LPD Title : Quinapril

LPD Date: Mar 06, 2015

Country: Vietnam

Reference CDS : version 9.0 Reference CDS Date :20) Sep 2013

4.2

ACCUPRIL®

Rx
CANH BAO PAC BIET:
Chi sir dung thudc nay theo don.

Poc k§ hwong dan sir dung trwée khi dung.

Khéng ding qua liéu chi dinh.

Thong bso cho bic si biét néu xiy ra bat ky tac dung ngoai y nao.
Tham khao ¥ kién béc si dé c6 thém thong tin.

Khéng sir dung thube di qua han ding.

Dé thuoc ngoai tAm véi cia tré em.

TEN SAN PHAM
ACCUPRIL®

THANH PHAN PINH LUQNG VA PINH TiNH
Hoat chat: quinapril

M&bi vién nén chira quinapril hydrochlorid twong duong véi 5 mg quinapril.

DANG BAO CHE

Vién nén bao phim.

DAC TINH LAM SANG
Chi dinh diéu tri

Ting huyét ap

Quinapril duoc chi dinh dé diéu trj ting huyét dp. Quinapril ¢6 hié

don doc hay phéi hop véi cac thudc lgi tiéu thiazid va cac thude
nhan tang huyét ap.

4 {0t ca khi sir dung
B & nhiing bénh

Suy tim xung huyét

Quinapril ¢6 hiéu qua trong didu tri suy tim xung huyét khi ding phéi hop véi thude lgi
tiéu va/ hodc céac glycosid tim.

Liéu dung va phwong phap si dung

Page I of 15



LPD Title : Quinapril
LPD Date: Mar 06, 2015

Country:

Vietnam

Reference CDS : version 9.0 Reference CDS Date :20 Sep 2013

Diéu tri ting huyét dp:

Don tri liéu: Khuyén céo liéu khoi dau cua quinapril & cac bénh nhan khong sir dung
thude loi tiéu 1a 10 mg/lan moi ngay mot lan. Tuy thudc vao dap Ung lam sang, lidu dung
clia bénh nhan c6 thé dugc chudn lidu (bing cach dung gip doi lidu) dén lidu duy tri 20
mg/ngay hodc 40 mg/ngay, thuong dung mdt lan trong ngay hodc duogc chia thanh hai lan
bang nhau trong ngay. Nhin chung, viéc didu chinh liéu duoc tién hanh sau nhitng khoang
thoi gian 4 tuan Viéc klem soat huyet ap lau dai duoc duy tri 0 phan 16n cac bénh nhan
v&i ché do lidu dung mbi ngay 1 1an. Cac bénh nhén da dugc dié iéu tri v&i liéu quinapril 1én
dén 80 mg/ngay.

Diéu tri dong thoi véi thube loi tiéu: Trén nhiing bénh nhan phai tiép tuc diéu tri két hop
v6i mot thude loi tiéu, lidu khoi dau khuyen cdo cua quinapril 12 5 mg, sau d6 nén dugc
chuén lidu (theo mé ta & muc don tri liéu) dé c6 dugc dap tmg t6i uu. (Xem thém muc 4.5
Twong tac voi cac thudc khac va cac dang twong tac khac).

Didu tri suy tim xung huyét:

Quinapril dugc chi dinh didu tri phbi hop véi thude loi tiéu va/hodc glycosui tim. Liéu
khoi dau dugc khuyen céo & cac bénh nhan suy tim xung huyét 1a 5 mg/lan moi ngay hoac
5 mg x 2 1an mdi ngay, sau d6 bénh nhén can dugc theo doi chat dé phong tut huyet ap
triéu chung. Néu lidu khéi dau cua quinapril duge dung nap tot, bénh nhéan cé thé duoc
chuén lidu t6i lidu c6 hiéu qua, thong thudng 1a 10 mg/ngay dén 40 mg/ngay, chia thanh 2
lidu bang nhau trong diéu tri phdi hop.

Liéu ding va cdch diing ¢ bénh nhan suy thin:

Xem muc 4.4 Canh bido va thin trong dic biét khi sir dung. Céac dir liéu dong hoc cho
thay su dao thai cua quinapril phu thugc vao chirc nang than. Liéu khoi dau khuyén cdo
clia quinapril 1a 5 mg & cac bénh nhén c6 d thanh thai creatinin 16n hon 30 mL/phut va
2,5 mg ¢ cac bénh nhan c6 do thanh thai creatinin nho hon 30 mL/phut. Néu liéu khoi dau
duoc dung nap tbt, cac ngay sau co thé str dung quinapril theo phac do 2 lan mdi ngay.
Néu khéng co tut huyét 4p qua mirc hay su suy giam dang ké cua cerc ang than, liéu
dung co thé tang lén sau nhiing khoang thoi gian 1 tuan, dua trén g 1dm sang va
huyét dong hoc. Liéu khdi dau duoc khuyén céo dua trén céc dir sang va duogc
dong hoc cho bénh nhéan suy than nhu sau:

Do thanh thai creatinin Liéu khoi déu t6i da mét ngay
(mL/phut) (mg)
>60 10
30-60 5
10-30 2,5
<10 *

"Khéng c6 dii dir liéu tai thai diém nay dé cho phép khuyén céo liéu cu thé & cac bénh nhén nay.

Liéu diing va cdch diung ¢ bénh nhéin cao tuoi:
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Yéu td tudi dudng nhu khéng anh hudng dén hiéu qua va do an toan cua quinapril. Do do,
lidu khoi ddu khuyén cao cia quinapril ¢ nhiing bénh nhén cao tudi 12 10 mg/lan, mdi
ngay mot lan sau dé chuan liéu dé co dugc dap ting t6i uu.

Liéu diing va cdch diing 6 tré em:
D6 an toan va hiéu qua cua quinapril & cac bénh nhéan nhi khoa chua dugc thiét lap.
Chong chi dinh

Chong chi dinh quinapril ¢ cac bénh nhén qua man cam voi bat ky thanh phan nao cia
thudc nay va & céc bénh nhan c6 tién sir phi mach ¢6 lién quan t&i viée diéu trj trude day
véi mot thude e ché men chuyen dang angiotensin (ACE).

Chdng chi dinh quinapril o phu nit c6 thai, phu nit dang c6é y dinh c6 thai hodc phu nif
trong d6 tudi sinh dé ma khong sir dung cdc bién phap tranh thai day du. Nén chi dinh
quinapril & phu nit trong do tudi sinh dé chi khi nhimg bénh nhén nay khong c6 kha nang
thu thai cao va duogc théng bao vé doc tinh tiém tang v4i phéi thai (xem muc 4.6 Anh
hwong téi kha nang sinh san, phu nir ¢é thai va cho con bi).
Nén tranh ding quinapril & nhitng nguoi da biét hodc nghi ngd bi bénh mach than nhu hep
déng mach than hai bén hodc hep dong mach than & than doc nhat, ngudi ghép than, bénh
mach ngoai bién hoic vira xo dong mach toan than ning.
Khéng dung quinapril phbi hop véi aliskiren:

e trén bénh nhan dai thao duong.

e trén bénh nhén suy than mac do vira dén nang (GFR <60 mL/phat/1,73 m%)

e trén bénh nhén tang kali huyét (>5 mMol/L)

e trén bénh nhén suy tim xung huyét kém theo ha huyét ap

Khéng duing quinapril phbi hop véi thude chen thu thé angiotensin hodc thudc e ché men
chuyén angiotensin (ACE) khac:

/

e trén bénh nhén dai thio dudng bi ton thuong co quan dich
e trén bénh nhan suy than murc do vira dén nang (GFR <60 mL/phdsih, 73 m*)
e trén bénh nhan ting kali huyét (>5 mMol/L)

e trén bénh nhén suy tim xung huyét kém theo ha huyét 4p

Canh bao va than trong dic biét khi sir dung

Phu mach dau va co Phu mach di duoc bdo céo ¢ 0,1% cac bénh nhan su dung quinapril.
Néu xuét hién c6 tleng tho rit thanh quan hay pht mach & mit, ludi hay phan thanh mon
cta thanh quan, can dng didu tri qumaprll ngay, cdc bénh nhan nay can duoc dleu tri
thich hop theo diéu tri y té thudng qui, va can dugc theo dai c4n than cho dén khi hét _phu.
Trong trucmg hop phi dugce gidi han & mét va méi, tinh trang nay nhin chung la tu hét ma
khéng can phai didu tri, cac thudc khang histamin ¢ thé ¢ ich trong viéc giam nhe triéu
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chimg. Phu mach di kem véi phu thanh quan cd the dan t6i tir vong. Khi ¢6 phu ¢ ludi,
hau hay thanh quan co thé gy tic duong thd, can tién hanh khén truong diéu tri cdp ciu
thich hop, bao gém, nhung khong chi gidi han viéc tiém dudi da dung dich adrenalin
(epinephrin) ty 1 1:1000 (0,3 dén 0,5 mL), cAn duoc chi dinh nhanh chong.

Da co bdo cao 1a cac bénh nhan da den khi sir dung cac thubc rc ché men chuyén dang
angiotensin c6 ty 1€ pht mach cao hon so véi nhiing bénh nhén khong da den. Ciing can
ghi nhé la trong céc thir nghiém lam sang cé dbi ching, cac thude e ché men chuyén c6
tac dung trén huyét 4p & ngudi da den kém hon la trén nguoi khéng da den. Ty 1é phu
mach & cac bénh nhan da den va khong da den trong qué trinh diéu tri bang quinapril da
dugc danh gia trong hai nghién ciru lam sang mo, 16n, danh gia hiéu qua cia quinapril
trong viéc kiém soat huyét ap. O mot nghién ciru, trong dé 1656 bénh nhan da den va
10583 bénh nhin khong da den di dugc danh gi4, ty 1& phi mach, khong ké dén c6 lién
quan dén diéu tri quinapril hay khong 13 0,3% & ngudi da den va 0,39% & nguoi khong da
den, trong mdt nghién ctu khac, (1443 bénh nhan da den va 9300 bénh nhan khong da
den) ty 1& phit mach lan luot 1a 0,55% & nguai da den va 0,17% & nguoi khong da den.

