VAN BAN PEN DIEN TU
S47045 Ngay 13/08/2024

CONG TY TNHH CONG HOA XA HQI CHU NGHIA VIET NAM
DUQC PHAM U.N.I VIET NAM Pic lap - Tw do - Hanh phiic
$6: 201/2024/CV-UNI
V/v cap nhét s0 déng ky thudce Ha N¢i, ngay 05 thang 8 nam 2024
tring thau Cordaflex

Kinh givi: SO Y TE NINH THUAN

Trude tién, Cong ty TNHH Duogc phdm U.N.I Viét Nam xin tran thanh cam on sy
hop tac cta quy Sé trong thoi gian qua.

Chung t6i 12 nha thau da tring thiu theo Quyét dinh s6 08/QP-SYT ngay 05 thing
01 ndm 2024 ciia Giam dbc S¢ Y té Ninh Thuan vé& viéc phé duyét két qua lya chon nha
thau gbi s6 01: géi thiu Thubc Generic va véic xin nim 2023.

Thong tin chi tiét thudc tring thiu nhu sau:

S X . X Nong | ookiH | B | Cososanxuht | QW A | 5o
Mi Tén Tén hoat do, B dimg . Dang bao .
T | han thub chit | ham | DO#C¢ | pyg; | - Nwécsin ché, Pim v
T g ¢ GPNK xufit * PUIE | tinh
luong tho) dung
Egis | Hop 6 vix 10
VN- 48 Pharmaceuticals vién; Vién
1 | G10945 | Cordaflex | Nifedipine | 20mg | 14666- thén Private Limited | nén bao phim | Vién
12 g compamy - giai phéng
1- Hungary ‘ cham; Ubng

Hién nay, do thuc hién thi tuc dang ky lai, thudc Cordaflex trén da duge Cuc quan
Iy Duoc - B Y té cép lai s§ dang ky luu hanh mai la: VN-23124-22; Tubi tho: 60 théng.

Céc thong tin khic vé san phdm khéng thay dbi.

Cén ¢t cac quy dinh hién hanh, ching ti 1am cong vin nay bdo cdo dé quy S&
biét.

Chiing t6i xin giti kém theo céng vin niy toan bd hd so san phim theo sé ding ky
méi di duge co quan ¢6 thim quyén phé duyét.

Kinh d nghi quy S& xem xét, huéng din nha thau thyc hién cac tha tuc lién quan
theo dung quy dinh.

Tréan trong./.

Noi nhin:
- Nhu trén;
- LuuHC.

U.N.I

VIET NAM /&

GlAEII pbcC 9
DS. NGUYEN MINH HAI



BOY TE CONG HOA XA HOI CHU NGHIA VIET NAM
CUC QUAN LY DUQC Péc lap - Tw do - Hanh phic

Sb: 572 /QD-QLD Ha Ngi, ngay23 thdngo9nam 2022
QUYET PINH

Vé viée ban hanh danh muc 54 thudc nuée ngoai
dugc clip, gia han gidy diing ky luu hanh tai Viét Nam - Dot 109 b6 sung

CUC TRUONG CUC QUAN LY DUQC
Cén cir Ludt Dwoc s6 105/2016/QH13 ngay 06/4/2016;

Can cir Nghi dinh s6 75/2017/ND-CP ngay 20/6/2017 cua Chinh phu quy
dinh chitc nang, nhiém vu, quyen han va co cdu t6 chire ciia BS Y té;

Can cir Quyét dinh s6 7868/0D-BYT ngay 28/]2/20]8 cua Bo truong Bo Y
té quy dinh chirc nang, nhiém v, quyén han va co céu 16 chikc ciia Cuc Qudn Iy
Dugc thude B6 Y té;

Can cir Théng tw s6 32/2018/TT-BYT ngdy 12/11/2018 cia B¢ truéng Bo Y
té quy dinh viéc dang ky lheu hanh thudc, nguyén liéu lam thuée;

Can cir Thong tu $6 29/2020/TT-BYT ngay 31/12/2020 cua Bo truong Bo Y
18 sira d6i, bo sung va bai bé mét 6 vin ban quy pham phdp ludt do B¢ trudng
Bo Y té ban hanh, lién tich ban hdnh;

Can cir ¥ kién ciia Hpi dong tw van cap gidy dang ky luu hdnh thube,
nguyén liéu lam thudc - Bo Y té;

Theo dé nghi ciia Trucng phong Pang ky thuoc - Cuc Qudn Iy Duoc.
QUYET DINH:

Diéu 1. Ban haoh kém theo Quyét dinh ndy danh muc 54 thudc nudc
ngoai dugc cép, gia han gidy ding ky luu hanh tai Viét Nam - Dot 109 b sung,
bao gdm:

1. Danh muc 41 thubc nuéc ngoai duge cip gidy ding ky luu hanh hi¢u
lge 05 ndm - Dot 109 bd sung (tai Phy luc I kém theo). Céc thube tai Danh muc
nay 6 sé ding ky véi ky hiéu VN-...-22 va hiéu lyc 05 ndm ké tir ngay ky ban
hanh Quyét dinh nay.

2. Danh muc 06 thudc nuéc ngoai duge cap gidy ding ky Ivu hanh hiéu
lyc 03 ndm - Dot 109 b6 sung (tai Phu luc II kém theo). Cac thudc tai Danh muc
nay c6 sé ding ky véi ky hiéu VN3-...-22 va hi¢u luc 03 nam ké tir ngay ky ban
hanh Quyét dinh nay.

3. Danh muc 07 thudc nudc ngoai dugce gia han gidy dang ky luu hanh tai
Viét Nam - Pot 109 bb sung (tai Phy Iyc I kem theo). Cac thudc tai Danh muyc
nay dwgc gilt nguyén thong tin s6 dang ky da cAp va co6 hiéu lyc 05 ndm ké tur
ngay ky ban hanh Quyét dinh nay.

Pidu 2. Co s& san xuit va co s& ding ky thude 6 trach nhiém:
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1. Cung cap thubc vao Viét Nam theo dang cac hd so tai liéu di dang ky
v6i BO Y té va phai in hodc dan sb ding ky duoc Bo Y té cip 1én nhin thude.

2. Chép hanh diy du phap luét ciia nudc CHXHCN Viét Nam va cac quy
dinh ctia B Y té vé nhap khau thudc va Iuu hanh thudc tai Viét Nam, néu ¢ bat
ctr thay d6i gi trong qua trinh luu hanh thube ¢ nude s& tai va & Viét Nam thi
phéi bdo cdo ngay cho Cuc Quén Iy Dugc - B§ Y té Viét Nam.

3. Thyc hién viéc cép nhét ticu chudn chit lwong cia thude theo quy dinh
tai Thong tu s6 11/2018/TT-BYT ngay 04/5/2018 cua Bo trudng Bo Y té quy
dinh vé chat lwong thube, nguyén liéu 1am thude.

4. Cap nhat nhin thubc va to hudng din sir dung thude theo quy dinh tai
Théong tu 01/2018/TT-BYT ngay 18/01/2018 cta BO truéng Bo Y té quy dinh
ghi nhan thudc, nguyén li¢u lam thude va to hudng din st dung thude theo hinh
thitc thay d6i, bo sung gidy ding ky lwu hanh thudc quy dinh tai Thong tu
32/2018/TT-BYT ngay 12/11/2018 ctia B trudng B6 Y t& dbi voi thube chua
cap nhat noi dung nhan thudc, to huéng din st dung thudc theo quy dinh tai
Théng tr 01/2018/TT-BYT ngay 18/01/2018 ciia Bo trudng Bo Y té, cu thé nhu
sau:

a) Déi véi thube thude danh muc thude doc va nguyén lidu doc lam thude
theo quy dinh tai Thong tu 06/2017/TT-BYT ngay 03/5/2017 cua Bo truong BO
Y té vé& viéc ban hanh danh muc thude doc va nguyén liéu doc [am thude: chi
dugce luu hanh sau khi duge Cuc Quan 1y Dugc phé duyét ndi dung cap nhét
nay.

b) Pdi v6i cac thube khac phai thyc hién vide cip nhat nay trong thoi han
06 thang ké tir ngdy duoc cip, gia han gidy dang ky luu hanh.

5. Sau 06 thang ké tir ngay ky ban hanh Quyét dinh nay, cac thudc duoc
gia han glay déng ky luu hanh tai Phy lyc IIT ¢6 thay dbi vé noi dung hanh chinh
(bao gom cd mau nhdn va to hwéng ddin sie dung) phai nhép khau, lwu hanh véi
cac ndi dung da duoc phé duyét thay ddi trong hd so ding ky gia han.

6. Phdi hop vai cac co sé diéu tri dé thuc hién theo dung cac quy dinh
hién hanh v& thudc ké don, theo ddi an toan, hicu qua, tac dung khong mong
mubn cta thude trén ngudi Viét Nam va tdng hop, bao céo theo quy dinh tai
Diéu 5 Thong tu s6 32/2018/TT-BYT ngay 12/11/2018 ctia Bo truéng Bo Y té
quy dinh viéc ding ky lwu hanh thube, nguyén licu lam thudc ddi véi cac thube
thuéc Danh muc tai Phu luc II ban hanh kém theo Quyét dinh nay (cac ) dang
ky véi ky hiéu VN3-...-22).

7. Co s& dang ky phai dam bao duy tri diéu kién hoat dong ctia co s& dang
ky trong thdi gian hiéu luc cia gidy ding ky luu hanh thude, nguyén liéu 1am
thubc. Trong truong hop khéng con dép tmg da diéu kién hoat déng, co sé ding
ky phai co6 trach nhiém thuc hién thay ddi co s dang ky theo quy dinh tai Thong
tw 6 32/2018/TT-BYT ngay 12/11/2018 cta Bo truong Bo Y té trong thoi han
30 ngay ké tir ngdy co so dang ky khong con du diéu kién hoat dong.



8. Co so dang ky thuoc phai bdo cdao Bo Y t& vé& cap nhat tinh trang dap
tng Thuc hanh tt san xuat cla co 8O san xuét thude, nguyén Jiéu lam thude.
Trudng hop co so san xut bi thu hdi gidy phép san xuét hodc khong dap tng
Thuc hanh tdt san xuét thubc, nguyén lidu lam thubc & nuéce sé tai, co s& phai
thuc hién viée bao cao trong thoi han 15 ngay ké tir ngay c6 théng bao cua co
quan qudan ly ¢o tham quyén nudc so tai theo quy dinh tai diédm d khoan 1 Piéu
100 Nghi dinh sb 54/2017/ND-CP ngay 08/5/2017 ctia Chinh pht quy dinh chi
tiét mot sd diéu va bién phép thi hanh Luét Dugc.

Pidu 3. Quyét dinh ¢6 hiéu lyc ké tir ngdy ky ban hanh.

