdm phan.

Suy gidgm chiic ning gan

] nhitng bénh HEm: suy gan nhe dén trung binh, souq do mmoz?d.:
qu theo thir tu gip 1,5 lan va 3.4 gm.mu LBQ657sacubitrilat ting gip

5 1an va 1 ,9 lan, va <m_mm.n.mm ting gép 1,2 14n va 2,1 l4n so véi om._.o
mop tuong khée manh phi hop. Tuy nhién, & nhitng bénh nhan suy gan
nhe mm: trung binh, néng d6 EBQE57sacubitrilat tr do ting theo thir
tr gép 1,47 lan va 3,08 _ms va néng d6 valsartan tu do ting theo thi
tur 1a 1,09 13n va 2,20 12n so véi céc dbi tuong khoée manh phi hop.
Uperio chua duge nghién ctiu & nhimg bénh nhén suy gan ning, X0
gan mét hodc & mét (xem phin CHONG CHI BINH va CANH BAO
VA THAN TRONG).

Bénh nki (duwoi 18 tuéi)
Uperio khéng nghién ciru trén bénh nhi.

Niom ciiiing tdc \\Y

Dugc déng hoc cita Uperio (sacubitril, Tw.mm%ﬂmmn:g‘:% V3
valsartan) khéng cé su khdc biét giita céc ching tdc va cdc nhom dén
tdc khac nhau (ngudi da tring, nguéi da den, ngudi chau A, Nhat Ban
va cac nudc khac).

Wi N
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T hudéng din sir dung duoc duydt
(IPL Aug2015/VN Jun 2017)

T& huéng din sir dung cip nhit
(Uperio SG IT CDS Jul 2017/VN Dec 2018 V1.1)

Ly do thay déi

e

Nghién citu PARAMOQUNT

Nghién ctu PARAMOUNT 14 mét nghién ctru 1am sang ngau nhién,
mu d6i trén bénh nhén cé phén sudt tong méu tAm thét trai > 45% so
sénh giita bénh nhan ding Uperio 200 mg (n=149) so véi valsartan
160 mg (n=152) hai lan/ngay. Nghién ciru d3 ching minh thuéc lim
giam ty 1€ NT pro-BNP 16n hon ¢6 y nghia théng ké tir lic ban déu
cho mmm tuan thir 12. T 18 giam NT-proBNP so v6i ban ddu tuong tur
& tufn thir 12 va 36 trong nhom bénh nhan duge diéu tri bing Uperio,

trong khi NT-proBNP giam tir tun 12 &n tuin 36 trong nhom bénh
nhén mﬁ: tri bang valsartan. Su giam ¢ ¥ nghia kich thude nhi trai,

bao gbm ca thé tich nhi trai (p=0,0069) va dudng kinh nhi trai
(p=0,0337) da dugc ghi nhan & tudn 36. Su cai thién c6 ¥ nghia théng
k& vé mic @ bénh theo NYHA d& duoc ghi nhan & tudn tha 36
(p=0,0488).

Thirl glan xulit hign tir vong dbu tidn do im mach hogc suy tim phl Thirl gian xui nién tr vong co bénh Bm mach trang nghidn clru
ahip vidn trong aehitn el PARADIGNHF PARADIGIHF
= 40

: § Fos
~ P Erataznl (4212 HR @5
i 2§ | _ Eremnithain 0780 (015, 0T
bt 4 Tén tharong mat (N=4757)
v% = 33 20
o a0 0000 33
E3 HR (= 4% 5
g2 °T I, 057 3=
H - g o
o m 00 S kol g WWE0 136D Ll 100 ] 50 20 oo WE 120
Time tnee ransarEaien (e Time tince rEndomTaTIan ars)
T, wrek Mo atesh N
B2 MD o ME ZF e B 0| e 8533w T oW @
w42 3 3 32 WD wp I @ | | meee S S0 W D W W W @
e
A
Nghién ctftu PARAMOUNT

Nghién cru PARAMOUNT 12 mét nghién citu 14m séng ngau nhién,
mu 661 trén bénh nhan c6 phéan suit tdng mau tim that trdi > 45% so
sénh gilra bénh nhan ding Uperio 200 mg. (n=149) so véi valsartan
160 mg (n=152) hai lin/ngay. Nghién ciru d4 chimg minh thudc [am
giam 1y 1é NT-gro-EF-proBNP Ién hon ¢6 ¥ nghia théng ké tir e
ban du cho mmb tuan thit 12. TY 1¢ gizm NT-proBNP so v6i ban du
tuong tu & tudn thir 12 va 36 trong nhém bénh nhén duge 9«: tri bing
C@n:o trong khi NT-proBNFP giam tir tudn 12 dén tuin 36 trong
nhém bénh nhin &mc tri bang valsartan. Su gidm cé ¥ nghia kich
thude nhi trai, bao gdm ca thé tich nhi trai (p=0,0069) va dudng kinh
nhitrai (p=0,0337) &2 duoc ghi nhan & tuan 36. St cai thign c¢d y nghia
théng ké vé& mitc d6 bénh theo NYHA d4 duoc ghi nhén & tudn tht 36
(p=0,0488).
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T& huéng dan siv dung dwoc duyét
(IPL Aug2015/VN Jun 2017)