Bénh nhan ding ddng thoi quinapril vé6i liéu phap thude e ché dich ciia rapamycin trén
dong vat c6 vi (Mammalian Target of Rapamycin - mTOR) (vi du nhu temsirolimus)
hodc thude e ché dipeptidyl peptidase IV (DPP-IV) (vi du nhu vildagliptin) c6 thé ting
nguy co bi phit mach. Can than trong khi bat du str dung thudc trc ché mTOR hoic thude
trc ché DPP-IV & bénh nhan dang sir dung thude trc che men chuyén dang angiotensin
(ACE).

Phit mach ruét: Phit mach rudt dugc bao cdo & nhitng bénh nhan diéu tri bing thude tc
ché men chuyen dang angiotensin. Nhitng bénh nhan nay biéu hién bang dau bung (cé
hoac khéng c6 budn nén hoac non); & mot sé trudng hop khong cé tidn sir phi mat va
nong do men C-1 esterase binh thuong. Phi mach duge chan doén bai cac bién phap bao
gom chup CT bung hoac si€éu am, hodc khi phau thuat, va cac triéu chimg da hdi phuc sau
khi ngimg dung cac thuoc e ché men chuyen dang angiotensin. Pht mach rudt nén duoc
tinh dén trong céc chén doan khac nhau déi v6i bénh nhan dang sir dung thubc trc ché
men chuyén dang angiotensin ma c6 dau bung. ’.
Bénh nhén c6 tién st phit mach khong lién quan t6i liéu phap diéu tri lhang thudc tc ché
men chuyen dang angiotensin c6 thé tang nguy co phii mach khi dang ude tre ché
men chuyén dang angiotensin.

Cac phan &rng dang phin vé

Diéu tri giai cam ung: Cac bénh nhan sir dung thude e ché men chuyén dang angiotensin
trong thoi gian diéu tri giai cam ung véi noc cdn trung canh mang da cé nhu‘ng phan g
dang phan vé de doa dén tinh mang. Trén cung bénh nhan do, cac phan tng nay da hét khi
ngung tam thoi cac thudc trc ché men chuyén dang angiotensin, nhung né lai xuat hién khi
vo tinh dung lai.

Loc LDL: Cac bénh nhén dang dugc loc lipoprotein ty trong thap qua cdt hap thu dextran-
sulfat khi dugc diéu tri dong thoi véi thude trc ché men chuyén dang angiotensin da duoc
bédo céo la cé nhitng phan ing dang phan vé.

Thém tach mau: Cac bang chimg ldm sang dd cho thdy ring cic bénh nhan dugc tham
tach mau ma sir dung loai mang dong cao (nhu la mang polyacrylonitril) cé thé ¢6 nhiing
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phan ng dang phan vé khi sir dung ddng thdi véi thude e ché men chuyen dang
angiotensin. Nén tranh sy phéi hop ‘nay, hoac bang viéc sir dung thudc ha huyét 4p thay
thé khéac hodc sir dung mang thay thé khac dé tham tach mau.

Chen ddng thoi hé Renin-Angiotensin (RAS): Chen dong thoi RAS bang thudce chen thu
thé ang10tensm thude trc ché men chuyén dang anglotensm (ACE) hodc aliskiren li€n
quan dén viéc ting nguy co ha huyét ap, tang kali huyét va thay doi chirc nang than (ke ca
suy than cép) so v&i don tri liéu. Khong nén st dung thudng xuyén bién phép phoi hop
cac chat tic dung trén RAS, chi sir dung blen phap nay cho nhiing trudng hop cé biét, két
hop theo doi chat ché chic nang than va ndng do kali huyét (Xem muc 4.3 Chong chi
dinh)

Tut huyet ap: Tut huyet ap co triéu chimg hiém khi duge quan st thdy o cac bénh nhan
tang huyét ap khong bién chirmg dugc diéu tri bang quinapril nhung la mot hau qua co the
ctia viéc diéu tri bang thudc Grc ché men chuyén dang angiotensin trén cac bénh nhén mat
mudi/ thé tich tuan hoan nhu nhirng bénh nhan trudc day dugc diéu tri bang thubce lgi tiéu,
nhiig nguoi an ché do kiéng mudi hay nhimg nguoi dang duge tham tach.

Nhitng bénh nhén da dung thudc loi tiéu rdi khi bit dau diéu tri bang quinapril co thé xuat
hién tut huyet ap ¢6 triéu ching. Nhirng bénh nhén dang dung thudc loi tiéu, néu c6 thé
duoc, can ngung thube loi tiéu trong hai dén ba ngay trude khi khoi dau diéu tri bing
quinapril. Neu huyet ap khong duoc klem soat voi mot minh quinapril, can str dung lai
thudc loi tiéu. Néu khéong thé ngimg thudce lgi tiéu, nén bét dau sir dung quinapril véi liéu
khoi dau thdp. (Xem muc 4.5 Twong tic véi cac thude khic va cde dang twong tic
khac)

0 nhimng bénh nhan c6 suy tim xung huyet nhiing nguoi cé nguy co tut huyét 4p théi
qué, diéu tri bang quinapril nén dugc bét déu véi liéu duoc khuyén co dudi sy giam sat
chat ché cua y té, nhirng bénh nhén nén dugc theo ddi chit ché trong hai tudn dau cia dot
diéu tri va bat ctr khi nao can tang liéu quinapril.

Neu xuat hién tut huyet ap c0 triéu chimg, bénh nhan can duoc dat & vi tri nam ngua va
néu can thiét, truyén dung dich nuéc mubi sinh ly theo dwodng tinh mach. Tut huyét ap
thoang qua khéng phai la mt chong chi dinh déi véi viéc tlep tuc dung quinapril, tuy
nhién, can xem xét sir dung liéu thap hon ciia quinapril hay bat ky mot oiftiéu ding
phéi hop nao néu hién tuong trén xudt hién.

Giam bach cdu trung tinh/mét bach céu hat: Cac thuéc tc ché men chuyén dang
angiotensin hiém khi c6 lién quan t6i viée mét bach cau hat va trc ché tuy xuong & cic
bénh nhan ting huyét 4p khéng bién chirmg, nhung gap voi tan suét nhiéu hon & cic bénh
nhén c6 suy than, dac biét néu ho c6 dong thai bénh mach collagen.

MAt bach cau hat hiém khi dugc bao céo trong qua trinh dieu tri bing quinapril. Cling nhu
céc thudc e ché men chuyén dang angiotensin khéc, can theo di s6 lugng bach ciu &
cdc bénh nhan c6 bénh mach collagen va/hodc bénh thén.

Bénh suét va tr sudt cia phéi thai/tré so sinh: Xem muc 4.6 Anh hwéng 1én khi ning
sinh san, phu nir ¢6 thaiva cho con bu.

Suy gidm chirc ning than: Do viéc trc ché hé thong renin- angiotensin -aldosteron, nén co
thé du doan t&i kha nang c6 thay déi chirc nang than & mdt vai bénh nhan nhay cam. 0
nhiing bénh nhéin ¢6 suy tim nang, & nhitng nguoi ndy chirc nang than cua ho co6 thé phu
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thugc vao hoat dong cua hé théng renin- anglotensm -aldosteron, diéu tri bang cac thudc
trc ché men chuyén dang angiotensin, bao gom ca quinapril, o the lién quan téi giam niéu
va/hodc nito uré huyét (BUN) tién trién va hiém gip suy théan cép va/hodc tir vong (xem
muc 4.8 Tac dung khong mong muon).

Thoi gian ban huy cua quinaprilat bi kéo dai khi do thanh thai creatinin giam. Can sir
dung liéu khéi dau thap cia quinapril & cic bénh nhan c6 do thanh thai creatinin < 60
mL/phut (xem muc 4.2 Liéu ding va phwong phap sir dung) Liéu dung cua cac bénh
nhan nay sau dé duoc diéu chinh ting 1én dua trén dap tng didu tri, va chirc nang than
nén duoc theo dai chat ché mic dii cac nghién ctru hién cé khong cho thay ring quinapril
c6 kha nang lam suy giam thém chirc nang théan.

0 mat vai bénh nhén co tang huyét ap hay suy tim nhung khéng cé bénh mach mau than
ton tai tir trudc mot cach rd rang, da c6 hién tuong tang nito uré huyét (BUN) va creatinin
huyét twong, thuong la nhe va thoang qua, déc biét khi quinapril dugc sur dung dong thoi
v6i mot thude loi tiéu. N6 thuong xuét hién nhleu hon & cac bénh nhén cé suy théan tir
trude. Can giam liéu va/hodc ngimg thube loi tiéu va/hodc quinapril.

Trong cac thir nghiém lam sang & cac bénh nhén tang huyet ap co hep dong mach thén
mat ben hay hai bén, quan sat thay sur tang nito uré huyét (BUN) va creatinin huyét twong
& vai bénh nhén sau khi diéu tri bang thudc e ché men chuyen dang angiotensin. Su tang
nay phén 16n thuong trd lai binh thuong sau khi ngimg thuoc trc ché men chuyén dang
angiotensin va/hodc thudc loi tiéu. O nhitng bénh nhan nay cén theo ddi chirc nang than
trong vai tudn ciia dot diéu tri (xem muc 4.8 Tac dung khong mong mudn).

Suy giam chic ning gan: Can phai stir dung than trong quinapril khi pho: hop vé6i thube
loi tiéu & cac bénh nhan c6 suy giam chirc nang gan hay bénh gan tién trién, vi nhiing su
thay dbi nho vé cén bing dich va chat dién gidi c6 thé lam bung phat hon mé gan. Chuyén
hoa quinapril thanh quinaprilat thuong phu thudc vao men esterase ciia gan. Nong do cua
quinaprilat bi giam & cac bénh nhéan c¢6 xo gan do ruou do giam qua trinh khir este cua
quinapril.

Tang kali méau va céc thudc loi tidu gitr kali: Cling nhu nhimg thudc Gc ché men chuyen
dang angiotensin khac, nhirng bénh nhén khi str dung quinapril don ddc cling cd thé gap
pha1 tang nong do kali trong huyet twrong. Khi sir dung phdi hop, quina 'l cd thé lam
giam hién trong mét kali do thude lgi tiéu thiazid. Qumapnl chua dugc ctru diéu
tri phdi hop véi thude loi tiéu gitr kali. Do nguy co cla viée tang cudng su tang
nong do kali trong huyét tuong, nén khéi dau than trong va theo dai chat cheé nong do kali
trong huyét ctia bénh nhén khi diéu trj phéi hop quinapril véi thude loi tidu giit kali (xem
phan tut huyét 4p & trén va muc 4.5 Twong tic vi cac thudc khac va cic dang twong

tac khac)

Tut dudng huyét va ddi thio duomg: Cac thube e ché men chuyén dang angiotensin cé
lién quan t6i ha duong huyét & cac bénh nhan dai thao duong dang sir dung insulin hay
cac thudc ha duong huyét duong uong khac, can theo ddi chét ché cac bénh nhan dai thao
duong.