. Pitu 4. Giam dbc S& Y té céc tinh, thanh phd truc thude trung uong, giam
dbc nha san xuat va co s ding ky c6 thude tai Piéu 1 chiu trach nhiém thi hanh
Quyét dinh nay./.

Noi nhin:
- Nhu Piéu 4;

- Q. BO trudng (dé ble); J :
- TTr. D6 Xuan Tuyén (de b/c); ?“ i ”-Z‘% M B
-Cyc Quan 'Y - Bo Qudc phong, Cuc Y té - Bo Cong A\A DUG k%x sl
an; Cuc Y t¢ GTVT - Bd Giao thong van tai; Tong \\ N
Cuc Hai quan - B¢ Tai chinh; \\’
- Béo hiém X hgi Viét Nam; A .
- Bb Y t& Vu PC, Cuc QLYDCT, Cuc QLKCB, Vu Tuan Cwong
Thanh tra Bo.

- Vién KN thubc TU, Vién KN thudc TP. HCM;

- Téng Cong ty Dugc VN; Cac Céng ty XNK dugc
pham;

- Cac Bénh vién & Vién co giudng bénh truc thude
BYT;

- Céc phong Cuc QLD: QLGT, QLKDD, QLCLT,
PCTTra, VP Cuc; Website Cuc QLD.

- Luu: VT, BKT (10D).

| ﬁ;ngC TRUONG



Phu luc 1

DANH MUC 41 THUOC NUOGC NGOAI DPUQC CAP GIAY PANG KY LUU HANH
TAI VIET NAM HIEU LUC 5 NAM - POT 109 BO SUNG

(Ban hanh kém theo quyét dinh s6: ..372...../OB-QLD, ngdy 23./09./2022 ciia Cuc Qudn Iy Dugc)

1. Cong ty ding ky: AR TRADEX Private Limited (P/c: Unit No. 11 Block H, Wegmans Prinston Plaza,
Sector 18, Rohini, North West Delhi 110089 - India)

1.1 Nha sin xuét: Zim Laboratories Limited (D/c: B-21/22, MIDC Area, Kalmeshwar, Nagpur 441501,
Maharashtra State - India)

STT

Tén thube

Hoat chét chinh -
Ham legng

Walasa 80

Telmisartan 80mg

Dang ?ﬁo Tubi Tiél} Quy cich sé diing ky
ché tho | chuan dong goi
Vién nén 36 |USP |Hop 3vix 10 VN-23101-22
thang |43 vién

2. Cong ty dang ky: Aspen Pharmacare Australia Pty Ltd. (D/c. 34-36 Chandos St, St Leonards, NSW 2065

- Australia)

2.1 Nha san xuét: Ever Pharma Jena GmbH (D/c: Otto-Schott-Str.15, 07745 Jena - Germany)
Co s& dong goi thir cip: Ever Pharma Jena GmbH (B/c: Brusseler Str. 18, 07747 Jena, Germany)

STT

Tén thuoc

Deca-Durabolin

Hoat chét chinh -
Ham lrgng

Nandrolone decanoate
S50mg/ml

Dang bao
ché
Dung dich
tiém dau

Tuoi
tho
36

thang

Tiéu
chuan

NSX

Quy cach
dong goi
Hop 1 6ng 1 ml

S6 ding ky

VN-23102-22

3. Cong ty dang ky: AstraZeneca Singapore Pte., Ltd. (P/c: 10, Kallang Avenue #12-10 Aperia, Singapore
339510 - Singapore)

3.1 Nha sin xuit: AstraZeneca AB (D/c: Gartunavagen, SE-15185 Sodertalje - Sweden)

STT Tén thube Hoat ‘chﬁt chinh - Dang Pz‘to Tudi Tieil Ql’ly cac’l.l $6 diing ky
Ham lrong ché tho | chuin dong goi
3 |Brilinta Ticagrelor 60 mg Vién nén bao | 36 |[NSX |Hop 6 vix10 VN-23103-22
phim thang vién

Trang 1



16. Cong ty ding ky: Cong ty TNHH TM DP Déng Phwong (D/c: 119, Puong s6 41, Phwong Tén Quy,
Quén 7, Tp. 116 Chi Minh - Viét Nam)
16.1 Nha san xuit: Aurochem Pharmaceuticals ()Pvt.Ltd. (D/c: 58 Palghar Taluka Industrial Co-Op.
Estate Ltd. Palghar-401 404, Dist: Thane - India)

Tén thuoc

Sartinlo 25

2 A e _ < T Ae T . )
Hoat chat chinh Dang Pao udi TleI} Quy cach $6 ding ky
Ham lugng che tho | chuén déng goi
Losartan kali 25mg | Vién nén bao | 36 [NSX |[Hop3vix 10 VN-23123-22
phim thang vién

17. Cong ty ding ky: Egis Pharmaceuticals Private Limited Company (B/c: 1106 Budapest, Kereszturi ut,

30-38 - Hungary)

17.1 Nha san xudt: Egis Pharmaceuticals Private Limited Company (D/c: 9900 Kormend, Matyas kiraly

ut, 65 - Hungary)

STT

24

25

Tén thuoc

Cordaflex

Kaldyﬁm

Hoat chit chinh -
Ham lugng

Nifedipine 20mg

Potasiume chloride
600mg

Dang bao
ché
Vién nén bao
phim giai
phong cham

Vién nang
phong thich
chim

Tubi
tho

60

48

thang

thang

Tiéu
chuén

NSX

NSX

Quy cach

doéng goi
Hop 6 vix 10
vién

Hop 1 lo 50 vién

$6 ding ky

VN-23124-22

18. Cong ty diing ky: Eli Lilly Export S.A. (B/c: 16 Chemin des Coquelicots, 1214 Vernier - Thuy S7)
18.1 Nha san xuit: Lilly del Caribe Inc. (P/c: 12.6 Km 65th Infantry Road, Carolina, 00985 - Puerto Rico)

Co s¢ déng goi so cip va thir clp; kiém soat chit lwong va xuit xuwéng 16: Lilly S.A. (D/c: Avda. de la
Industria 30, 28108, Alcobendas, Madrid - Spain)

STT

26

3 4t chinh - 5 Tudi ié q F - ,
Tén thude Hoat th chin Dang E)ao Tleil erxy cac’l.l Sé ding ky
Ham lwgng che tho | chuan dong goi
Cialis Tadalafil 5mg Vién nén bao | 36 [NSX [Hop2vix 14 VN-23126-22
phim thang vién

19. Cong ty ding ky: Korea United Pharm. Inc. (D/c: 25-23, Nojanggongdan-gil, Jeondong-myeon, Sejong-

si - Korea)

19.1 Nha san xuét: Korea United Pharm. Inc. (D/c: 25-23, Nojanggongdan-gil, Jeondong-myeon, Sejong-si

- Korea)

Trang 6
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b, Ky bui: Cuc Quan

gﬁﬁ% BV ié BOY TE CONG HOA XA HOI CHU NGHIA VIET NAM
2w U}C‘tﬁc QUAN LY DUQC Poc lap — Tw do — Hanh phic
Sé: 740 /QP-QLD Ha Ngi, ngdy 14 thang 11 ndm 2022
QUYET DINH
Vé viéc cong b6 Danh muc thudc ¢6 chirng minh
twong dwong sinh hoc Dot 30

CUC TRUGNG CUC QUAN LY DUQC
Cén cik Ludt Dugc s6 105/2016/QH13 ngay 06 thang 4 nam 2016;

Can cir Nghi dinh s6 75/201 7/NB CP ngay 20 thang 6 nam 2017 cia Chinh phi
quy dinh chitc nang, nhiém vu, quyen han va co céu t6 chirc ciia BY Y té;

Can cir Théng tie s6 08/2022/TT-BYT ngay 05 thang 9 nam 2022 cua B¢ truong
B6Y te quy dinh viéc ding ky lwu hanh thubc, nguyén liéu lam thudc;

Cin cie Thong tu s6 15/2019/TT-BYT ngay 11 thang 7 ndm 2019 cia B$ trudng
Bé Y té quy dinh viéc ddu thiu thudc tai cdc co sGy té cong ldp;

Can ciry kién ciia Hoi dong tu vén cap gzay ddang ky luu hanh thudc, nguyén lidu
lam thuoc B6 Y té;

Theo d@é nghi ciia Trudng phong Dang ky thuéc - Cuc Qudn ly Dugc.
QUYET DINH:

Pidu 1. Cong bd Danh muc 34 thudc c¢6 chirng minh twong duong sinh hoc Dot
30 tai Phu luc kém theo Quyét dinh nay.

Pidu 2. Quyét dinh nay co6 hiéu luc ké tir ngay ky ban hanh.

Pidu 3. Giam dbc So' Y té; Giam dbc bénh vién, vién cd glu:(mg bénh truc thudc
Bo Y t&; Giam ddc co sO san xudt thubc c6 thude dugc cong bé tai Didu 1 va Thu trudéng
céc don vi ¢ lién quan chiu trach nhi¢m thi hanh Quyét dinh nay./.

Noi nhén: KT CUC TRUO’N G
- Nhu Piéu 3; '

- B truéng Dao Héng Lan (aé b/c);

- Thit truong DS Xuén Tuyén (de blc);

- Cyc truong Vi Tuén Cuong (dé b/c);

- Bao hiém x4 hdi Viét Nam;

-Cuc Quény -Bd Quéc phong;

-CucY té - Bo Cong an;

- Cuc Y té giao thong van tai - B§ GTVT;
- B Y té: VPB, Cuc QLYDCT, Cyc QLKCB, Cuc Nguyén Thanh Lim
KHCNDT, Thanh tra B, Vu PC, Vu BHYT, Vu

KHTC;

~ Vién KN thubc TU, Vién KN thubc TP. HCM;

- Higp hoi Doanh nghi€p duge Viét Nam;

- Trung tdm mua sam tép trung thudc QG;

- Cuc QLD: P.QLKDD, P.QLCLT, P.PCCTra;

P.QLGT, VPC;

- Website ctia Cuc QLD;

- Luu: VT, KT (02 bén).
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Antie No.

Nifedipine 20 mg

CEUTICALS EGIS PHARMACEUTICALS
£D COMPANY  PRIVATE LIMITED COMPANY

P Cordaflex®
mg Nifedipine 20 mg

Cordaflex® . Cordaflex®
Nifedipine 20 mg

Artizie No.

CEUTICALS EGIS PHARMACEUTICALS
ED COMPANY  PRIVATE LIMITED COMPANY

P Cordaflex®
ng Nifedipine 20 mg

Nifedipine 20 mg

Asticls Ho,

UTICALS  EGIS PRARMACEUTICALS

EGIS PHARMACEUT!CAi.S' * " "EGIS PHARMACEUTICALS EGIS
PRIVATE LIMITED COMPANY  PRIVATE LIMITED COMPANY PRI\

Cordaflex®  Cordaflex®
Nifedipine 20 mg

Nifedipine 20 mg
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Nifedipine 20 mg
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E6IS PHARMACEUTY
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Nifedipine 20 mg -«
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Article Nr.