T¢ huéng d2n sir dung cip nhit
(Uperio SG_IT_ CDS Jul 2017/VN Dec 2018 V1.1)

Ly do thay @i

muc Tuong tic
thude

BAO QUAN
Yéu nm:. bao quan: Bao quan ¢ nhiét d6 khéng qua 30°C. Tranh Am.
Gitr thude trong bao bi gée.

Uperio phai dé xa tim tay v tdm nhin ciia tré em.

BIEU KIEN BAO QUAN

A

2n:-Bao quén ¢ nhiét 49 khong qua 30°C. Tranh Am.

Gitt thudc trong bao bi gée.

Chuyén ndi dung
canh bdo 1én diu
o HDSD

QUY CACH PONG GOI

HUONG DAN SU' DUNG VA THAO TAC

Khéng 4p dung.

Chuyén 1én muc
Liéuding va cach
ding

TIEU CHUAN CHAT LUONG

TCCS.

B sung theo quy
dinh tai théng tu
01/2018/TT-BYT
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!, NOVARTIS

Date: 10/04/2024

Confirmation letter

We hereby confirm the attached Viethamese Pl is the final full P approved by DAV or self-
updated as DAV request for your further use. The English P, corresponding to the approved
Vietnamese PI, is controlled and attached by RA in this file for your reference only.

Product

Uperio 50mg, Uperio 100mg, Uperio 200mg

Strength, dosage form

Film-coated tablet

Manufacturing site

Bulk manufacturer: Novartis Singapore Pharmaceutical

Manufacturing Pte. Ltd., Singapore
Packager and batch releaser: Novartis Farma SpA, ltaly

Registration number

VN3-50-18, VN3-48-18 and VN3-49-18

Version Uperio_SG_IT_ US PI Feb2021_V2
Date of DAV approval / DAV | 28-Mar-2024
request (for self-update)
Note NA
RA QA
Slnh Digitally signed by N E,T:s:: ﬁyugfnguﬁn
N Sinh Nguyen Thi goc il
guyen Date: 2024.04.10 Ng uyen Thi T oo
Reason: | hava reviswsd Ih's leller

Th i 17:42:59 +07'00'

Date: 2024.04.17 17:13:51 +07°00°






!> NOVARTIS

4056 Basel
Switzerland

KINH GUT: CO QUAN LIEN QUAN
TO WHOM IT MAY CONCERN

THU UY QUYEN
LETTER OF AUTHORIZATION

Novartis Pharma Services AG, mot cong ty duge thanh 14p theo phap ludt ctia Thuy Si, ¢6 dia
chi tai Lichtstrasse 35, 4056 Basel, Thyy ST (“Novartis™), tai day iy quyén cho:

Novartis Pharma Services AG, a company incorporated in accordance with the laws of
Switzerland, located at Lichtstrasse 35, 4056 Basel, Switzerland (“Novartis”), hereby
authorize:

Cm}g ty TNHH Novartis Vi¢t Nam, mt cong ty duge thanh 14p theo hap Iudt cta Viét Nam,
Glay Ching nhédn Ding ky Doanh nghigp s6 0315531029 duge cip 1An ddu ngay 27 thang 2
ndm 2019 béi, Sé Ké hoach va Pau tw Tp. HS Chi Minh, ¢6 dia chi tai Phong 1001, Liu 10
anﬁe’ﬁ Towet] 724 74 duong Nguyén Thi Minh Khai, Phudng V6 Thi Séu, Quén 3, Thénh phd

H& Chi Minh, Viét Nam (“Novartis Viét Nam”), th?uc hién cAc hoat ddng sau ddy:
» ANTZL
Novartis Vietnam Co., Ltd, a company t(zcorpor«’::ted in accordance with the laws of

Vietnam, Enterprise Registration Certifi cate/No. 0;}1 3531029 by the Department of Planning
and Investment of Ho Chi Minh City, initial'is$ued on, Q%Feb 2019 located at Unit 1001, 10"
Floor, Centec Tower, 72 - 74 Nguyen Tlu {\/ﬁtﬁr f(h&}; St} \ Vo Thi Sau Ward, Dist. 3, Ho
Chi Minh City, Vietnam (“Novartis V:emam ), to conduct the Jollowing activities:

(a) dimg ten va ndp hd so dé nghi x4c nhan néifd’ung Ihong tin, quang cdo thude dbi véi cae
san pham do Novartis dang ki luu hanh tai Viét Nam (“Sin phim”), tal céc co quan
thdm quyén ta1 Viét Nam, bao gdm nhung khéng gi6i han boi B Y t€, Cuc Quan ly
Durge, S& Y € hojic cée co quan khéc theo quy dinh ciia phdp ludt Viét Nam;

to be the applicant on, and submit the application dossiers for certification of the drug
information, drug advertising for the products registered by Novartis in Vietnam
(“Products”) at the relevant authorities in Vietnam, including but not limited to the
Ministry of Health, Drug Administration of Vietnam, the Department of Health or other
relevant authorities as required by the laws of Vietnam;

(b)  sirdung céc tai liéu thong tin thude duge ¢p cho Novartis véfhoéc van phong dai dién
ctia Novartis tai Tp. Hd Chi Minh cho dén khi dugc cdp gidy x4c nhdn ndi dung thong
tin thubc cho Novartis Viét Nam;

to use the drug information materials approved for Novartis and/or the Representative
Office of Novartis in Ho Chi Minh City, until new certification of drug information of
the Products is issued under name of Novartis Vietnam;




(c) thyre hién cac hoat ddng théng tin thubc lién quan dén cic San Phdm phtt hop véi céce
quy dinh cia phéap ludt Viét Nam;

ta performi drug information for Products in accordance with the laws of Vietnam;

Thu ty quyen nay s& c6 hidu lue ké tir ngay ky va vAn con hiéu lwe cho dén hét ngay 31/12/2024
trir khi bi chdm dit sém hon theo thong bao ctia Novartis,

This Letter of Authorization shall be effective from the date of signing below and remain fully
valid until the end of 31 December 2024 unless earlier terminated in written by Novartis.

Thu UX Quyén ndy va tit ca cdc van d& lién quan, s& dugc didu chinh theo phép luat Viét Nam,
Bén Tiéng Anh s& duoc wu tién ap dyng

This Letter of Authorization shall, in all respects be subject to, and interpreted in accordance
with the laws of Vietnam. Only the English version shall prevail.

Novartis Pharma Services AG

Béi/ By: ‘;\)//‘—

Tén ddy db/ Full gggigagLook
Bualness Pariner

Chirc vy/ TitAigvatia Prexma
Ngay/ Date: 3 1 JAN 2023

Page 2 of 2
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ATTESTATION

I, the undersigned Civil Law Notary of Basel, Switzerland, Dr. Matthias Staehelin, certify
herewith that the signatures attached heretofore are the genuine signatures of Ms. Yee
Ying Lock, Singaporean citizen, residing in Basel, Switzerland; and of Ms. Chantale
Mattar, Lebanese citizen, residing In Delémont, Switzerland; both acting for Novartis
Pharma Services AG, in Basel, Switzerland, both as authorized signatories, both with

joint signature.

The authenticity of the signatures was established by means of comparison.

BASEL, Switzerland, this 2" (second) day of February 2023 (two thousand and twenty-
three)

N W Sradney, N

Dr. M. Staehelin

Notar

Leg.Prot.Nr. ,“ Z /2023

Legalisation

we hereby certify that the signature of Mr/Mrs
Dr. iur. Matthias Staehelin

Notary Public

is genuine.

No. 245163

tax: CHF 15.00

Basel, 02.02.2023

LEGALISATION QFFICE OF THE
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BAT SU QUAN VJEI‘ NAM TAI THUY S¥
FMBASSY OF VIET NAM IN SWIZERLAND

CHUNG NHAN / HOP PHAP HOA LANH Sy
CONSULAR AUTHENTICATION

L. Quéc gia: Viét Nam
Cauntry
Gidy to, tai lidu ndy

This public document

2. do Ong (Ba): Stephan Schefer ky
has been signed by

3. v6i chic danh:
acting in the capac:ty of

4.vacondducoa: Vin phong Bang Basel - City

bears the seal/stamnp of

duge chitag nhan / hgp phap hod lnh sy
Certified

5.tai:  BERN 6. ngdy 09/02/2023

at tho
7. Cor quan cép: Embassy of Viet Nam in Switzerland

8. So 02/39/CNLS/HPHLS

Ky tén va déng ddv
Signature and seal/stamp
TL. DAL SU
e w’mv THU NHAT
\

A
Kl Sy s

TIfi Phwong

Ngav: 26 05~ 2[]?15

TRINH HUYNH LIEM KT