Ho: ho dé dugc bao cao la co lién quan t6i viéc s dung quinapril. Dac tinh chung la ho
khan, kéo dai va tr hét sau khi ngimg diéu tri. Ho do thudc tc ché men chuyén dang
angiotensin cin dugc xem nhur [ mét phan cia chuén doan phén biét ho.
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Phau thuat/gdy mé : Can than trong ¢ cac bénh nhan phai trai qua phau thuat 16n hay gay
mé do cac thudc trc ché men chuyen dang angiotensin da ching minh 1a ngan céan su hinh
thanh angiotensin II thir phat sau khi giai phong renin bu trur. Piéu nay c6 thé dan t6i tut
huyét ap, c6 thé duoc diéu tri bang truyén dich.

Thong tin cho bénh nhén:

Mang thai: Khong ding quinapril cho phu nit mang thai, du dinh c6 thai, hodc cé thé €0
thai va nhimng phu nit khong dung bién phép tranh thai thich hop do cac tac dung tiém
tang cua thude c6 thé gay ton thuong nghiém trong hodc thdm chi gdy tir vong d6i vai bao
thai dang phat trién (xem muc 4.3 Chéng chi dinh va muc 4.4 Canh bso va thin trong
dac biét khi sir dung, tir vong/tlr vong va thuong tat ¢ tré so sinh).

Phu mach: Phu mach, bao gém phu thanh quan cé thé xuat hién dac biét 1a sau lidu dau

tién cua quinapril. Cac bénh nhén cén duge tu van ring néu c6 bt cir déu hiéu hay triéu /
chimg nao goi y ¢é phi mach xuét hién (nhu 1a phii & mat, cac chi, mat, méi, ludi, kho ¢
nudt hay kho tho), ho can phai ngimg str dung quinapril ngay 1ap tirc va hoi y kién bac si. il'“

Tut huyét ap: Céc bénh nhén can dugc canh bdo phai béo cdo tinh trang chodng véang, dac v
biét trong vai ngay dau tién diéu tri véi quinapril. Cac bénh nhan nén dugc khuyén cdo la
néu xuét hién ngét, khéng nén ding thuéc néu chua hoi y kién cia bac si.

T4t ca cac bénh nhan can dugc canh béo rang, an, ubng khong di nude, ra md hodi qua
nhidu, hay mit nudc c6 thé din dén tut huyét 4p thai qua do giam thé tich dich. Cac
nguyén nhén khéc lam giam the tich tudn hoan nhu 1a non hay ia chay cling c6 thé dan den "
tut huyét &p, cac bénh nhan can hoi y kién béc si.

Tang kali mau: Céac bénh nhén can duoc khuyén céo khong sir dung cac ché pham bo sung *
kali hay nhimng chét thay thé mudi c6 chira kali ma khong hoi y kién bac si .

/
0

Giam bach cu trung tinh: Cac bénh nhan can duoc khuyen céo dé bao cdo ngay lap tir
bat ky. du hiéu nao cta nhiém trang (viém hong, sét) vi d6 cé thé la d4u hiéu cia giz
bach cau trung tinh.

Phiu thuét/gdy mé: Céc bénh nhan c6 ké hoach phﬁuﬂ thuét va hodc gy mé cén duoc bao
cho béc si 1a ho dang sir dung thudc (re ché men chuyén dang angiotensin

Ghi chu: Ciing nhu nhiéu thudc khéc, cin bao dam nhing 16i khuyén
bénh nhan dang duoc diéu tri bang quinapril. Thong tin nay nhim muc
thudc nay an toan va hiéu qua No khong cho thay hét tit ca nhiing tic dung mong mudn
hay nhimng tac dung bat lgi c6 thé c6 cua thude nay.

o
=
C
(@]
o
o
- gz

k7

Twong tac vai cac thude khac va cac dang twong tac khic

Tetracyclin va céc thude khéc c6 twong tac véi magnesi: Dung tetracyclin véi quinapril
lam giam su hép thu cia tetracyclin khoang 28% dén 37% cac dbi tuong. Giam hap thu la
do su c6 mit cia magnesi carbonat 1 ta dugc trong cong thirc cuia quinapril. Sy tuong tac
nay nén dugc xem xét khi ké don dong thoi quinapril va tetracyclin.

Lithium: Tang nong d6 lithium trong huyet tuong va triéu chimg ngd doc lithium da duoc
béo cdo & cac bénh nhéan s dung ddng thoi lithium va thube e ché men chuyén dang
angiotensin do tadc dung lam mét natri ctia céc thude nay. Nén than trong khi sir dung phoi
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hop cac thude nay va can theo dbi thuong xuyén nong dé lithium trong huyét tuong. Néu
sir dung dong thoi véi ca thubce lgi tiéu, nd c6 thé 1am ting nguy co ngd doc véi lithium.

Céc thubc khang viém khong steroid bao gdm chét trc ché chon loc COX-2: Trén bénh
nhén cao tudi, giam khdi lugng dich thé (bao gom céa nhimg ngudi dang dung thudc loi
tiéu) hodc bj t6n thuong chirc nang thén, ding déng thoi NSAIDs (bao gom chat tic ché
COX-2 chon loc) va thuoc tic ché men chuyén (bao gom quinapril) ¢ thé lam tén thuong
chure nang thén bao gdm suy than cép. Céc tac dung nay thuong co thé hdi phuc dugc.
Can dinh ky theo ddi chic nang than trén bénh nhan ding dong thoi quinapril va
NSAIDs.

Tac dung ha 4p cia thubc tc ché men chuyén (bao gdm quinapril) cé thé bi giam do
NSAIDs.

Céc thude rc ché mTOR hodc DPP-IV: Bénh nhan dung dong thoi quinapril véi liéu phép
thudc trc ché mTOR (vi du nhu temsirolimus) hodc thudc e ché dipeptidyl peptidase TV
(DPP-1V) (vi du nhu vildagliptin) c¢6 thé tang nguy co bi phii mach. Can thén trong khi bét
dau sir dung thubc e ché mTOR hoic thube e ché DPP-IV & bénh nhan dang sir dung
thudc trc ché men chuyén dang angiotensin.

Céc thudc khéc: Khong c6 su tuong tac vé& mat duoc dong hoc cé y nghia 1dm sang xuat
hién khi sir dung quinapril vgi propranolol, hydrochlorothiazid, digoxin hay cimetidin.

Tac dung chong dong cua lidu warfarin duy nhét (duoc do bai thai gian prothrombm)
khéng bi thay dbi dang ké khi sir dung dong thai véi quinapril hai l4n mét ngay.

Str dung dong thoi cac liéu 10 mg cua atorvastatin voi lidu 80 mg cia quinapril khong
lam thay dcn dang ké cac thong s6 vé dugc dong hoc ¢ trang thai hing dinh cua
atorvastatin.

Sir dung ddng thoi véi thude loi tiéu: Cac bénh nhan dang sir dung thude loi tiéu, dac biét
la nhimg bénh nhan m&i sir dung céc thude lgi tiéu gf?m day, c6 thé thinh thoang c6 su
giam thai qua cua huyet 4p sau khi khoi dau diéu tri bang quinapril. Tac dung gay tut
huyet ap sau lidu dau tién cua quinapril c6 thé dugc han ché t6i da bing viéc ngung thude
loi tleu vai ngay trude khi khai ddu didu tri bang quinapril. Néu khong thé ngimg thuoc
loi tiéu, liéu khoi dau cua quinapril nén dugc giam xudng. O céc bénh nhidn m pha1 tiép
tuc dleu tri bang thubc lgi tiéu, can c6 su giam sat y té cho dén hai gio b
lidu dau tién cia quinapril (xem muc 4.4 Canh bdo va thin trong dic bi
va muc 4.2 Liéu dung va phwong phap sir dung).

Céc thubc lam ting kali huyét: Quinapril 1a mot thudc trc ché men chuyén dang
angiotensin c6 kha nang lam giam nong d6 cua aldosteron, diéu nay c6 thé dan to1 viée
giit kali. Do d6, can diéu trj than trong va c6 cac bién phap theo ddi thich horp nong do
kali trong huyét tuong khi str dung phdi hop quinapril v6i cac thudc loi tiéu giir kali (vi
du, Splronolacton triamteren, hay amilorid), c4c ché phim bd sung kali, hay cac chat thay
thé mudi c6 chira kali. (xem muc 4.4 Canh bao va thin trong diic biét khi sir dung.)

Chen dong thoi hé Renin- Angiotensin (RAS): Chen df)ng thoi hé renin-angiotensin do
dung céc thude chen thu thé angiotensin véi thube trc ché men chuyén dang angiotensin
hodgc aliskiren co thé lam tang nguy co tut huyét ap, tang kali mau va thay dbi chirc nang
than (bao gdm suy than cdp) khi so sanh véi don tri liéu. Cén theo ddi chat ché huyét 4p,
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4.6

4.7

4.8

chirc nang than va dién giai & bénh nhan ding quinapril va cac thudc anh huong dén hé
renin-angiotensin.

Khéng dung quinapril két hop véi aliskiren trén bénh nhan mac bénh dai thao duong,
bénh nhan suy than mirc dé vira dén ning (GFR <60 mL/phut/1,73 m”), bénh nhan ting
kali huyét (>5 mMol/L) hodc bénh nhan suy tim xung huyét kém theo ha huyét ap (xem
muc 4.3 Chong chi dinh).