BE XA TAM YAY TRE EM

BOC KV HudNG DAN I
DUNG TRUGC KHI DUNG

R | .
THUGC KEDON

Cordaflex® ... -

Nifedipine 20 mg \

Hip 6 vix 1O vién nén
bao phim gidi phéng cham

Cordaflex®
Nifedipine 20 mg

Vién nén bao phim giai phong cham

Thanh phén hoat chit:

M vién nén bao phim gidi phéng chdm chita 20 mg nifedipine.

Chi dinh, céch ding, chdng chi dinh vé cac thing tin khic:

Xem wreng i hudng dfn sif dung thudc kém theo.

Bao quén: & nhigt 49 khdng qua 30°C,
Tibu chusn cht hrgng: TOCS
SBK: L
LR
Co sd sén xudt:
S
€5
EGIS PHARMACEUTICALS PRIVATE LIMITED COMPANY
Try s 1108 Budapest, Keresatdri 61 30-38., Hungary
Ahd méy: 9800 Karmend, Métyés kirdly o1 5., Hungary
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Rx

Cordaflex
Vién nén bao phim gidi phdng chdm Nifedipine 20 mg

PE xa tdm tay tré em.
Boc kj hudng dan st dyng trudc khi ddng.
Thudc nay chi ding theo don thudc.

Thanh phén céng thic thude:

Thanh phén hoat chét: MGi vién nén bao phim gidi phdng cham chita 20 mg nifedipine.

Thanh phén t dvge: Hydroxypropylcellulose, magnesium stearate, talc, polyacrylate dispersion 30 per cent, crosscarmellose
sodium, lactose monchydrate, microcrystalline cellulose, red iron oxide (E 172), black iron oxide {E 172), titanium dioxide
(E171), hypromellose.

Dang bao ché:

Vin nén bao phim giai phdng cham.

M t4 san pham:

Vién nén bao phim mau hoa ca, dang hat du lang, hai mét 181, md hay hoi bong, khdng sttt me hay cd tap co hoc.

Chi dinh:
Du phang con dau that ngyc 8n dinh man tinh.
Bidu tri tang huyét 4p mitc do nhe dén vira.

Lidu dung va cdch ding:
Ligu ding:
Ngudi Ién:

Dy phing con dau thét ngue 6 dinh man tinh:
Libu khdi ddu dugc khuyén céo khi dung Cordaflex 13 1 vién nén bao phim gidi phong cham Cordaflex ngay udng 2 Ian (2 x
20 mg). N&u can cd thé tang liéu tir 1 18n 2 vién nén bao phim gidi phang chdm ngay udng 2 Ian, tly theo titng bénh nhén.
Lidu nifedipine t6i da trong ngay 1a 80 mg (4 vién nén bao phim giai phong cham.

Biéy 1 tang huyét dp:

Lidu khdi du dugc khuyén céo khi ding Cordaflex 13 1 vién nén bao phim gidi phdng cham Cordaflex ngay ung 2 1an (2 x
20 mg). Néu cén ¢o theé tang lidu tr 1 1én 2 vién nén bao phim gidi phong cham ngay ubng 2 1an, tlly theo ting bgnh nhan.
Liéu nifedipine t6i da trong ngay 13 80 mg (4 vién nén bao phim giai phdng cham.

C4c dang bao ché nifedipine khéc:

Vién nén bao phim giéi phong cham Cordaflex khong tueng duong sinh hoc véi céc vien nén va vién nang nifedipine giai
phéng tdc thi va bénh nhan can dugc theo d6i can thén khi quyst dinh chuyén d6i t stt dung dang vién giai phong tdc thi
sang dang gidi phdng bién d6i hodc nguge lai.

Khi st dung dding thii vai cc chét e ché CYP 3A4 hodc cac chat gy cdm tng CYP 3A4 cd thé phai diéu chinh liéu
nifedipine hodc ngung khong st dung nifedipine {xem myc “Canh béo va than trong khi dung thuc”).

Thoy gian diév ti:

Khang han dinh thdi gian diéu tri.

Céc ddi twyng bénh nhan ddc biét:

Tré em:

P an toan va hibu qué cda nifedipine khi dling cho tré em dudi 18 twdi chua duge xéc dinh.

Cac dit lidu hién c6 vé viec st dung nifedipine trong digu i ting huyét 4p duge mb ta trong myc “Béc tinh duge lyc hoc”.
Bénh nhén suy gan:
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Nifedipine dugc chuy&n hoa ban d4u tai gan, do d6 bénh nhan bi suy gan nhe, vira hodc néng cén dugc theo ddi cdn than va
o0 thé cén diéu chinh liu cho phu hgp véi chic néng gan cla bénh nhén.

Duge dong hoc cua nifedipine chua duge nghién citu ¢ bénh nhan suy gan ndng {xem muyc “Canh bao vé than trong khi ding
thudc” va myc “Tuong tac, wong ky cla thudc”

Bénh nhén suy than:

Dya vao céc dit liéu duge dong hoc, khdng cén phai diéu chinh ligu nifedipine cho bénh nhén suy than.

Bénh mach méu ndo néng:

Bénh nhan mac bénh mach mau no néng cén duge cho lidu thap han (dang thuc cé ham lugng thap hon).

Ny giz ( >65 twdi):

Duge dong hoe cla nifedipine thay di ¢ ngudi cao tudi do d6 lidu nifedipine thap hon ciing c6 thé cho higu qué diéu trj thoa
dang.

Cdch ding:

Nén chia liéu hang ngay ra lam 2 1an, ubng céch nhau 12 gio, trudc bita an.

Phai udng nguyén vién nén bao phim giai phong cham - khdng dugc nhai vién thudc - véi mot it nuge, khdng nén ung thufic
clng nudc ép budi.

Chdng chi dinh:

- Qué man vdi thanh phén hoat chdt hodc vdi céc dihydropyridine khéac bi vi trén Iy thuyét ¢ th xdy ra phan tng
chéo hogc vdi batky thanh phan ta duge nao cla thudc duge liét k& trong myc “Thanh phén cong thic thudc”.

- Trong céc trutng hgp sdc tim mach, hep dong mach chd 16 rét wdn 13m sang, dau that ngyc khong on dinh, dang
hodc mdi bi nhdi mau co tim trong vong 4 tuan.
Khong ding thufic nay d# didu tri céc con dau that ngue cép.
Khéng dang thuc nay 68 dy phong thit ¢4p bénh nhdi mau ca tim.
Khang dugc dling dong thai vién nén bao phim gidi phong chém Cordaflex véi rifampicin vi c6 th khong dat dugc
nang do nifedipine c6 higu qué diéu tri do hién wgng cdm tng enzym {xem myc “Tuong téc, twong ky cla thudc”).

- Do an toan cia vién nén bao phim gidi phdng cham Cordaflex trong téng huyét &p &c tinh chua duge thigt I3p.

2

’\4;‘"‘ A

Cénh bdo va thén trgng khi diing thudc:

Nifedipine khong phai la mgt thudc chen beta va do do khong c6 t1éc dung bdo vé ching lai cac nguy hai khi nging thufic
chen beta dgt ngdt, viec ngling thudc chen beta nén dugc tién hanh bang céch giam liéu i i, Gt hon [ wén 8-10 ngdy.
Nifedipine ¢ thé duge ding phéi hop vdi céc thudc chen beta va cac thudc diéu tri tang huy8t 4p khéc, tuy nhién can luu ¥
dén kha nang téc dung hiép dong dén dén gidm huyét 4p t thé. Vién nén bao phim giai phdng cham Cordaflex 20 mg c¢6 thé
sé khdng ngén nglta cac tac dyng héi tng lai sau khi ngling liéu phap diéu tri tang huyét 4p khéc.

Boi khi da quan sat thay sy khdi phét cla suy tim khi st dyng thudic trong 1am sang. Can than trong v6i nhiing bénh nhén c6
dy 1t tim kém hodc nhing nguti dang diing liéu cao céc thudc chen beta.

Than trong khi dung thudc cho bénh nhan ¢6 huyét 4p rdt thap (ha huyét 4p néng vdi huyét &p tam thu dudi 90 mmHg).
Cang nhu céc thudc tac dong dén mach mau khéc, rdt hiém khi xdy ra con dau thit nguc khi bt ddu didu tri bang nifedipine.
Sy xuét hign cla nhoi mau co tim da duge md t trong mdt s6 trudng hop riéng biét, mac du khdng thé phan biét dugc bign
ofi nay vdi qué trinh ty nhién ca bénh Iy cd 0 trudc.

Khong nén diing nifedipine trong khi mang thai trir khi tinh trang 1am sang cla bénh nhan yéu cdu phai didu tri bang
nifedipine. Nifedipine nén danh cho phu nit ting huy&t 4p néng khéng dap dng véi trj liéu chuén (xem muc “St dyng thudc
cho phu nit c6 thai va cho con bd”). .
Nifedipine khdng dugc khuyén cdo diing trong thdi gian cho con bu vi nifedipine dugc tiét véo trong sita ngudi me va anh |
hugng cla viéc hap thu theo dudng udng mgt lugng nhd nifedipine ¢ wé b me chia duge biét (xem muc “St dung thudc cho
phy nii ¢6 thai va cho con ba”).

Can phai theo ddi huyét 4p chat ché khi dlng nifedipine cing véi magnesi sulphat tiém tinh mach do kha nang ¢6 thé gy ha
huyt &p qua mutc gy hai cho ¢a nguti me va thai nhi (xem muc “Si dyng thudc cho phy ni ¢ thai va cho con bu"). |
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C&n theo d6i can than & bénh nhan suy gidm chifc néng gan nhe, vira va ndng, va trong céc truding hop nang cd the pha
giam liéu. Duge dong hoc cla nifedipine chua dugc nghién cdu & bénh nhén suy gan ndng (xem myc “Liéu dung va céch
dung” va “Béc tinh dugc ddng hoc”). Do d6, nén than trong khi ding nifedipine & bénh nhén suy gan ndng.
Phi ngoai bién nhe dén trung binh thuting lign quan dén gidn ddng mach va khang do rdi logn chitc néng thét i, xdy ra 8
mdt trong 10 bénh nhan duge diéu tr béng nifedipine. Hign tigng phil nay xdy ra chil yéu & chi dudi va thudng dap dng v
ligu phép loi tiéu.
Nifedipine dugc chuyén hda qua hé thdng cytochrom P450 3A4. Do dd céc thufic dugc biét Ge ché hodc cam tng hé enzym
néy 6 thé lam thay ddi chuyén hoa ban déu hodc thanh thai cda nifedipine (xem myc "Tueng téc, wang ky cda thudc”)
C4c thudc dugc bidt 13 e ché hé thng cytochrom P450 3A4, vé do d6 cb thé lam tang ndng dd cla nifedipine trong huyét
1wong bao gom:
- Céc khang sinh nhém macrolide {vi dy erythromycin)

C4c thudc khéng HIV (e ché protease (vi dy ritonavir]

Céc thudc ching ndm azole (vi dy ketoconazol)

Céc thuic chdng tram cam, nefazodone va fluoxetine

Quinupristin / dalfopristin

Acid valproic

- Cimetidine

Khi dung ddng thii vi céc thudc nay, cAn theo d6i huy8t &p va néu cén thit, nén can nhac gidm ligu nifedipine (xem myc
"Tugng téc, twong ky cta thude").
B véi vigc st dung cho cac d6i tugng bénh nhan déc bigt, xem myc "Lidu dng va cach dung".
Téc dung ha huyét &p cla nifedipine tang 1én trong céc tinh trang giam luu lugng méu.
Khang can phai diéu chinh liu nifedipine ¢ bénh nhén mac bénh than. Sy gidm &p lyc dong mach phéi va gidm luu lugng
méu sau khi loc mau c6 thé 1am tang téc dyng cla thudc, do d6 nén dung liu thép hon.
Khi bt d4u didu tri bing nifedipine hodc khi tang lidu, hiém khi xdy ra dau ngyc (dau thét ngye do thiéu mau cyc by nghich
Iy) ngay sau khi udng thudc mét thdi gian ng&n. Ngung thudc néu cb mdi lién hé nhan qua gidta chiing dau ngyc va vige
udng thudc. "
Bénh nhan bj bénh dai thao dudng cén duge theo di chat ché khi diing nifedipine. E
Tranh diing d6 using cd cdn trong khi diing thudc.
Vién nén bao phim giai phéng cham Cordaflex 20 mg cd chita lactose. Khang diing thudc ndy cho céc bénh nhén cd nhiing
vén d8 hiém gap vé di truyén khign khdng dung nap dugc galactose, khdng dung nap lactose hodic kém hép thu glucose-
galactose.

Stt dung thudc cho phy n ¢6 thai va cho con bi:

Phu ni? ¢ thai:

Khong nén dung Cordaflex trong khi mang thai trlr khi tinh trang 14m sang cla nguti bénh cén thigt phai difu 1rj bang
nifedipine. Nifedipine nén danh cho phy ni tang huygt &p nang khdng dép dng véi 1 liu chuan {xem myc “Canh béo va
than trong khi dung thufic”).

Chura c6 céc nghién ctu ddy dd va c6 kiém sodt vé st dung thudc cho phu ni c6 thai.

C4c thong tin hign ¢6 chua dd dé loai trif céc téc dyng 6 hai ddi vi thai nhi va tré so sinh. Do d6, st dung thudc trong thai
ky dbi héi phai dénh gi4 lgi ich nguy co d6i vi ting ¢4 nhan mot cch cn thén va chi nén cén nhic st dung néu 14t ¢ céc
lya chon didu tri khac khding dugc chi dinh hodc khong dat hiéu qua.

Trong céc nghién cu rén ddng vat, nifedipine cd gdy dgc cho phdi, bio thai va gay quai thai (xem muyc “Dit liéu an toan tién
[am sang”).

Ti céc bang ching 1am sang hign cd, chua xéc dinh dugc cac nguy cg cy thé trude khi sinh. Mac du da cd bao céo sy gia
tang ngat khi sinh, md I&y thai cing nhu sinh non va thai cham phat trién trong & cung. Hién chua rd cac bdo céo nay la do
bénh tang huydt 4p nén, vigc digu tri bgnh hay do téc dung clia mot thudc cy thé nao.
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Phil phdi cp da dugc quan sét thdy khi st dung céc thudic chen kénh calci, bao gém c4c nifedipine khac, dé gidm co tht
trong thai ky (xem myc “Tac dung khdng mong mudn cua thudc”), dac biét rong trutng hop da thai (sinh ddi hodc nhiéu
han) theo duing tiém tinh mach va /hodc st dung ddng thoi cac chét chd van beta-2.

Phy nd cho con bu:

Nifedipine dugc tiét vao trong sita me. Nong do nifedipine trong sita me 13 gdn nhu twong duong véi ndng 9 trong huyét
thanh nguti me. B voi dang bao chd phong thich ttc thi, cd thé tri hodn cho con bi hodc vat sita 3-4 git sau khi uding
thudic d& giam mic phoi nhiém nifedipine d6i vdi tré nhd {xem myc "Canh béo va than rong khi ding thudc").

Anh hudng dén khd néng sinh sén:

Trong mt s6 trudng hgp thy tinh trong Gng nghiém, céc thudc chen kénh calci nhy nifedipine cd lién quan dén nhiing thay
doi sinh hda c6 hdi phuc & phén du cla tinh tring, cé thé dAn dén suy gidm chic nang cla tinh trling. 0 nhitng nam gidi
ndy cd nhiéu Ian khong thanh cng trong thy tinh bang dng nghigm, va khi chua tim dugc nguyén nhén 1 rang, céc thudc
ddi khéng calci nhu nifedipine c6 thé dugc can nhac 13 mat nguyén nhan.

Anh hudng cla thudc 18n kha ndng |4i xe va van hanh may mdc:

Céc phan ting véi thudc, khéc nhau vé cuing dg ¢ tng bénh nhan, oo thé 1am gidm kha ndng I4i xe hay vén hanh médy méc
(xem myc "Téc dung khdng mong mudn cda thudc”). Biéu nay ddc bit hay xdy ra khi bat ddu diéu i, khi thay ddi thudc va
khi dung thufic cing véi rugu.

Tuong tac, tueng Ky cua thudc:

Cdc thude anh hudng dén nifedjpine:

Nifedipine dugc chuy8n hod qua hé thing cytochrom P450 3A4, ¢6 & ca niém mac rugt va gan. Vi th nhiing thudc duge bit
hode c6 1éc dyng e ché hogc cam tng hé thing enzym nay co thé lam thay ddi bude chuyén héa du tién tai gan (sau khi
udng) hogc d§ thanh thai cla nifedipine {xem myc "Canh béo va than trong khi dung thudc").

Cén lu y dén muc d6 cding nhu thdi gian twong tac khi ding nifedipine cing vei céc loai thude sau ddy:  [B2—
Rifampicin:

Rifampicin géy cam ¢ng manh hé thing cytochrom PA50 3A4. Khi ding ddng thei vdi rifampicin, sinh kha dung cla

nifedipine giam 6 rét va lam gidm tac dung cda thuc. Do d6 chdng chi dinh st dyng nifedipine ddng thai véi rifampicin

{xem muyc "Chdng chi dinh").

Khi dung dong thti véi cac thudc te ché 1 yéu dén vira hé thdng cytochrom P450 3A4 sau day, can theo ddi huyét 4p va
néu can thiét can nhdc giam liéu nifedipine (xem myc "Canh bao va than trong khi ding thudc”). Trong phén Ign céc trudng f
hop nay, cho dén nay chua cd nghién ciu chinh quy ndo dénh gid khd ndng xay ra twong tac gidta nifedipine véi cac thudc
duge ligtké.

Cac thude lam tana téc dung cla nifedipine:

Céc khang sinh nhdm macrolide (vi du erythromycin):

Chua ¢ nghién ctu tuong tac thufe duge thyc hién gida nifedipine va céc khéng sinh nhom macrolide. Mot s6 thudc khang
sinh nhém macrolide duge biét I e ché cytochrom P450 3A4 qua trung gian chuyén hda cda céc thudc khac. Do d6 khong
loai tr& duge kha nang téng ndng dg nifedipine trong huyét twong khi diing dong thoi ¢a hai loai thudc (xem myc "Canh bao

vA than trong khi ding thudc").

Mac du azithromycin c6 cu tric twong tg nhu cac khang sinh nhém macrolide nhung khong c6 téc dung e ché CYP3A4.

Céc thudt khdng HIV ic ché protease (vi du ritonavir):

Chua cd nghién clu 1am sang vé kha nang wong tac thufic giita nifedipine v mot s6 thuic khang HIV tc ché protease. Cac
thudc nhém nay dugc bit Ia tc ché hé thing cytochrom PA50 3A4. Ngoai ra, trén i vitre, céc thudc nhém nay da dugc
ching minh tc ché cytochrom P450 3A4 qua trung gian chuyén hoa cla nifedipine. Khi diing dong thei véi nifedipine,
khong thé loai i sy gia tang déng k& ndng do nifedipine trong huyét tuong do gidm chuyén héa ban déu va giam thai trlt
{xem myc "Canh bdo va than trong khi dung thudc").

Céc thudc khang ném nhim azole (vi du ketoconazole):

Chua c6 nghién cu chinh thiic vé kha ndng twang téc thude gida nifedipine va céc thudc khéng ndm azole. Cac thuc nhém

nay dugc biét 13 tc ché he thdng cytochrom P450 3A4. Khi dung theo duting uon%fénn}\:gxfpdmme khong thé loai trif sy
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gia tang dang k8 sinh kha dyng todn than cda nifedipine do gidm chuyén héa ban déu (xem myc "Cénh bdo va thén trong khi
dung thuc").

Fluoxetine:

Chua c nghién clu nao dugc tién hanh tén 1m sang dé dénh gid kha nang tueng tac thudc gida nifedipine va fluoxetine.
Trong in vitro, fluoxetine da dugc chitng minh (e ché cytochrom P450 3A4 qua trung gian chuyén héa cla nifedipine. Do dé
khang thé loai i sy gia ting nong @6 nifedipine trong huyét twong khi ding ddng thei ¢8 hai thudc (xem myc "Canh béo va
than trong khi ding thudc").

Nefazodone:

Chua c6 nghién ctu nao duge tién hanh trén [am séng ¢ dénh gia khd nang tong téc thudc gitra nifedipine va nefazodone.
Nefazodone duge bist 12 (rc ché cytochrom P450 3A4 qua trung gian chuyén héa cla mot 8 thuc khéc. Do @ khdng thé
loai rlt sy gia ting ndng do nifedipine trong huyét wang khi dung ddng thai ca 2 thubc {xem myc "Canh béo va thén trong
khi ding thudc").

Quinupristin/ Dalfapristin:

St dung ddng thdi quinupristin/ dalfopristin v nifedipine c6 the 1am téng nong dd nifedipine trong huyEt wong (xem muc
"Canh béo va than trong khi diing thudc").

Cisapride:

Dung déng thii cisapride va nifedipine cd thé 1am tang ndng dd nifedipine trong huyét tweng.