Khéng dung quinapril két hop véi thude chen thu thé angiotensin hogc thuoc trc ché men
chuyén dang angiotensin (ACE) khac trén bénh nhén bi bénh tiéu duong cé tén thucmg co
quan dich, bénh nhan suy thdn mirc 4o vira dén nang (GFR <60 mL/phut/1,73 m %), bénh
nhan tang kali huyét (>5 mMol/L) hodc bénh nhén suy tim xung huyét kém theo ha huyét
ap (xem muc 4.3 Chong chi dinh)

Anh hwéng téi kha niing sinh sian, phu nir ¢6 thai va cho con bu

Chéng chi dinh quinapril & phu nit c6 thai (xem muc 4.3 Chéng chi dinh). Céc thudc trc
ché men chuyén dang angiotensin c6 thé gy thucmg tat va tr vong ¢ bao thai va tré so
sinh. Khi phu nir dang diéu tri biang quinapril ma c6 thai thi phai ngirng dung thude.

Tré so sinh phoi nhiém véi cac thudc trc ché men chuyén dang anglotensm co thé tang
nguy co di tat hé tim mach va hé than kinh trung uong. Cung c6 cac bo céo vé sinh non,
ha huyét ap, rdi loan hé thdng than (bao gbm suy thén), giam san so, ching it dich bi, co
ctng chi, di dang so va mat, phat trién giam san phon phat trién bét thuong trong tir cung
ong dong mach mad, bao thai tor vong va/hodc chét & tré méi sinh lién quan t6i me dung
céc thudce trc che men chuyen dang angiotensin. Bénh nhéan va bac si can nhan thic rang
chimg it dich i c6 thé khong xay ra cho dén sau khi bao thai c6 tén thuong khong hoi
phuc dugc duy tri lién tuc.

Tré so sinh bi phoi nhiém véi cac thudc trc ché men chuyén dang angiotensin khi trong
bung me can dugc quan sat ki vé ha huyet ap, thleu niéu, va tang kali huyét. Néu thiéu
niéu xuat hién, can cham séc truc tiép dé hd tro v& huyét ap va truyén dich than.

Phu niv cho con bu: ~

Quinapril duoc tiét vao sita me & ndng do gidi han. Do vdy, can than tre i chi dinh
quinapril cho phu nir cho con bu.

Anh huéng téi kha ning lai xe va vin hanh may méc
Kha ning tham gia vao cac hoat dong nhu diéu khién may méc va motd, co thé bj giam
sut dac biét trong thoi gian dau cua dot dicu tri véi quinapril.

Tac dung khong mong muén

Quinapril da duoc danh gia vé do an toan trén 4960 dbi twong va bénh nhan va déu duoc
dung nap tét. Trong sb nay, 3203 bénh nhan bao gdm 655 bénh nhan cao tudi, da tham gia
vao trong cdc thir nghiém 1am sang c6 doi chimg. Quinapril cling d& dugc danh gia vé do
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an toan khi sir dung lau dai & trén 1400 bénh nhén duoc didu tri trong thoi gian 1 nam
hoac dai hon.

Cac tac dung phu gap phai thuong 1a nhe hogc thoang qua. Cac tic dung phu thuong gép
nhat & trén 1am sang trong cac thir nghiém c6 ddi chimg la dau dau (7,2%), choang vang
(5,5%), ho (3,9%), mét moi (3,5%), viém mii (3,2%), budn nén va/hoac ndn (2.8%) va
dau co (2.2%). Can chu ¥ rang, dic tinh chung 13, ho va ho khan kéo dai va tu hét sau khi
dimng diéu tri.

Ty 1& ngimg diéu tri do céc tic dung phu 1a 5,3% & cac bénh nhan diéu tri bang quinapril
trong cac thir nghiém 1am sang c¢6 doi chimg.

Céc tac dung phu gip phai xuat hién & > 1% bénh nhan trong sé 3203 bénh nhan trong
cac thir nghiém 1am sang co doi chung, nhng bénh nhén nay dugc diéu tri bang quinapril
c6 hay khong dung kem theo voi thube lgi tiéu, dugc trinh bay dudi day. Ty I¢ tac dung
phu gip phai ¢ tiéu nhém 655 bénh nhan > 65 tudi duoc dua ra dé so sanh. Tiéu nhém
2005 bénh nhan, nhimg ngudi dugc diéu tri don doc bang quinapril cho ting huyét ap &
trong cac thir nghiém ldm sang co dbi chimg, ciing dugc trinh bay.

Phan trim bénh nhan trong céc thir nghiém c6 ddi chitng.

Quinapril +% Thubc loi tiéu Pon tri liéu Placebo
Téac dung phu Téng cong > 65 tudi % %
N =3203* N =655 N=2005%* N=579**

Dau dau e 4,0 5.1 16,9
Choang vang 345 6.6 4,1 43

Ho 39 4,1 3.2 1.4
Mét moi 3.8 3.3 3.2 2.1

Budn nén va/hodc non 2.8 3,8 2.3 26
Pau co 2.2 1.2 1.7 3.3

Di ngoai 2,0 2.4 1.9 1.0
Dau nguc 2.0 1,8 1,2 1.9
Dau bung 1.9 1.8 2.0 2.2
Khé tiéu 1.6 1,2 1,9 1,2
Kho tho 15 2,3 0,9 0,5
BPau lung 1.4 1,7 1,3 1.0
Viém hong 153 0,5 1,5 n.9
Mit ngii 1.3 0,8 13 o MR 07
Tut huyét ap 1.1 1,8 1,0 | \ ¥ \ /0,0
Dij cam 1,1 0.9 8 T T

* Bao gom 454 bénh nhan dugc diéu tri suy tim xung huyet
** Bao gdm cdc bénh nhén chi duoc diéu trj ting huyét ap.

Céc tac dung phu gap phai trén ldm sang c6 kha nang, co thé hay chic chén c6 lién quan
dén, hay c6 méi lién quan khéng chéc chan t6i didu tri xudt hién trong khoang 0,5% dén <

1% (ngoai trir nhu dé ghi chu) trong s& cac bénh nhan duoc diéu tri bang quinapril (cé
kém hay khong kém theo thudc lgi tiéu) trong céc thir nghlem c¢6 dbi ching hay khong co
db6i ching va cac tac dung phu géip phai it hon ¢ trong cic thur nghiém lam sang hay cac
tac dung phu xuét hién sau khi thudc da dua ra thi truong (duge danh d4u *) bao gom:
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4.9

A r , ~ A - A - ;¥ r . <A A _*
R6i loan méau va hé bach huyét: thiéu mau tan mau , ching giam tiéu cau

Réi loan hé mién dich: phan g phan vé"

Réi loan tim than: trAm cam, cing thing

Ro6i loan hé than kinh: ngli ga, chéng mit

R&i loan mét: giam thi luc
R&i loan tim: con dau thit nguc, danh tréng ngue, tim dap nhanh

R&i loan mach: ha huyét ap tu thé", ngét’, giin mach

R&i loan hé tiéu héa: khé miéng hodc hong, day hoi, viém tuy”

A . n ,e , ¥ “n , -. * o . A A A ~
Ro6i loan da va mé dudi da: rung toc, viém da tréc manh , ting tiét mo hoi, bénh
- o r E re r r * r r
pemphigut, phan ing nhay cam vd&i anh sang , ngira, phat ban

R6i loan co xuong va md lién két: chimg dau khép

Réi loan than va tiét niéu: nhiém tring duong tiéu (xem muc 4.4 Canh bio va thin trong
dic biét khi sir dung).

Ro6i loan hé sinh san va vu: bat luc

Réi loan bim sinh. c6 tinh chit gia dinh va di truyén: xem muc 4.3 Chéng chi dinh va
muc 4.6 Anh hwéng téi kha nang sinh san, phu nir co6 thai va cho con bu.

R&i loan toan than va tai noi ding thude: phit (ngoai vi va toan than)

Céc tac dung phu hiém gap: Phi mach* (0,1%) da duge bdo cdo & cac bénh nhan sir dung
quinapril (xem muc 4.3 Chéng chi dinh va muc 4.4 Canh bdo va thin trong dic biét
khi sir dung). Trong khi it gap v&i quinapril, viém phdi tang bach cau eosin*, viém gan
da duoc bao cao & cac thude rc ché men chuyén dang angiotensin khac.

Két qud xét nghiém sinh hod lim sang:

Mt bach ciu hat va giam bach cdu trung tinh hiém khi dugc bédo cdo (xem muc 4.4 Canh
bao va than trong dic biét khi sir dung).

Tang Kali mau: (xem muc 4.3 Chong chi dinh va muc 4.4 Canh bdo va thin trong dic
biét khi sir dung).

Creatinin va nito uré huyét (BUN): ting 2% ndng do creatinin huyét tuwon
uré huyét (BUN) (> 1,25 lan gidi han trén ctia mirc binh thudng) duge quan
bénh nhan dugc diéu tri quinapril don ddc. Su tdng nay thuong tré lai binh t
tiép tuc diéu tri (xem muc 4.4 Canh bdo va thin trong dic biét khi sir dung).

Qua lidu
Lidu gay tir vong 50% (LDs) ciia quinapril & chugt nhat va chudt bach nam trong khoang
1440 dén 4280 mg/kg.

Hién chua c6 nhitng thong tin cu thé vé diéu tri qua lidu v6i quinapril. Biéu hién lam sang
chac chén nhat 1a cac triéu chimg do tut huyét 4p nang, ma thudong duoc didu trj bing cich
truyén b sung thé tich tudn hoan bing duong tinh mach.

Diéu trj triéu chimg va hd tro phi hop véi diéu tri thuong qui.
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Tham tach mau va tham tach phiic mac c6 it tc dung Ién sy dao thai cta quinapril va
quinaprilat.

CACPAC TINHDUQC LY HQC
Cac dac tinh dwoec Iue hoc

Quinapril hydrochlorid 1a mudi ciia quinapril, ethyl ester ciia thuc e ché men chuyén
dang angiotensin khdong cé nhom sulfhydryl, quinaprilat.

Dung quinapril tir 10 mg dén 40 mg cho cac bénh nhan tang huyét 4 ap tur nhe dén vira dan
dén su giam huyet ap & ca tu thé ngdi va dimg véi sy anh huong t1 thiéu trén nhip tim.
Téc dung ha huyét 4p bat dau trong vong 1 gio voi tac dung t6i da thuong dat duoc trong
vong 2 - 4 gio sau khi udng. Trén mot sé bénh nhan, dé dat duoc tac dung ha ap t6i da ¢
khi phai can dén 2 tuan dleu tri. 0 cac lidu duoc khuyen cdo, tac dung ha ap dugc duy tri
& hau hét cac bénh nhén trong subt khoang cach liéu 24 gid va tiép tuc duy tri trong qua
trinh diéu tri 1au dai.