Acid valproie:

Chua c6 nghién ctu chinh thitc vé kha nang twang téc gitta nifedipine va acid valproic. Do acid valproic da duge ching minh
[4 1am tang ndng dd trong huyét tong clia céc thufc c6 cu tric twang t thude chen kénh calci nimodipine do ttc ché men,
khong thé loai 1rl sy gia tang néng do nifedipine trong huy8t twong dén dén lam tang tc dyng cda thuic {xem myc "Canh
bao va than trong khi dung thugc")

Cimetidine:

Do ¢6 t4c dung U ché cytachrom P450 3A4, cimetidine Iam tang ndng do cla nifedipine trong huy&t thanh va ¢6 thé lam
tang 8¢ dung ha huyét 4p (xem muc "Canh béo va than wgng khi ding thudc"). ;’

Diltiazem: }z/

Diltiazem c6 thé 1am téng ndng dg nifedipine rong huyét thanh. |

Khi st dung ddng ths véi cac chét gy cém ting hé thdng cytochrom P450 3A4, cén phai theo ddi dép ing 1Am sang véi
nifedipine va néu cén thiét, xem xét téng liu nifedipine. N&u tang liéu nifedipine khi dling dong thsi ca hai loai thufc, cén
¢4n nhic giam lidu nifedipine khi nging diéu tri béng diltiazem .

Céc thufic 1am gidm tac dung cla nifedipine:

Rifampicin:

(Xem d trén)

Céc thuds ching co gidt géy cém ting hé thing cytochrom PA50 3A4 nht phenytoin, carbamazepine va phenobarbitone:
Phenytoin gy cam tng hé théng cytochrom P450 3A4. Khi dung ddng thoi véi phenytoin, sinh kh dung cua nifedipine
gidm va do d6 gidm higu qué cda thufic. Khi st dung diing thisi 2 thudc, cén theo dGi ddp tng 1am sang vdi nifedipine va néu
¢n c6 thé cAn nhifc tang liéu nifedipine. N&u liéu cla nifedipine duge tang 1én khi diing dong thoi 2 thudc, can xem xét gidm
liéu nifedipine khi ngung diéu trj bang phenytoin.

Chua c6 nghién ciu chinh thifc vé kha néng tong téc gida nifedipine va carhamazepine hodc phenobarbiton. Do ca 2 thudc
da dugc ching minh 12 13m giam néng d trong huyét wwang cda cdc thudc chen kénh calci ¢d cdu tric tong ty nimodipin do
¢Am ting enzym, khéing thé loai trr dugc su gidm ndng dd nifedipine trong huyét wwong va do dd lam giam higu qué cla
thudc.

Mgt s khang sinh fluoroguinolone (norfloxacin, ciprofloxacin) vé thudc uling trénh thai duting uing chita gestagen cd the dc
ché chuyén hda ctia nifedipine, do @ 1am téng téc dung cla thudc.

Cyclosporin:

Cyclosporin ciing la co chét cta enzym CYP3A4, do d6 st dyng déng thoi 2 thuic nay cd thé kéo dai thai gian téc dung cla
¢4 2 thudc.

Anh hudng cia nifedipine lén céc thudt khéc:
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Cac thudt lam giam huyét dp:

Nifedipine cd thé lam tang téc dung ha huyét 4p khi st dung ddng thi véi céc thufic ha huyét &p nhu:

- céc thudic lgi tiéy,

- ¢4c thudc chen beta,

- ¢4 thufic te ché men chuyén angiotensin,

-céc thudc doi khéng thy thé angiotensin 1 (AT1),

- céc thudc doi khang calci khéc,

-céc thue chen alpha-adrenergic,

-c4c thude tte ché PDES,

- alpha-methyldopa

Khi nifedipine dugc ding ddng thdi véi cac thudc chen thy thé beta, cén theo ddi bénh nhan cAn thén vi tinh trang suy tim
g nén xdu di d3 dugc béo cdo xay ra trong mdt s truong hop cé bigt.

Theaphyline:

St dyng ddng thasi vdi theophylline cd thé lam tang ndng do cda theophylline trong huyét wong.

Céc dén xudt coumarine:

Nifedipine cé thé Iam tang tac dung chéng déng cla cac dén xudt coumarine.

Vincristine:

Nifedipine lam giam thai trlt vincristine do do 1am téng téc dung phu cla nd. Can xem xét gidm liéu vincristine.

Digoxin:

Diing déng thi nifedipine va digoxin c6 thé dén dén giam thanh théi digoxin gy tang ndng d6 digoxin trong huyét tueng. Do
dd bénh nhén cén dugc kiém tra cac tridu chiing cla qué liéu digoxin nhu mgt bién phap phang ngifa va néu cn thiét, nén
giam liéu glycosid dya trén ndng dd cta digoxin trong huyét tweng.

Quinidine:

Khi sit dung ddng thi nifedipine va quinidine, ndng dd quinidine gidm hodc sau khi ngiing st dung nifedipine, c6 sy tang 1d
rét ndng dg quinidine trong huyét wong & mdt s tudng hop. Vi Iy do nay, khi bd sung hodc ngling st dyng nifedipine, cén
theo doi ndng d§ quinidine trong huyét twang, va néu can thiét cén diéu chinh liéu quinidine.

Do dd, can theo ddi c&n than huyét ép néu st dyng thém quinidine khi dang diéu ti bang nifedipine. N&u can thit, c6 thé
giam liu nifedipine.
Tacrolimus:
Tacrolimus duge chuyén hoa qua hé thdng cytochrom P450 3A4. Cac di liéu duge cong bd gan day cho théy lidu dung cla
tacrolimus khi st dung d8ng thoi véi nifedipine c6 thé gidm trang mot s6 trung hop. Khi st dung ddng thisi hai thudc nay,
can theo ddi ndng d tacrolimus trong huy8t wong va néu cdn nén can nhic gidm liéu tacrolimus.

Candesartan cilexetil, irbesartan, doxazosin:

Téc dung gy ha huyét &p cda céc thube nay cd th duge ting cuing khi diing ddng thei véi nifedipine, vi vay can than trong
khi bat dau diéu tri két hgp. Dung dng thi irbesartan hodc doxazosin va nifedipine khdng anh hugng dén dugc dang hoc
cla nifedipine, va dlng dong thoi candesartan cilexetil va nifedipine khong anh huéng dén dugc dong hoc cia ca hai thudc.
Cdc twang tdc thude - thic dn:

Nude ép buar:

Nudc ép budi tc ché hé thong cytochrom P450 3A4. Do d6 st dung nifedipine ciing véi nuge ép budi 1am tang ndng d9
thudc trong huyét twong va kéo dai tac dung cla nifedipine do gidm chuyén hda ban du hodc gidm dd thanh thai. Vi thé, ¢
thé |am tang tdc dung ha huy8t 4p cla thufic. Sau khi sG dung nutc ép budi thudng xuyén, tac ding nay cb thé kéo dai it
nht 3 ngay sau lan cudi cling ding nudc &p budi.

0o d0 can trénh &n budi / udng nudc &p budi trong khi ding nifedipine {xem myc "Liéu dung va cach ding").

Cdc dang tvang tdc khdc:

Nifedipine cd thé gay sai Igch 1am tang két qué xét nghiém acid vanilly-mandelic trong nutr tiéu bing phusng phap quang
pho. Tuy nhign, k&t qua xét nghiém khong bi &nh hudng khi do bang sic ky Ing cao ap (HPLC).

Tinh tuang ky:

Khéng dp dyng EGIS PHARMACEUTICALS 4mg,
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Tdc dyng khong mong mudn cda thudc:

Cc phén ting c6 hai cda thudt (ADR) dya trén céc nghién ciu dung nifedipine ¢6 ddi ching gia duge duge sép xEp theo 1an
suft xdy ra CIOMS NIl (co s& dit lidu thi nghiém 1m sang: nifedipine n = 2661; gia dugc n = 1486, thdi gian: 22 thang 2 ném
2006 va nghién ciu ACTION: nifedipine n = 3825; gid dugc n = 3840} dugc liét ké dudi day:

ADR liét ké & mitc "thutig gap" dugc bao céo xAy ra véi thn sudt dudi 3% ter phi (9,9%) va dau déu (3,9%).

Tén suéit xy ra ADR dugc béo co véi céc thudc chia nifedipine dugc tom 1t trong bang sau ddy. Trong mdi nhém tén sut,
8¢ dung khong mong mudn dugc s&p xép theo thi ty mc dd nghiém trong gidm dan. Tén sudt xdy ra dugc dinh nghia nhy
sau: thudng gap | = 1/100 dén < 1/10), it gap {= 1/1000 dén < 1/100) va hiém gap (= 1/ 10000 dén < 1/ 1000). Céc
ADR chi dugc xéc dinh trong gidm sét hau mai va cac ADR khong udc tinh duge 1én sudt xdy ra duge xép vao nhém "Khng
bigt t4n suét”.

Hé co quan Thudng gdp | [tgdp Hiém gép Khdng biét tén
>1/100 dén | > 1/1000 dén > 1/10000 dén | sudt
<1/10 <1/100 1/1000
Rdilogn mdu va hé Mét bach céu hat
bach huyét Giam bach ciu
Rdi loan hé mién dich Phan (ing di (ing Ngta Phan ¢ng phan vé /
Phu di ¢ng / phit mach | M& day di ing
{bao gom phd thanh Phét ban
quin’)
Réi loan chuyén hda va Tang duting huyét
dinh dudng L
Rdi logn tdm thén Phan (tng lo Au P
R loan gi&c ngd ,'/
Rdiloan hé thdnkinh | Bau dau Chdng mat Loan cdm giac | Gidm cam gidc
Bau ntta d4u Ngl ga
Hoa mét
Run
Rdi loan mét Réi loan thi lyc Pau mét
Rdiloan tim Nhip tim nhanh Bau ngyc
Bénh tring nguc (dau that nguc)
Rdi loan mach Pht {bao gbm | Ha huyétdp
phil mach) Ngat
Gian mach
Rdi loan ho hdp, nguc Chdy mé&u mi Kho the
vé trung thét Nghet mii Phil phéii?
Rdi loan tidu hda Tao bon Pau bung va dutng tibu | Tang sdn nudu Non
hoa Suy giam hogt ddng
Budn ndn da day- thuc quan
Khé tigu
Day hoi
Kh& miéng
R6i loan gan mgt Tang men gan thoéng Vang da
qua
R6i loan da vd m6 mém Ban do Hoai 10 biéu bi nhiém
| doc

EGIS PHARMACEUTICALS 4mg,
Private Limited Compary S

Budapest - Hungary




e

Nhay cam anh séng
Phan (g dj ting

Ban xufit huyét su
théy

Rdi logn co xuong va Coco Bau khép

mo lién két Sung khdp Bau co

Rdi loan thén va tiét Ba nidu .

nigu Tiéu kho

Rdi logn hé sinh sdn va Roi loan cuong duong

vii

Rdi loan todn thanvd | Camgidc mét | Pau khong x4c dinh

tai vi trf ding thudc moi On lanh

'C6 thé dén dén de doa tinh mang.

“Truding hop nay duge béo cdo khi st dung thudc véi myc dich gidm co that rong thai ky {xem muc “St dyng thufic cho phy
ni ¢6 thai va cho con bg”)

(/nhitng bénh nhan cén tham tach mau ¢6 tang huyt 4p 4c tinh va gidm thé tich mau luu théng, o thé xdy ra hign teng
dot ngdt tyt huy8t Ap 6 rét do gian mach.

Qud liéu va céch xt tri: i e
Trigu ching: <
Céc triéu ching sau dugc bao céo xay ra khi ngd doc nifedipine ning:

Rdiloan ¥ thic c6 thé dén dén hon mé, tut huyét 4p, i loan nhip tim: nhip tim nhanh / nhip tim cham, ting dutng huyét, L
nhiém acid chuyén héa, thigu oxy méau, sdc tim véi phil phéi. o
Xé i qud liéu: %

Uu tién logi bd thudc khoi co thé va phyc hdi tinh trang tim mach dn dinh. Bc biét trong truding hop ngd ddc nifedipine dang
gidi phdng cham, loai bo nifedipine cang trigt dé cang t&t, bao gbm ca & rudt non, dé trénh tinh trang tiép tyc hap thu hoat
chét.
Lgi ich cda vigc khit doc & da day chua dugc khang dinh.
1. Xem xét st dyng than hoat tinh (50 g cho nguai truéng thanh, 1 g/ kg cho tré em trong truGing hap vé tinh qué liéu
¢ tré em) néu bénh nhan nhép vién trong vong 1 gity sau khi udng mat lugng thudc cd thé gay doc.
Mc du co vé hgp Iy khi gia dinh rdng viéc dung than hoat tinh mugn c6 thé hiu ich d6i vdi cac ché phédm phéng
thich kéo dai (Sustained Release, Modified Release) nhung van khoing cd bang chitng nao hé trg cho diéu nay.
2. Cén nhac lya chon khdc | ria da day & ngudi trdng thanh trong ving 1 gitr sau khi ubing qué liéu thufic c6 kha
ndng de doa tinh mang.
3. Xem xét st dung thém liéu than hoat tinh mdi 4 gt néu d ubng mot lugng dang ké trén 1am sang thudc dang
phdng thich kéo dai, cling v6i mot lidu thudc nhuén trang tham thau (vi du sorbital, lactulose hodc magnesi sulfat).
4. Bénh nhan khong co tiéu chiing nén dugc theo doi trong it nh&t 4 gitr sau khi udng thudc va trong 12 git néu udng
thudc dang phang thich kéo dai..
Loc/ tham téch mau khong o6 téc dung, vi nifedipine khong bi thdm phan, nhung c6 thé truyén huyét twong thay thé (thude
gan ket vdi protein huyét twong cao, thé tich phén bé tuong ddi thap).
Tuthuyét 4p hdu qua cda sc tim va gidn dong mach cd thé duge digu 1rj bang calci {10-20 ml dung dich calci gluconat 10%
tiém tinh mach cham trén 5-10 phit; néu chua da higu qua, o6 thé tép tuc diu tr, ddng thei theo doi ECG). K&t qué 13 ndng
40 calci mau co thé dat mic d9 gidi han wén hodc hoi tang nhe. Néu khdng nang dugc huyét 4p bang calci, ¢d thé diing
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thém céc cht gifng giao cam gay co mach nhu dopamine hodc noradrenaline. Ligu Igng st dung céc loai thudc tén ty
theo dép ting cla bénh nhén/ higu qua dat dugc.

Rdi loan nhip tim cham cd thé diu ti rigu ching béng atropine, thudc giting giao cam beta, trudng hgp ndng de doa sinh
mang c6 thé d&t may tao nhip tam thii.

C4n than trong khi truyén dich thém do nguy co qué tai wan hoén.

Bac tinh dugc lyc hoc:

Nhém thudc: Thusc chen kénh calci chon loc téc dung cht yéu trén mach méu. Céc dan xuft dihydropyridine.

Ma ATC: COBCADS.

Co ché téc dung:

Hoat chit clia thudc - nifedipine - [ mét chat ddi khang calci manh va dic higu thude nhom 1,4-dihydropyridine. Thudc lam
gidm dong ion calci i qua mang vao trong t bao thing qua kénh calci cham. Nifedipine ddc bigt téc dung 1én 1€ bao co tim
v& 18 b3o oo tron cda ddng mach vanh va cac mach méu di khang ngoai bién dan dén dan mach.

Trong tang huyét ép, tac dung chinh cla nifedipine 13 gdy gian mach ngoai vi va do dé lam giam sic can ngoai vi.

Trong con dau thét ngyc, nifedipine giam stic can cia mach mau ngoai bién v dong mach vanh, dan dén sy gia tang dong
dén mau mach vanh, cung lugng tim va thé tich nhat bp, trong khi giam hgu ganh.

Ngoai ra, nifedipine [am gian vira phai ¢d hai logi ddng mach vanh binh thutng va bi xc vita, do do bag vé tim chdng co tht
dong mach vanh va cai thién sy twdi mau cho co tim bi thiéu méu cyc bg.

Nifedipine 13m gidm t4n sudt cac con dau that nguc va céc thay ddi trén ECG do thigu méu cyc b bét ke sy gdp phén cd lign
quan cta co that dong mach vanh hay xo vita dong mach.

Utng nifedipine gidi phéng cham hai IAn mGi ngay c6 téc dung kiém soat tang huyét 4p trong 24 gid.

Nifedipine giai phong cham lam gidm huy8t 4p theo i Ié lién quan tryc tiép vdi nong dg ban ddu cta thudc. 0 nhitng ngudi
binh thutmg, nifedipine gidi phong cham cd it hodic khang anh hudng dén huyét ap.

A7 tgng bénh nhi:

Hign c6 r41 it thang tin vé nifedipine véi cac dang bao ché va lidu lgng khéc nhau cho ca ting huyét 4p cap tinh 1an tang }

huydt 4p man tinh so sénh véi cdc thudc ha huy8t p khac. Hiéu qua chng ting huyét ap cla nifedipine da dugc ching 0

minh nhung liéu khuyén céo, va di ligu tinh an toan khi dung kéo dai va higu qua trén hg tim mach van chua duge nghién ;

cttu. Chua c6 dang bao ché cho bénh nhi. /
’(2,/, *
Y

Péc tinh duge dgng hgc:

Hép thu:

Nifedipine dugc hdp thu nhanh va gan nhu hoan todn tlr dutng tiéu hod. Sinh kha dyng toan than sau khi ding dutng udng
thay 8 trong khoang 40 dén 56%, do chuyén hoa ban déu tai gan. Ndng dd dinh trong huyét tong dat duoc sau 1,5 dén
4.2 it sau khi uding vién nén gidi phong cham nifedipine 20 mg. Dung thuie cling véi thitc &n 1am chdm nhung khong 1am
gidm sy hap thu cla thude.

Phén bd:

Ty 18 g&n két v protein {albumin) huyét twong cda nifedipine 14 khoang 85% (34-97%).

Thai gian ban thai cta nifediping sau khi tiém/truyén tinh mach dugc xéc dinh 14 vao khoang 5 dén 6 phut.

Chuyén hda:

Sau khi udng, nifedipine dugc chuyén hod & thanh rudt non va trong gan, chtl yBu qua qua trinh oxy hod. Céc chét chuyén
hod cla nd khong c6 hoat tinh dugc lyc hoc.

Nifedipine dugc bai xust chil y&u qua than dudi dang chét chuyén hod va co khodng 5-15% dugc bai xuflt qua mét vao trong
ohén. Thanh phén khang chuyén hod duge tim théy & dang vét (dudi 0,1%) trong nude tiéu.

Thai tri:

Thdi gian bén thai vao khodng 6-11 gitt (nifedipine gidi phong chém) do qua trinh hép thu bi cham lai. Khong c6 hién tgng
tich Iu thudc sau khi stt dung liéu uSing thang thuting trong diéu tri kéo dai. Trong nhing tudng hop suy chiic nang than,
khong c6 thay d6i déng k& nao dugc phat hign so vdi ngudi tinh nguyén khde manh.
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Trong mét nghién ctu so sanh dugc dgng hoc cta nifedipine & bAnh nhan ton thueng gan nhe (Child Pugh A) hodc vira (Child
Pugh B) vdi nhitng bénh nhén cd chitc nang gan binh thutmg, thi dg thanh thai cda nifedipine ufing gidm trung binh dén 48%
(Child Pugh A) va 72% (Child Pugh B). Két qua la AUC va Cmax cda nifedipine tang trung binh twong tng dén 93% va 64%
(Child Pugh A] va dén 253% va 171% (Child Pugh B) so véi nhom bénh nhén chitc nang gan binh thuting. Dugc déng hoc cla
nifedipine ¢ nhom bénh nhan 16n thuong gan ndng chua dugc nghién ctu (xem myc “Canh bdo va than trong khi diing
thufic”).

D liéu an toan tién l4m sang:

Céc d liu nghién citu tién 1am sang khang cho thdy cd nguy hai ddc bigt d6i vi con ngudi dua trén cac nghién ciu thuing
quy kha nang gay ddc tinh, doc gen v sinh ung thu khi dung liéu duy nhét va nhic lai.

Bie tinh doi vdi sinh sén:

Nguti ta nhan thay nifedipine c6 kha nang gay quéi thai rén chudt cding, chudt nhat va thé, bao gdm céc bét thutg & ngén,
di dang cdc chi, he ham éch, hd xuong e va cac dj dang & xuong sudn.

Nhitng di dang tt chi va bat thutng ngén thung cd thé 13 do 6n thueng twéi mau t cung, nhung ciing quan sét thy trén
nhitng dgng vat duge diéu i nifedipine chi sau khi két thic giai doan hinh thanh td chc.

St dyng nifedipine cd lién quan dén nhiéu loai téc dung ddc cho bao thai, nhau thai va thai nhi, bao gdm ¢a tinh trang bao
thai bi coi coc (trén chugt va tha), nhau thai nhd va Iép nhung mao mang dém (¢ khi) kém phét trién, gay chét bdo thai va
thai nhi {chudt va the) va kéo dai thdi gian thai nghén/giam kha néng siing con so sinh (¢ chugt, chua danh gid & cac loi
khdc).

Khang thé loai trir nguy co xdy ra véi con ngudi néu cd sit phoi nhiém toan than véi thudc dd 16, wy nhign tt ¢ céc lidu
lién quan téc dung gay quai thai, ddc cho bao thai hay thai nhi & dong vat gy ddc cho cé thé dong vat me & liéu cao gap
nhigu 1an so vdi liéu t6i da diing cho nguoi (xem myc “St dung thudc cho phy nit cd thai va cha con by”.

Quy céch ddng gai @P

Mai vi OPA/AI/PVC//Al chita 10 vién nén bao phim gidi phong cham.