Pénh gia vé huyét dong hoc & cac bénh nhan ting huyét ap da cho thdy rang su giam
huyét ap do quinapril di kém VGi sy gidm st can ngoai vi tong cong va sirc can mach
thén voi rat it hay khong co thay d6i vé nhip tim, chi sb tim, dong mau dén than, muc loc
cAu than va phan suat loc.

Diéu trj phdi hop vdi céc thude loi tiéu nhém thiazid va hodc thém nhom chen B 1am ting
cuong tac dung ha ap cua quinapril, lam cho tac dung ha huyét ap 16n hon khi cac thude
nay duogc str dung riéng ré.

Tac dung diéu tri c6 thé la glong nhau & ca ngudi cao tudi (> 65 tudi) va nhitng nguoi tré
tudi hon, dugc str dung cung vdi lidu lugng hang ngay, ma khong lam ting tac dung phu &

ngu‘m cao tUOl

Str dung quinapril cho bénh nhan suy tim xung huyét lam giam strc can mach mau ngoai
vi, huyet ap dong mach trung binh, huyét 4p tdm thu va tdm truong, 4p luc mao mach
phdi, va lam tang cung lugng tim.

O 149 bénh nhan dang trai qua phau thuét béc cdu mach vanh chon loc, diéu tri bang
quinapril 40 mg lam giam ty Ié cac bién c¢b thiéu mau cuc bd sau phau thuit so vl
placebo trong vong 1 nim theo dbi.

O cac bénh nhan da c6 bénh dong mach vanh, nhung khéng c6 ting huyét 4p.haysuy tim
rd rang, quinapril lam cai thién chirc nang ndi mac bat thuong duogc do boi mach
vanh va dong mach canh tay.

Quinapril lam tang cuodng chirc nang ndi mac bai co ché dan dén sy ting nong do cua
nitric oxid. Suy giam chirc nang ndi mac dugc xem la mot co ché sinh ly bénh nén quan

trong trong bénh dong mach vanh (CAD). Y nghia lam sang cua viéc cai thién chirc ning
ndi mac con chua duoc thiét lap.

Co ché tic dung

Quinapril nhanh chéng duoc khir este dé& tro thanh qumapnlat (quinapril diacid, chat
chuyén hod chu yéu), chat ndy & cac nghién clru trén ngudoi va dong vat 1a mot chét (rc ché
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5.2

manh mé men chuyen dang anglotensm Men chuyen dang angiotensin la peptidyl
dipeptidase ma xuc tic su chuyén dbi cia angiotensin I thanh chit giy co mach
angiotensin II, chit nay lién quan t&i su diéu hoa va chirc nang ciia mach méu thong qua
nhiéu co ché khac nhau, bao gém kich thich bai tiét aldosteron bai tuyén vo thuong than.
Co ché tac dung cua quinapril trén nguoi va dong vat 1a do e ché hoat tinh men chuyén
dang angiotensin trong tudn hoan va trong mo, do d6 lam giam tic dung co mach va su
bai tiét aldosteron. Loai bo su diéu hoa nguoc cua angiotensin Il trén viéc bai tiét renin,
dan dén 1am tang hoat tinh renin trong huyét tuong (PRA).

Trong khi co ché tac dung chu yéu cta tic dung ha huyét ap duoc cho 1a thong qua hé
thong renin- angiotensin—aldosteron quinapril cho tac dung ha ap tham chi ¢ ca bénh nhén
co tang huyét ap ma nong do renin thap. Don trj liéu bang quinapril 12 phuong phap ha
huyét ap c6 hiéu qua & tat ca cic ching toc dugce nghién ciru, mac du no co it hiu qua
hon doi chut ¢ cac bénh nhén da den (thong thuong ndi trdi ¢ nhom co renin thap) S0 VOi
nhom bénh nhan khong da den. Men chuyen dang angiotensin gibng nhu kininase II, mot
men lam thodi giang bradykmm mdt chat giin mach peptid manh, liéu c6 lam ting ndn ng
dé cua bradykinin, mot chit ¢é vai tro trong tac dung diéu tri ctia qumaprll hay khéng van
con dang duoc lam rd.

O céc nghién ctru trén dong vét, tac dung ha ap cua quinapril kéo dai hon tic dung e ché
men chuyén dang anglotensm trong tuan hoan, nguoc lai viéc trc ché men chuyén dang
angiotensin & md co tuong quan chét ché hon véi thoi gian cua tac dung ha ap.

Céac thudc trc ché men chuyén dang angiotensin, bao gébm ca quinapril, c6 thé 1am ting
cuong do nhay cam vai insulin.

Cac diac tinh dwge dong hoc

Sau khi uéng, néng do dinh trong huyét tuong cua qumapnl dat dugc trong vong 1 gid.
Duya trén viéc tim thdy ctia quinapril va chat chuyen hod cua nd trong nudc tiéu, mirc do
hép thu la xdp xi 60%. 38% luong quinapril uong vao duogc chuyen hoa thanh dang
quinaprilat trong tudn hoan. Quinapril c6 thoi gian ban huy trong huyét twong khoang 1
gio. Nong do t6i da clia quinaprilat trong huyét tuong dat dugc trong khoang 2 gid sau khi
ubng quinapril. Quinaprilat duoc dao thai chii yéu qua su bai tiét ciia than va c6 thoi gian
ban huy tich luy hiéu qua khoang 3 gio. Khoang 97% quinapril hoac quinaprilat Iuu hanh
trong huyét tuong & dang gan két véi protein.

O céc bénh nhén bij suy than, thdi gian ban thai ciia quinaprilat ting 1én khi d§ thanh thai
creatinin giém xudng. Céc nghién ctru vé duoc dong hoc & cac bénh nhan c6 bénh than
giai doan cudi dang dugc tham tach mau di dong dai ngay hoac dang dugc thaw tach phiic
mac di dong, lién tuc cho thay rang tham tach c6 rat it tac dung trén s{ i
quinapril va quinaprilat. C6 moi tuong quan tuyén tinh giita do thanh thai cta‘quinaprilat
trong huyét twong va do thanh thai creatinin. Sy dao thai quinaprilat cling bi giam ¢ céc
bénh nhén cao tudi (> 65 tudi ) va twong quan chét ch& véi chirc néng than (xem muc 4.2
Liéu ding va phwong phap sir dung)

Céc nghién ctu & chudt cho thay rang quinapril va chat chuyén hoa ciia n6 khéng di qua
hang rao mau néo.

Dac tinh duoc dong hoc ¢ bénh nhin cao tubi:
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53

6.2

63

6.4

6.5

O cac bénh nhéan cao tudi, ¢é su tang dién tich dugi duong cong (AUC) va nong dd dinh
cua quinaprilat so voi cac bénh nhan tré tudi, diéu ndy co thé ¢ lién quan téi viéc giam
chirc néng than hon la véi ban thin tudi. Trong cac nghién ctru co dbi chiing va khong cé
ddi chimg, trong dé 21% bénh nhén la > 65 tudi, khong c6 sy khac biét tong thé nao vé
hiéu qua hay d6 an toan duoc quan sat giira cac bénh nhan cao tudi va cic bénh nhan tré
tudi. Tuy nhién su nhay cam hon dbi véi vai bénh nhan cao tudi khong thé bi loai trir.

Cic dir liéu an toan tién lim sang

Khd ning gdy ung thu, gdy dt bién, lam giam chiic ning sinh sin

Quinapril hydrochlorid khéng c¢6 kha nang sinh ung thu ¢ chudt nhét va chudt bach khi
duoc ding véi cac lidu 1én t6i 75 hodc 100 mg/kg/ngay (50 - 60 lan liéu hang ngay tbi da
0 nguoi mot cach twong ung) trong 104 tuan. Ca qumaprll va quinaprilat khong gay dot
bién trong phép thir vi khuan Ames c6 hay khéng co tang hoat tinh chuyén hoa. Quinapril
ciing dong thoi am tinh trong cac nghién ciu vé doc tinh hoc trén di truyen sau day:
Nghién ctru vé gdy dot bién diém té bao dong vét c6 v trén in vitro, trao ddi nhiém séc tir
chi em & té bao dong vat ¢ vii dugc nudi cay, xét nghlem vi nhan & chudt nhét, sai léch
nhlem sac the trén in vitro voi t& bao phdi duoc nudi cdy V79, va mot nghién ciru vé di
truyén hoc té bao trén in vivo véi tily xuong chudt bach. Khong c6 tac dung bét lgi nao
trén kha nang thu tinh hay chirc nang sinh san & chudt voi cac lidu 1én t6i 100 mg/kg/ngay
(60 1an liéu hang ngay tbi da & nguoi).

Khéng c6 tac dung doc trén phdi thai hay géy quai thai dugc quan sat & chudt véi cac lidu
cta quinapril 1én t6i 300 mg/kg/ngay (180 lan liéu hang ngay tdi da & nguoi), mic du
quan sat thdy ddc tinh trén dong vat me & liéu 150 kg/ngay Trong lugng co thé cia dong
vét con bi giam & chudt bach me duoc diéu tri & giai doan cudi cia thai ky va trong thoi
gian cho con bu véi cac lidu >25 mg/kg/ngay. Qumaprll khong gay quai thai ¢ tho, tuy
nhién nhu di duoc biét véi cac thude i ché men chuyén dang anglotensm khac, doc tinh
trén dong vat me va doc tinh trén phoi thai dd duoc quan sat trén vai loai tho voi cac lidu
lan lugt twong tmg 12 0,5 mg/kg/ngay va 1 mg/kg/ngay.

CAC PAC TINH DUQC HQC

Danh muc ta dwoc

Magnesi carbonat heavy, lactose monohydrat, gelatin, crospovidon, i/ stearat,
opadry brown OY-5-9020G va sap candellila.

Twong ky

Khong co.

Thoi han sir dung

24 thang ké tir ngay san xuat.

Thén trong dic biét khi bao quan

Bao quan ¢ nhiét do dudi 30°C.