Trong moi hop thudc bang gidy ciing c6 6 vi thuc cing 1 hung dén sirdang. .~

Biéu kién bdo quan: it

Bo qun & nhiét d6 khong qué 30°C. ¥
7

Han ding:

60 thang k& t ngay san xuat. sz
Khong dung vién nén bao phim giai phong cham Cordaflex sau ngay hét han dugc ghi trén bao bi.
Khéng diing thudic néu ban thdy thudc bi bién mau.

TL.CUC TRUONG
Tigu chudn chét ligng: KT, TRUING PHONG DANG XY THUGC
Tigu chudn co s6 PHO TRUONG PHONG

Tén, dia chi co s¢ san xudt:

EGIS PHARMACEUTICALS PRIVATE LIMITED COMPANY
Tru s¢- 1106 Budapest, Keresztdri ¢t 30-38., Hungary
Nha méy: 9900 Kormend, Matyas kiraly at 65., Hungary
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BAN DICH

-~ — H-1051 Budapest, Zrinyi u3.
’%}’l O G Y E ‘ 3 1372 P.0 Box 450
" Vién Dugc phdm va Dinh DT:+36 1 88 69 300, Fax: +36 1 88 69 460
dudmg Quéc gia E-mail: ogyei@ogyel.gov.hu, Web: wyw.ogyei.gov.hu

S6 chimg nhén: OGYEV/ 8823-2/2017

GIAY CHUNG NHANDUQC PHAM'
(Gidy chimg nhdn nly tudn theo dinh dang duge T4 chike ¥ té Th gidt khuyén nghi)

Nude xuét khdv (ching nhén). Hungary

Nude nhap khiu (yéu cBu): Vigt Nam

1."Tén va dang bido ché ciia sén phém

Tai Hungary: Cordaflex 20 mg vién nén c6 boc phong thich chim

Tai nwde nhip khdu (néu khic): Cordaflex 20 mg vién nén ¢6 boc phong thich chim

1.1. Thanh phn hogt chét® va (c4c) lugng mbi don vi lidu’: ' -

Nifedipine 20 mg

DE bié thanh phin hodn chinh bao gdm ¢ té duoc, xem dinh kém': €4, xem Phy lyc '

1.2, San phhm ndy 06 dwoc cdp phép huu hinh trén th trudng 48 si dung tai nude xubt khdu khong?* C6
13, San phm ndy ¢6 thze sy o6 it trée thi trudmg & nude xabt khdu khong? C6 =" -
Néu céu tra 10i cho 1.2, 12 6, tiép tuo véi phin 2A vabo quaphin 2B. :

Néu cAu tra 101 cho 1.2. 13 khong, bo qua phéin 2A va tiép tye v6i phin 2B°

Tén va chit ky cita ngudi c6 thim quyén cia Co quan &6 thém quyé# ciia Hungary

Ngay: 23/02/2016 (a4 ky va déng déu)
“Tién 1 Csilla Pozsgay




2.A.1. 6 gihy phép san phim” v ngdy cap:

Sé Gidly phép sin phiim: OGYI-T-3 725/ 02

Ngdy clp: 1993

2.A.2. Chi gify phép sén phim (tén va dja chi):

Tén: Eg is Gydgyszergydr Zarthoruen Mukodo Reszvenytarsasag

(Egis Pharmaceuticals Private Limiied Company)

Dija chi: -1106 Budapest, Kereszturi ut 30-38.

Qudc gia: Hungary

2.A.3. Tinh trang ciia chil gidy phép san phim8 (Nhip danh muyc thich hop nhur d& dinh nghia trong ghi
ch( 8): @) Lam ro: Khong

"3.A3.1. Tén va dia chi cia nha san xufit sén xuft dang bao ché 12
Tén: Egis Gydgyszergydr Zartkoruen Mukodo Reszvenytlarsasag
(Egis Pharmaceuticals Private Limited Coinpany)

DPia chi: H-9900 Kormend, Matyas kiraly lit 65.
Quisc gia: Hungary
2. A4, C6 thém vao co s& tom tht & phé duyét khong?'® Khong

2.A.5. Théng tin san phém dinh kém, duge phé duyét chinh thirc c6 dly di va phi hop véi gifly phép
khéng?"! Khing cung cip

2.A.6. Ngudi xin chimg nhfn, néu khéc véi chis gidy phép (tén va dia chi)'*:
Khong dp dung
2.B.1. Ngudi nop don xin chimg nhin (tén v dia chi): Khong dp dyng

2.B.2. Tinh trang clia ngudi nop don (Nhap danh muyc thich hop nhu duge xéc dinh trong ghi chid 8)
Khong dp dung

Tén va chit ky clia ngudi ¢6 thém quyén cia Co quan ¢6 thim quyén cia Hungary.

Ngay: 23/02/2016 (8 ky va dong déu)
Tién st Csilla Pozsgay
Téng cyc truéng
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2 B.2.1. Tén va dia chi cia rihd san xuéit siio xult dang bio ché 18’: Khdng dp dung
2.B.3. Tai sao thiéu Uy quy?n tiép thi? Khong 4p dyng
2.B.4. Nhan xét™: Khong

3. Co quan chimg nhén ¢0 sap xép d& k1ém tra dinh ky nhi may sén xult noi san xuft dang bao ché
khong?'* C6 (chi danh cho cdc nha sin xult Hungary)

Néu khong hosic khong ép dyng, hily chuyén sang cu hoi 4.

3.1. Dinh ky kiém tra dinh ky (nfim): 3 ndm (chi dank cho cfic whit sén xuft Htmgary)
3.2. Viéc san xuéit dang bao ché nay da duge kiém tra chua?

C6 (chi danh cho céc nha san xuét Hungary)

3.3. Co s& vit chét va hoat dong c6 phit hgp véi GMP theo khuyén nghj ciia T8 chic Y 1€ Thé gi6i.

khéng?" Co

4, Thong tin do ngudi nfp don sung. chp co dép mg co quan ching nhin vé tét cé céc khia cqnh ciia qué
trinh sén xuht san phim khéng'®: C6

Néu khong, hiy giai thich: Khing
Co quan chirmg nhin: :
Tén: Vién Duge phim va Dinh dubng Qubc gia
Dia chi: 1051 Budapest, Zrinyiu. 3.

Qubc gia: Hungary
Pién thoai: +36-1-8869-300, Fax:_-l—36_1-.1-8869~460

Ngay: 23/02/2016 (dd ky va déng déu)
Tién s Csilla Pozsgay
Tong cyc tmé‘ng
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Ghi chi gidi thich
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Gidy chimg nhn ndy, theo dinh dang dugo WHO khuyén nghi, xéc dinh trang théi cia duge phém va oiia
ngudi xin clp gidy chimg nhén tei nuée xuft khAu. N6 chi danh cho mét sén phém duy nhét vi céch sdp xép
san xult va thong tin duge phé duyét cho céc dang bio ché khéc nhau va 46 manh khac nhau ¢6 thé khéc
nhau. :
Sir dung, bét oir khi ndo c6 thé, Tén quéc té khong doc quyén (INN) hoje tén qube gia khong ddc quyén.
Cong thirc (thanh phin hoin chinh) cua dang bio ché phai duge ghi trén gify chimg nhn hogc duge dinh
kém,
Chi it v& thanh phin dinh lugng duge vu tién nhung vige cung chp chiing phai tusn theo thda thufin cia chil
s& hiu gify phép sén phém.
Khi c6 thé, hily thém chi tidt v& bét ki han ché ndo duge dp dung cho viéc ban, phéin phdi hofic quan Iy san
phém duge néu 18 trong gidy phép san phém, ’
Phin 2A va 2B logi trir on nhau.
Cho biét, khi c6 thé, néu gify phép 13 tam thdi hojic san phéim chua dugc phé duyét.
Chi dinh lién ngudi chiu trach nhi¢m dua san phém ra thi trudng:
san xult céc dang bao ché;
bao bi va/holic dan nhin dang bio ché do mét cdng ty dbc lép sén xuét; hodc
khéng lién quan dén nhimg didu trén. ,
Thong tin ndy chi c6 thé duge cung cép khi c6 sy ddng ¥ ciia chi s& hitu gidy phép san phém hoic, trong
trudmg hop s{m,phém khéng duge ding ky thi phai ¢6 sy ddng ¥ cdia ngudi nfp don. Viéc khong hoan thanh
phiin ndy cho théy ring bén c6 lién quan d& khong ddng ¥ dua théng tin ndy vao. Chn fuu ¥ ring théng tin
lién quan dén dia diém sin xult 12 mgt phin ctia gidy phép sn phdm. Néu thay d8i noi sén xuft, gidy phép
phai dugc cip nhat hoic n6 khong con gid tri. ‘
Pidu ndy d& ogp dén tai ligu, do mgt sé oo quan quan 1y quoc gia sogn théo, t6m tit co st k¥ thujt ma san
phim d3 dugc cip phép.
Didu ndy 6 cip dén thong tin san phim d8 duge co quan quén Iy qubc gia c6 thém quyén phé duyét, ching
han nhir Déc diém sén phim tom tht (SPC) :
np don phai cung cép six cho phép nay cho co quan 66 thém quyén. .
Vui 1ong cho biét 1j do ma ngudi ndp don d& cung ofip 4 khong yéu chu ding ky.
san phdm d4 duge phit trién danh riéng cho vige didu trj céc bénh - d¥c bidt 12 cfc bénh nhigt d6i - khong
phii 13 bénh dc hiru & nudc xuft khéu; '
san phém 4 dugc cai tién 48 cai thign tinh 3n dinh ctia né trong didu kién nhigt ddi;
sn phAm da dugc céi tién dé logi trir céc 14 dugc khdng duge phép sir dyng trong dugc phém & nude
nhip khéu; : ' ‘
san phém & dugc oéi tién dé dép img gidi han idu Iugng tdi da khéc nhau cho mdt thanh phin hoat chit;
bét ki Iy do ndo khdc, vui 1ong néu 8.
Khéng 4p dyng c6 nghfe 13 vigc sén xult dang din ra & quéc gia khéc véi qubc gia cip gifly chimg nhén sén
phim va vide kidm tra dugc tién hanh dudi sy bio dam cita quc gia san xut,
Cc yéu chu v& thyc haoh it trong sén xult va kidm tra chét Tuong thubc dugc d& cép trong gify chimg nhén
14 nhitng yéu ciu trong béo céo thir ba muoi hai cia Uy ban chuyén gia v& dic diém k§ thudt cho ché phim
diro pham, Loat béo céo k§ thuft cia WHO sb 823 nim 1992, Phy lye 1. Cée Khuyén nghi ép dung cy thé
cho céc san phdm sinh hoe @4 duge duara i Uy ban chuyén gia ciia WHO v tigu chufn sinh hoe (Logt bdo
céio k§ thuft clia WHO, s6 822 nm 1992, Phy lyc 1).
Phén nay s& dugc hoan thanh khi nguti ngp don hofic chi gifly phép san phim phi hop véi trang théi (b)
hotc (¢) nha duge'md th trong ghi chu 8 & irén. N6 ¢b tAm quan trong d§c bigt khi céo nha thin nuée ngodi
tham gia san xudt sin phédm. Trong nhiing trudng hop nay, ngudi ndp don chn cung cép cho co quan ching
nhdn thong tin 8 x4c dinh cac bén ky két chju trach nhi¢m cho timg giai dogn san xult dang bao ché thinh
phim, mitc 40 v ban chét cda bt ky bign phép kiém sodt nao duge thye hign abi voi mbi bén ndy.

Trong trudng hop ndy, phai c6 sy cho phép cp giky ching nhén tir chi s& hitu gify phép sin phém. Ngudi
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CORDAFLEX 20 mg vién nén c6 boc phong thich chim

PHU LUC

t vién nén. 7a:
Nifedipine 20,0 mg
Hydroxypropyleellulose 0,50 mg
Magnesium stearate 0,60 mg
Phén tén polyacrylate, chét kh6 (& dang phiin tin 30%) 1,90 mg
Tale 2,00.mg
Croscarmellose sodium 26,0 mg
Lactose monohydrate 30,0 mg
Xenluloza, vi tinh thé - 990mg
Oxit sét den (EI72) 0,12mg
Oxit st 46 (E172) 0,48 mg
Magnesium stearate 0,50 mg
Titanium dioxide (E 171) 1,64 mg
Hvoromellose 6 cP ' 5,26 mg

Tong trong hrgng clia mdt vién cb boc

188 mg
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LOL CHONG CUA CONG CHUNG VIEN |
Hom nay, ngay 02 thang 11 niim 2020, tai try s& Van phong Cong clmg Truong Thi Nga, A4 - TT19 Khu 46 thi
Vin Quén, Yén Phac, phudng Phic La, quin Ha Dong, thanh ph6 Ha Noi.
T6i 1a Cong chimg vién Vin phong Cong chimg Truong Thi Nga, s6 A4 - TT19 Khu d6 thj Viin Quan, Yén Phac,
phudng Phic La, quén Ha Dong, thanh phé Ha Noi.
CHUNG NHAN:
CERTIFY THAT:

— Ban dich ndy do ba Lé Thi Cha, CMND sb: 012392795 cép ngdy 23/12/2009 tgi cong an Ha N6, 13 cfng tic
vién phién dich clia Vén phong Cong ching Truong Thi Nga, A4 - TT19 Khu 46 thi Vén Quén, Yén Phie,
phutmg Phic La, quin Ha Déng, thanh phé Ha Noi, d2 dich tir tiéng Anh sang tiéng Viét.

— Chit k¥ trong ban dich ding 14 chix ky ctia ba L& Thi Cha;

— Noi dung cia ban dich chinh xéc, khéng vi pham phép luft, khong trai véi dao dire x8 hoi;

— Bén dich gbm ty,  trang, lyu mdt ban tai Van phong Cong chimg Truong Thi Nga, A4 - TT19 Khu d6
thi Van Quén, Yén Phic, phudng Phic La, quin Ha Dong, thanh phé Ha Noi.

S8 cong chimg: : Quyénsé: 01 -TP/CC-SCC/BD

Ngubi dich

RN
"

L& Thi Cha

vy
anion
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Nationel Institute of ' Tek +361 88 €8-300; Fmc-+36 1 85 60 460
Pharmacy and Natrition “E-maily omi@omi uwhu Web: momi ow.hu

Certificate No.: OGYVewum b3 mL .. 12016

CERTIFICATE OF A PHARMACEUTICAL PRODUCT!
(This certificate conforms to the format recommended by the World Health Organization)

Exporting (certifying country): Hungary
Importing (requesting country): Vietnam
1. Name and dosage form of the product

In Hungary:  Cordaflex 20 mg wwrdﬂmtabhm‘a
In the tmpam’ng country (if diﬁ'mno Cordaflex 20 mg retardﬁbn-caated mbkts

1.1, Active ingredient(s)” and amount(s) per unit dose;

Nifedipine 20 mg

For complete composition including excipients, see attached“ Yes, se}e.{im:wx»

1.2. Is this product licensed to be placed on the market for use in the expcrung oomﬁy?’ Yes
1.3. Is this product actually on the market in the exporting oountry? Yes

If the answer to 1.2, is yes, continue with section 2A and omxtsectwn 2B.

If the answer to 1.2, is no, omit section 2A and continue with section 2B%;

Pate: 0% FERR 23 ,
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Certificate No: OGYVemedn L2 3.7. 20012016

2.A.1, Number of product licence’ and date of issue:

Product licence No.:  OGYI-T-3725/02

Date of issue: 1993

2.A.2. Product licence holder (name and address):

Name:  Egis Gydgyszergydr Zdrtkoriien Miikodé Részvénytdrsasdg

(Egis Pharmaceuticals Private Limited Company)

Address; H-1106 Budapest, Keresztiri it 30-38,

Country: Hungai'y

2.A.3. Status of product licenoe holder® (Key in appropriate category as defined in note §): a)
Clarification: None

2.A.3.1. The name and address of the manufacturer producing the dosage form is”:

Name: Egis Gydgyszergydr Zirtkiriien Miikod Részvényrdrsasdg
(Egis Pharmaceuticals Private Limited Company)

Address: H-9900 Kirmend, Matyds kirdly it 65.

Country: Hungary

2.A4. 1s a summary basis for approval appended?'® No

2.A.5, Is the attached, officially approved product information complete and consonant with the
licence?'! Not provided

2.A.6. Applicant for certificate, if different from licence holder (namé and address)'%:

Not applicable

2.B.1, Applicant for certificate (name and address): Not applicable

2.B.2, Status of applicant (Key in appropriate catégory as defined in footnote 8) Not applicable

Name and signature of the authorized person of the Competent Author}

Fy /: : 5 - )“‘\'\;
r/Csilla Pozsgay:

5 D:itcctor General i
Date: 2016 FEBR 23 \£ K/ .
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Certificate No: OGYVn 3. L2372 12016

2.B.2.1. The name and address of the manufacturer producing the dosagé form is®; Not applicable
2.B.3. Why is marketing authorization lacking? Not applicable
2.B.4. Remarks®;  None

3. Does the certifying authonty arrange for periodic mspect:on of the manufacturing plant in which
the dosage form is produced?‘ Yes (Hungarian manufacturers only)

If not or not applicable, proceed to question 4,
3.1, Periodicity of routine inspections (years): 3 years (Hungarian manufacturers only)

3.2. Has the manufacture of this type of dosage form been inspected?
Yes (Hungarian manufacturers only)

33.Do the facihues and operations conform to GMP as reoommended by the World Health
Orgamzauon? Yes

4, Does the information subnutted by the applicant sausfy the cemfymg authonty onall aspem:s of the
manufactuse of the product'®; Yes

If no, explain; None

Certifying authority:
Name: National Institute of Pharmacy and Nutrition
Address: 1051 Budapest, Zrinyi u. 3. ,
Country:  Hungary : _
Telephone: +36-1-8869-300, Fax: +36—1-8869~460 A

Date: | 2015 FEBR 23

/"Jﬂ
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Explanatory notes

1. This certificate, which is in the format recommended bty WHO, establishes the status of the
pharmaceutical product and of the applicant for the certificate in the exporting country. It is for a
single product only since manufacturing arrangements and approved information for different
dosage forms and different strengths can vary.

2. Use, whenever possible, International Nonproprictary Names (INNs) or national nonproprietary
names,

3. The formula (complete composition) of the dosage form should be given on the certificate or be
appended.

4. Details of quantitative composition are preferred but their provision is subject to the agreement of

. the product-licence holder,

5. When applicable, append details of any restriction applied to the sale, distribution or

‘administration of the product that is specified in the product licence.

6. Sections 2A and 2B are mutually exclusive.

7. Indicate, when applicable, if the licence is provisional, or the product has not yct been approved.

8. Specify whether the person responsible for placing the product on the market:

a. manufactures the dosage form;
b. packages and/or labels a dosage form manufactured by an mdependcnt company or
¢. - is involved in none of the above,

9. This information can only be provided with the consent of the product-licence holder or, in the
case of non-registered products, the applicant, Non-completion of this section indicates that the
party concerned has not agreed to inclusion of this information, It should be noted that
information concerning the site of producnon is part of the product licence. If the production site
is changed, the licence has to be updated or it is no longer valid.

10. This refers to the document, prepared by some national regulatory authorities, that summarizes
the technical basis on which the product has been licensed.

11, This refers to product information approved by the competent national regulatory authority, such
as Summary Product Characteristics (SPC)

12. In this cxrcumstance, permission for issuing the certificate is required from the product-licence
holder. This permission has to be provided to the authority by the applicant.

13, Please indicate the reason that the applicant has provided for not requesting registration,

a. the product has been developed exclusively for the treatment of conditions — particularly
tropical diseases — not endemic mthccoumry of export;

b. the product has been reformulated with a view to improving its stability under tropical
conditions;

¢. the product has been reformulated to exclude excipients not approved for use in
pharmaceutical products in the country of import;

d. the product has been reformulated to meet a different maxunum dosage limit for an
active ingredient;
any other reason, please specify.

14, Not apphcable means the manufacture is taking place in a country other than that i issuing the
product certificate and inspection is conducted under the acgis of the country of manufacture.

15. The requirements for good practices in the manufacture and quality control of drugs referred to in
the certificate are those included in the thirty-second report of the Expert Committee on
Specifications for Pharmaceutical Preparations, WHO Technical Report Series No, 823, 1992,
Annex 1. Recommendations specifically applicable to biological products have been formulated
by the WHO Expert Committee on Biolog:cal Standardization (WHO Technical Report Serlzs,
No. 822, 1992, Annex 1).

16, This section is to be completed when the pmduct-hcexwe holder or applicant conforms to status
(b) or (c) as described in note 8 above, It is of particular importance when foreign contractors are
involved in the manufacture of the product. In these circumstances the applicant should supply
the certifying authority with information to identify the contracting parties responsible for each

stage of manufacture of the finished dosage form, and the extent and pature of any rols.

exercxsed over each of these parties.
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PHU LUC

CORDAFLEX 20 rag vién nén c6 boe phong thich chim

A

Thanh phan

t vién nén c chira;
Nifedipine 20,0 mg
Hydroxypropylcellulose 0,50 mg
Magnesium stearate 0,60 mg -
Phén tén polyacrylate, chét kh6 (¢ dang phén tén 30%) 1,90 mg %
Talc : 2,00mg 11
Croscarmellose sodium 26,0 mg
Lactose monohydrate 30,0 mg
Xenluloza, vi tinh thé 99,0 mg
V6 boc:
Oxit sét den (E172) 0,12mg
Oxit skt 83 (E172) 0,48 mg
Magnesium stearate 0,50.mg
Titanium dioxide (B 171) 1,64 mg
Hvoromellose 6 cP 5,26 mg

Tbng trong lugng ctia mdt vién c6 boc 188 mg