Tinh chit va dung lrong ciia bao bi déng goi

Hop 7 vi x 14 vién nén bao phim.
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LPD Title : Quinapril

LPD Date: Mar 00, 2015

Country: Viemam

Reference CDS : version 9.0 Reference CDS Date :20 Sep 2013

Tiéu chuén thudc thanh phim: Nha san xuét

Nha san xuit:

Pfizer Manufacturing Deutschland GmbH — Betriebsstatte Freiburg,
Freiburg, Duec.

®Nhan hiéu da dang ky.

LPD date: Mar 06, 2015.
Reference CDS date: September 20, 2013.

TUQ. CUC TRUUNG
P.TRUONG PHONG

Nouyin Hay Hang

swaldallee 1, 79090
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BO Y TE CONG HOA XA HOI CHU NGHIA VIET NAM

CUC QUAN LY DUQC Poc lap - Tw do - Hanh phiic

sé 3§69 /QLD-DK Ha NGi, ngly_ 3thng. 2 naim 2016
V/v thay doi hudng dan sir dung

Kinh gtri: Pfizer (Thailand) Ltd..
Dia chi: United Center Building, Floor 36, 37, 38 and 42, 323 Silom
Road, Silom, Bangrak, Bangkok 10500, Thailand.

Ngay 23/11/2015, Cuc Quan ly Dugc nhin duoc don dé nghi dé ngay
20/11/2015 va cac tai li¢u co lién quan cua cong ty (sb tlep nhin 1577/TDNN)
ve vige thay d6i n6i dung hudng dan sir dung dbi véi thude nude ngoai da dugc
cép s6 dang ky luu hanh,

Cian ctr Théng tu sb 44/2014/TT BYT ngay 25/11/2014 ctia B8 Y t& Quy
dmh v1ec dang ky thudc, Thoéng tu s6 04/2008/TT-BYT ngay 12/05/2008 cta Bo
Y té vé Huéng dan ghi nhan thudc,

Cin ctr bién ban thim dinh hd so thay d6i/ bd sung, Cuc Quan I y Duogc ¢o
y kién nhu sau:

Pong y dé cbng ty duoc thay d6i ndi dung huéng dan st dung dbi véi
thubc Accupril, sé diang ky: VN-19302-15.

Bang so sanh noi dung thay dbi cta t& huéng dan sir dung duoc déng diu
xac nhén cua Cuc Quan ly Dugc va dinh kém theo cdng vin nay.

Ngoai néi dung dugc thay doi trén, tat ca cac ndi dung khéc gilt nguyén
nhu h so ding ky thude luu tai Cuc Quén ly Dugc.

Cong ty ding ky, nha san xuat phai chiu trach nhiém vé chét luong dbi voi
thude Iuu hanh trén thi trudng, noi dung ghi trén nhan thudc, quy dinh vé sé hitu
tri tué lién quan dén nhan hiéu hang hod cta thudc va c6 trach nhiém thong béo
su thay d6i nay dén cac co quan lién quan va khach hang.

Sau 03 thang ké tur ngay ky cong van nay, cong ty khong dugc nhap khau
thubc trén voi to huéng dan st dung cii cta thude.

Cuc Quan ly Dugc théng bao dé cong ty biét va thyc hién dung céc quy
dinh ctia Viét Nam vé luu hanh thude./.

Noi nhin: KT/ CUC TRUUNG
- Nhu trén;
- Luu: VT, PKT (BH).

Ngyn Viet Hung

L



- | Q)IG-G’JO/”"g?;;g"g ugA 5uQo 0ay)

?}“sz e Sueyy Ty fedusg/ar , ; ( : ‘ , ) ,
TOM TAT CAC THAY POI TRONG TO HUONG DAN SU DUNG

(

VAN PHONG

sa A

X : : =[ DAl DIEN
LIANA IHd YE |y, CUA THUOC ACCUPRIL (SPK: VN-19302-15) R
J0NA ATNYA0 DAD 1 S\ 1A cui MINH

; i 2 7 s 3 A i . . N 5
JL A O8r¢g HUGNG DAN SUDUNG CU TG HUONG DAN SU DUNG MOI \ * OOIHAY
(phan loai bo dugc sach-neans) (Phan thém vao/ thay dbi dugc danh diu vang)

Rx Rx Sira 151 dich thudt

CANH BAO DAC BIET: CANH BAO PAC BIET:

Chi-sir-dung-thube nay theo don. Thude nay chi ding theo don ciia bic s§

Thong b4o cho bic si-biétnéuxayra-bit k¥ tac dung ngeai | Thong biao cho bac sy nhirng tic dung khéng mong muon

-1, gap phai khi sir dung thuoc.

Thamkhio ¥ kién biesi déeé thém thong tin. Néu can thém théng tin xin héi y kién bac s¥.

Pé thubengoai tim véieia tré em. Dé xa tim tay tré em.

4. PAC TINH LAM SANG

4. PAC TINH LAM SANG

4.2 Liéu dung va phwong phap sir dung

Diéu tri ting huyét ap:

Don tri li¢u: Khuyén céo liéu khoi dau cia quinapril 6 céc
bénh nhan khéng sir dung thude lgi tiéu 1a 10 mg/lan, mdi
ngay mot 1an. Tuy thude vao dép Gng ldm sang, liéu ding cua
bénh nhan c6 thé duoc ehuén lidu (bang cach dung glp doi
liéu) dén liéu duy tri 20 mg/ngay hodc 40 mg/ngdy, thudng
ding mot lan trong ngay hodc dugc chia thanh hai 1dn bing
nhau trong ngay ...

Diéu tri dong thoi véi thude loi tidu: Trén nhitg bénh nhan

4.2 Liéu dung va phwong phap sit dung

Diéu tri ting huyét ap:

DPon tri liéu: Khuyén céo lidu khoi ddu cua quinapril ¢ cac
bénh nhan khéng sir dung thubc loi tiéu 13 10 mg/lan, mdi
ngay mdt lan. Tuy thudc vao dap tng 1am sang, lidu dung cia
bénh nhan ¢ thé dugc chinh lidu (bang cach dung gap doi
licu) dén lidu duy tri 20 mg/ngay hoic 40 mg/ngay, thuong
dung mét 1an trong ngay hodc dugc chia thanh hai 1an béing
nhau trong ngay ...

Sira 16i dich thuét

Diéu tri dong thoi voi thuoc loi tiéu: Trén nhitng bénh nhan
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phai tiép tuc diéu tri két hop v6i mot thude loi tiu, lidu khoi
dau khuyén céo cua quinapril 1a 5 mg, sau do nén dugc c—h&aﬁ
liéu (theo md ta & muc don tri liéu) dé c6 duoc dap ng t6i wru.
(Xem thém muc 4.5 Twong tac véi cac thude khac va cac
dang twong tic khac).

Diéu tri suy tim xung huyét:

. Néu liéu khoi dau cua quinapril dugc dung nap t6t, bénh
nhan c6 thé dugc ehudn liéu i lidu c6 hiéu qua, thong thuong
la 10 mg/ngay dén 40 mg/ngay, chia thanh 2 lidu bang nhau
trong diéu tri phdi hop.

Liéu dung va cach dung & bénh nhan cao tudi:

Yéu t6 tudi dudng nhu khong anh huéng dén hiéu qua va do
an toan cua quinapril. Do dé, lidu khai dau khuyén cdo cua
quinapril & nhitng bénh nhan cao tudi 1a 10 mg/lan mdi ngay
mot 1an sau d6 ehudn lidu dé c6 dugc dap Gmg toi uu.

phai tiép tuc diéu tri két hop v6i mot thude loi tiéu, lidu khoi
du khuyén céo cia quinapril 13 5 mg, sau d6 nén dugc chinh
lidu (theo md ta & muc don tri liéu) dé c6 duogc dap Gmg t6i uu.
(Xem thém muyc 4.5 Twong tac voi cac thude khac va cac
dang twong tac khac).

Diéu tri suy tim xung huyét

.. Néu liéu khai ddu cua quinapril dugc dung nap tét, bénh
nhén c6 thé dugc chinh liéu tdi lidu ¢ hidu qua, thong thudng
la 10 mg/ngay dén 40 mg/ngay, chia thanh 2 lidu bang nhau
trong diéu tri phi hop.

Liéu dung va cich ding & bénh nhén cao tudi

Yéu t6 tudi dudng nhu khong anh huong dén hiéu qua va do
an toan cua quinapril. Do d6, litu khéi dau khuyén céo cia
quinapril & nhimg bénh nhan cao tudi 1a 10 mg/lan, mi ngay
mot lan sau d6 chinh liéu dé c6 dugc dap img tdi uu.

4.3 Chong chi dinh

Khéng ding quinapril phdi hop vdi aliskiren:
e trén bénh nhan dai thao dudng.

e (rén bénh nhan suy than mic dd vira dén ning
(GFR <60 mL/phut/1,73 m?)

4.3 Chong chi dinh

Khoéng ding quinapril phdi hop véi aliskiren:
e trén bénh nhan dai thao dudng.

e f(rén bér}h nhan suy thdn mac dj vira dén nang (tbc do
loc cau than [glomerular filtration rate, hay
GFR] <60 mL/phut/1,73 m?)

Stra 16i dich thuét

4.4 Canh bao va thin trong dac biét khi sir dung

Pht mach diu va cd

4.4 Cinh bdo va than trong diac biét khi sir dung

Phtu mach dau va cd

- Bo sung thong tin
vé canh bao va than
trong dac biét khi
str dung.
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D3 c6 bdo cdo la cac bénh nhan da den khi sir dung cac thube
trc ché men chuyén dang angiotensin ¢6 ty 1¢ phu mach cao
hon so v6i nhitng bénh nhéan khong da den. Ciing cin ghi nho
la trong cdc thir nghiém 1am sang cé ddi chimg, céc thube trc
ché men chuyén c6 tac dung trén huyét ap & neudi da den kém
hon 1a trén aguet khong da den. Ty 1€ pht mach & cac bénh
nhan da den va khong da den trong qué trinh diéu tri bing
quinapril da duoc danh gia trong hai nghién ctru 1dm sang mé,
I6n, danh gia hiéu qua cua quinapril trong viéc kiém soat
huyét 4p. O mot nghién ciru, trong d6 1656 bénh nhéan da den
va 10583 bénh nhan khong da den di duoc danh gia, ty 1& phu
mach, khong ké dén co lién quan dén didu tri quinapril hay
khong la 0,3% ¢ newoi da den va 0,39% & negudt khong da
den, trong mdt nghién ciru khac, (1443 bénh nhin da den va
9300 bénh nhan khong da den) ty 1& phi mach lan luot la
0,55% & negwot da den va 0,17% & ngwdt khong da den.

Cac phan img dang phan vé

Loc EBE: Cac bénh nhan dang duoc loc lipoprotein ty trong
thap qua cot hép thu dextran-sulfat khi duge diéu tri dong thoi
v6i thude e ché men chuyén dang angiotensin da dugc bdo
cdo 1a cé nhitng phan (ng dang phan vé.

Chen don,tz thoi hé Renin-Angiotensin (RAS): Chen dong thoi
RAS bang thude chen thu thé angiotensin, thudc e ché men
chuyen dang angiotensin (ACE) hogc aliskiren lién quan dén
viéc ting nguy co ha huyét ap, tang kali huyét va thay doi
chirc ning than (ké ca suy than cip) so vdi don trj liéu ..

Tut huyét dp: Tyt huyét ap co triéu chimg hiém khi duoc quan

Da ¢6 béo cao la cac bénh nhan da den khi st dung cac thudce
rc ché men chuyén dang angiotensin ¢6 ty 16 phu mach cao
hon so véi nhitng bénh nhén khéng da den. Ciing can ghi nh
la trong cac thir nghi€ém lam sang c6 d6i chimng, cac thude e
ché men chuyén c6 tac dung trén huyét 4p & bénh nhan da den
kém hon la trén bénh nhan khong phai da den. Ty 1€ phi mach
& cac bénh nhan da den va bénh nhan khong phai da den trong
qua trinh diéu tri bang quinapril da dugc danh gia trong hai
nghién ciru 1am sang nhdn md, 16n, danh gid hiéu qua cua
quinapril trong viéc kiém soat huyét ap. O mot nghién ciru,
trong d6 1656 bénh nhan da den va 10583 bénh nhan khong da
den da dugc danh gi4, ty 1& phit mach, khong ké dén c6 lién
quan dén diéu tri quinapril hay khong 1a 0,3% & bénh nhan da
den, va 0,39% ¢ bénh nhan khong phai da den, trong mét
nghién ciru khac, (1443 bénh nhén da den va 9300 bénh nhén
khong phai da den), ty 1& phi mach 1an luot 14 0,55% & bénh
nhan da den va 0,17% & bénh nhan khéng phai da den.

Céc phan ing dang phan vé

Loc lipoprotein ty trong thap: Cac bénh nhan dang dugc loc
lipoprotein ty trong thdp (LDL) qua cot hap thu dextran-sulfat
khi duoc diéu tri dong thoi véi thude e ché men chuyén dang
angiotensin da dugc bdo céo 1a c¢6 nhitng phan ing dang phan
veE.

Chen dong thdi hé Renin-Angiotensin: Chen dong thoi hé
renin-angiotensin (renin-angiotensin system, hay RAS) bang
thudc chen thy thé angiotensin, thude tre ché men chuyén dang
angiotensin (ACE) hoic aliskiren lién quan dén viéc ting nguy
co ha huyét ap, tiang kali huyét va thay ddi chirc ning than (ké
ca suy than cap) so vai don tri lidu ...

- Stra 16i dich thuat

Tut huyét 4p: Tut huyét p c6 tri¢u chimg hiém khi dugc quan
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sat thay & cac bénh nhan ting huyét ap khong bién ching
duoc diéu tri bang quinapril nhung 14 mét hau qua eé-thé clia
viéc diéu tri bang thuoc tc ché men chuyen dang angiotensin
trén cac bénh nhan mat mubi/ thé tich tudn hoan nhu nhiing
bénh nhan trudc day dugc didu tri bang thudc loi tiéu, nhiing
ngudi an ché do kiéng mudi hay nhiing nguoi dang duge thdm
tach.

. Nhiing bénh nhan dang ding thudce lgi tiéu, néu c6 thé
duoc can ngung thude loi tiéu trong hai dén ba ngay trude khi
khoi dau diéu tri bing quinapril ..

O nhitng bénh nhan c6 suy tim xung huyét nhitng nguoi cd
nguy co tut huyet ap thai qua, diéu tri bang quinapril nén duoc
bit ddu véi lidu duoc khuyén céo dudi sy gidm sat chit chd
cia y te nhiing bénh nhan nén duoc theo ddi chit ché trong
hai tuan dau cua dot diéu tri va bat cir khi nao can tang lidu
quinapril.

Téng kali mau va
%h&ec—&c—eheﬂﬁewehuye&daﬁg—aﬁgm%eﬂsm—khae nhirng bénh

nhan khi sir dung quinapril don doc ciing ¢6 thé gip phai ting

nong do kall trong huyet tLr(mg K—h+—ser%iuﬂgphe+—he=p—

ehﬁeeM—Heﬁ—gm—k&h— Do nguy co cua viéc tang cuong thém

su tdng nong d§ kali trong huyet tuong, nén khoi dau than
trong va theo d01 chat ché nong do kah trong huyet cua benh
nhan

(*em—phan—tu{—lwye{—&p—ef—tpeﬁ—va muc 4.5 Tu'0'ng tdc véi cac

thudc khac va cac dang twong tic khic)

Thoéng tin cho bénh nhan

Mang thai: Khong dfmg quinapril cho phu nit mang thai, du
dinh ¢6 thai, hodc c6 thé co thai va nhiing phu nit khéng ding

sat théy & cac bénh nhan ting huyét ap khong bién chimg
dugc diéu tri bang quinapril nhung ¢c6 thé 12 mot hau qua cua
viée diéu tri bing thuoc trc ché men chuyen dang angiotensin
trén cac bénh nhan méat mudi/ thé tich tuan hoan nhu nhiing
bénh nhan trude diy duge didu tri bang thudc lgi tiéu, nhitng
ngudi dn ché do kiéng mudi hay nhimng ngudi dang dugc tham
tach.

. Nhiing bénh nhan dang ding thudc loi tiéu, néu cé thé
dugc, can ngung thudc loi tiéu trong 2 dén 3 ngay trude khi
khoi dau diéu tri bang quinapril ..

O nhitng bénh nhén c6 suy tim xung huyet nhitng nguoi cd
nguy co tut huyet ap thai qua, diéu tri bang quinapril nén duoc
bt dau véi lidu dugc khuyen cdo dudi sy giam sat chdt ché
ciia y té, nhitng bénh nhén nén duoc theo ddi chit ché trong 2
tudn dau cua dot didu tri va bat cr khi ndo can ting lidu
quinapril.

Téng kali mau /C
Nhirng bénh nhan khi sir dung quinapril don doc ciing co thé
gip phai tang ndng dd kali trong huyét tuong. Do nguy co cua
viée ting cudng thém su ting nong dd kali trong huyét tuong,
" | khuyén cdo khi diing thude phéi hop véi thude loi ticu giir kali
hay cac thudc khac duoc biét 1a ting mic kali huyét, nén
khoi dau than trong va theo ddi chidt ché ndng do kali huyét
cua bénh nhin (xem muc 4.5 Twong tac véi cac thude khac
va ciac dang twong tac khac). Khi st dung phdi hop,
quinapril c¢6 thé 1am giam hién tuong giam kali huyét do bi
cam (g boi thude lgi tidu thiazid.

Thoéng tin cho bénh nhan

Mang thai: Khong dung quinapril cho phu nir mang thai, du
dinh c6 thai, hodc c6 the co thai va nhiing phu nit khong dung
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bién phép tranh thai thich hop do céc tac dung tiém tang cia
thube 6 thé gay tén thuong nghiém trong hodc tham chi gay
tr vong dbi véi bao thai dang phat trién (xem muc 4.3 Chong
chi dinh va muc 4.4 Cinh bao va thin trong dic biét khi sir
dung, tevong/ta-veng va thuengtat-o tré so sinh).

bién phéap tranh thai thich hop do céc tac dung tiém tang cia
thubc c6 thé gdy ton thuong nghiém trong hodc tham chi gay
tir vong doi voi bao thai dang phat trién (xem muc 4.3 Chong
chi dinh va muc 4.4 Canh bao va than trong dic biét khi sir
dung, bénh suét va tir suat cta phdi thai/tré so sinh).

4.5 Twong tac véi cac thude khic va cac dang twong tac
khac

Céc thudc khang viém khong steroid bao gdm chét trc ché

4.5 Twong tic véi cac thube khac va cic dang twong tac
khac

Cac thudc khing viém khong steroid bao ¢dm chét {rc ché

chon loc €OX-2:

Trén bénh nhén cao tudi, giam khéi lugng dich thé (bao gdm
ca nhitng nguoi dang ding thudc loi tiéu) hodic bi tén thuong
chtc ning than, ding dong thoi NSAIDs (bao gom chit e
ché COX-2 chon loc) va thude trc ché men chuyén (bao gdm
qumaprll) c6 thé l1am ton thuong chirc nang thén bao gom suy
than cap..

Céc thude (rc ché mTOR hoidc DPP-1V:

Sir dung ddne thdi véi thube loi tidu

.0 cac bénh nhén ma phai tiép tuc diéu tri bang thudc loi
tleu can 6 su gidm sat y té cho dén hat gid sau khi s dung
liu ddu tién cta quinapril (xem muc 4.4 Canh bdo va than
trong ddc biét khi sit dung va muc 4.2 Liéu ding va
phwong phap sir dung).

Céc thude lam ting kali huyét: Quinapril 1 mdt thude e ché

chon loc Cyclooxygenase-2

Trén bénh nhan cao tudi, giam khéi luong dich thé (bao gdbm
ca nhitng nguoi dang dung thude loi tiéu) hodc bi ton thuong
chire ning than, ding dong thoi thude khang viém khong phai
dang steroid (NSAIDs) bao gf)m chat (rc ché cyclooxygenase-
2 (COX-2) chon loc va thudc rc ché men chuyen (bao gom
qumaprll) ¢6 thé lam ton thuong chirc ning than bao gdm suy
than cap.. (

]

Cac thubc e ché dich cua rapamycin trén déng vét c6 vu
(mTOR) hoac Dipeptidyl Peptidase-4 (DPP-1V):

Sir dung ddng thoi véi thude loi tiéu

..O céac bénh nhan ma phai tiép tuc diéu tri bang thudc loi
tiéu, can c6 su giam sat y t& cho dén 2 gio sau khi sir dung lidu
dau tién cia quinapril (xem muc 4.4 Canh bao va thén trong
dic biét khi siv dung va muc 4.2 Liéu ding va phwong
phap sir dung).

- B6 sung théng tin
vé tuong tac véi cac
thude khac va céc
dang tuong tac khac

- Sira 16i dich thuat
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men chuyén dang angiotensin ¢6 kha nang lam giam nong do
cua aldosteron, diéu nay c6 thé dan tdi viée giir kali. Do do,
can diéu tri than trong va co cac bién phap theo doi thich hop
nong do kali trong huyet twong khi sir dung phdi hop quinapril
v6i cac thude loi tiéu giir kali (vi du, spironolacton,
triamteren, hay amilorid), cac ché pham bé sung kali: hay cac
chét thay thé mubi c6 chira kali- (xem muc 4.4 Cénh bdo va
than trong dic biét khi sir dung:).

Chen dong thoi hé Renin-Angiotensin (RAS): Chen dong thoi
hé renin-angiotensin do ding ede thubc chen thu thé
angiotensin véi thuéc e ché men chuyén dang angiotensin
hoic aliskiren c6 thé lam tang nguy co’ tut huyét ap, ‘tang kali
mau va thay ddi chire nang than (bao gdm suy than cép) khi so
sanh vai don tri liéu...

Quinapril 12 mét thude rc ché men chuyén dang angiotensin
¢6 kha ning lam giam nong do cua aldosteron, diéu nay c6 thé
dan t6i viée giir kali. Do d6, can didu tri than trong va c6 cac
bién phap theo dai thich hop ndng dé kali trong huyét tuong
khi str dung phdi hop quinapril véi cac thude lgi tiéu giir kali
(vi du, spironolacton, triamteren, hay amilorid), cac ché phém
bd sung kali, cac chét thay thé mudi cé chira kali hodc cac
thude khac dugce biét 1am ting ndng do kali trong huyét tuong.
(xem muc 4.4 Cinh bdo va thin trong dac biét khi sit
dung). O bénh nhén cao tudi hodc bénh nhan c¢é chic ning
than bi ton thuong, viéc sir dung dong thoi thude e ché men
chuyén dang angiotensinvéi sulfamethoxazol/trimethoprim c6
lién quan téi viée ting cao kali huyét, diéu nay duoc cho la do
trimethoprim. Vi vay, khi dung ddng thoi quinapril va cac san
phim c6 chira trimethoprim cin phai than trong va c6 theo ddi
nong do kali trong huyét thanh phti hop.

Chen ddng thoi hé Renin-Angiotensin

Chen dong thoi hé renin-angiotensin do dung thudc chen thuy
thé angiotensin véi thude tre ché men chuyén dang angiotensin
hoic aliskiren c6 thé lam tang nguy co tut huyét ap, tang kali
mau va thay d6i chirc nang than (bao gdm suy than cép) khi so
sanh voi don tri liéu...

4.6 Anh hwong t6i kha ning sinh san, phu nit ¢6 thai va
cho con ba

Mang thai

..Cling ¢6 cac bao cdo vé sinh non, ha huyét ap, rdi loan hé
thong than (bao gdm suy thn), giam san s, ching it dich 6 i,
co clng chi, di dang so va mit, phat trién giam san phdi, phat
trién bét thudng trong tir cung, dng dong mach mo, bao thai

4.6 Anh hwong t6i kha ning sinh san, phu nit ¢6 thai va
cho con bu

Mang thai

..Ciing ¢ cic bao cdo vé sinh non, ha huyét ap, réi loan hé
thdng than (bao gém suy than), giam san s, chimg it dich bi,
co cing chi, di dang so va mat, phat trién giam san phdi, phat
trién bat thuong trong tir cung, ong dong mach mo, tir vong &

- Stra 13i dich thuat
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tr-vong va/hodc ehét ¢ tré méi sinh lién quan t6i me dung cac
thuoc trc ché men chuyen dang angiotensin. Bénh nhan va bac
sT can nhan thic rang ching it dich 6i ¢6 thé khong xay ra cho
dén sau khi bao thai ¢6 ton thuong khong hdi phuc duoc duy
tri lién tuc.

bao thai va/hodc ¢ tré mai sinh lién quan tdi me dung cac
thude trc ché men chuyén dang angiotensin. Bénh nhén va bac
si can nhan thirc rang chimng it dich 6i c6 thé khong xay ra cho
dén sau khi bao thai ¢6 ton thuong khéng hdi phuc duoc duy
tri lién tuc.

4.8 Tac dung khéng mong mudn

. Ty 1€ tac dyng phu gép phai & tiéu nhém 655 bénh nhan =
65 tudi dugc dua ra @& so sanh. Fiéu nhém 2005 bénh nhan,
rhrg-nguot duge diéu trj den—dde bing quinapril eho-ting

huyét-4p-& trong cac thir nghiém 1am sang c6 ddi ching, ciing
dugc trinh bay.

Céc tac dung phu hiém gip: Phit mach*® (0,1%) da duge béo
cao ¢ cac bénh nhéan st dung quinapril (xem muc 4.3 Ch(“')ng
chi dinh va muc 4.4 Canh bao va théin trong dic biét khi sir
dung). Trong khi it gap vdi quinapril, viém ph01 tang bach
cau eosin*, viém gan di duoc bao cao & cac thude e ché men
chuyén dang angiotensin khéc.

4.8 Tac dung khéng mong mudn

. Ty 1€ tac dung phu gap phai ¢ tiéu nhém 655 bénh nhan tir
65 tu01 trés 1én duge dua ra dé so sanh. Tac dung phu gép phai
& tiéu nhém 2005 bénh nhan duge diéu tri ting huyét 4 ap bang
quinapril don doc trong cac thir nghiém lam sang c6 doi chiing
cling dugc trinh bay.

Céc tac dung phu hiém gip: Phu mach® (0,1%) da duoc bao
c40 & cac bénh nhan sir dung quinapril (xem muc 4.3 Chdong
chi dinh va muc 4.4 Canh bao va than trong dic biét khi sir
dung). Trong khi it gap vé6i quinapril, viém phoi tang bach
cau eosin* va viém gan da dugc bdo cdo & cic thude G ché
men chuyén dang angiotensin khac.

/

- Stra 16i dich thuét
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4.9 Qua lidu

Lidu giy tir vong 50% (LDso) cua quinapril & chudt nhét va
chudt bach ndm trong khoang 1440 dén 4280 mg/kg.

4.9 Qua lidu
Liéu gay tur vong 50% (LDso) cua quinapril & chudt nhit va
chudt bach nam trong khoang 1440 mg/kg dén 4280 mg/kg.

- Stra 16i dich thuat

5. CACPAC TINHDUQC LY HOQC :
5.1 Dac tinh dwoc lwe hoe

.. Tac dung ha huyét ap bat dau trong vong I gi¢ vai tac dung
t01 da thuong dat dugc trong vong 2 - 4 gid sau khi uong

5. CACPAC TINHDUQC LY HQC :
5.1 Pic tinh dwge lwe hoc

.. Tac dung ha huyét ap bat dau trong vong 1 gid voi tac dung
t0i da thuong dat duge trong vong 2 den 4 gid sau khi uong ...

- Stra 16i dich thuat
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Danh gia vé huyét dong hoc & cac bénh nhén ting huyét ap da
cho thdy riang su giam huyet ap do quinapril di kém voi sy
giam slrc can ngoai vi tong cong va sirc can mach thén véi rat
it hay khong co thay ddi vé nhip tim, chi s6 tim, dong mau dén
than, muc loc cau than va phén suét loc.

St dung quinapril cho bénh nhén suy tim xung huyét 1am
giam sirc can mach méu ngoai vi, huyét 4p dong mach trung
binh, huyét 4p tim thu va tam truong, ap luc mao mach phoi,
va lam tdng cung lugng tim.

O cac bénh nhan da c¢6 bénh dong mach vanh, nhung khong c6
ting huyet ap hay suy tim rd rang, quinapril lam cai thi¢n chiic
ning ndi mac bt thudng duoc do boi dong mach vanh va
dong mach canh tay.

. Men chuyén dang angiotensin giéng nhu kininase II, mot
men lam thoai giang bradykinin, mot chét gian mach peptid
manh, li¢u e6-tam tang nong do cua bradykmm—me{—eha{ cod
vai trd trong tae-dune diéu tri cia quinapril hay khong van con
dang duoc lam ro.

banh gia ve huyét dong hoc & cac bénh nhan ting huyét ap da
cho thdy ring su glam bugm quinapril di kem véi su
giam sirc can ngoai vi tong cdng va st can mach thén véi rht
it hay khong c6 thay dbi vé nhip tim, chi s tim, dong mau dén
than, muc loc cau than (GFR) va phan suét loc.

St dung quinapril cho bénh nhén suy tim xung huyét lam
giam stc can mach mau ngoai vi, huyét 4p dong mach trung
binh, huyét 4p tdm thu va tdm truong, va 4p luc mao mach
phdi, va lam tang cung luong tim.

O cac bénh nhan da c6 bénh dong mach vanh (coronary artery
disease, CAD), nhung khong c6 ting huyét ap hay suy tim ro
rang, quinapril 1am cai thién chirc ning ndi mac bét thuong
duoc do boi dong mach vanh va dong mach canh tay.

.. Men chuyén dang angiotensin giéng nhu kininase 11, mot
men lam thodi giang bradykinin, mot chét gidn mach peptid
manh ; liéu viée ting ndng do cua bradykinin cé vai trd trong
higu qua diéu tri cta quinapril hay khong van con dang duoc
lam rd.

/

6. CAC PAC TINH DUQC HQC
6.1 Danh muc ta dwoc

Magnesi carbonat heavy, lactose monohydrat, gelatin,
crospovidon, magnesi stearat, opadry brown OY-5-9020G va
sap eandeHila.

LPD date: Mar06, 2015.
Reference CDS date: September20-2043.

6. CACPAC TINH DUQC HOC
6.1 Danh muc ta dwoc

Magnesi carbonat heavy, lactose monohydrat, gelatin,

crospovidon, magnesi stearat, opadry brown ©Y-5-9020G va
sap candelilla.

LPD date: November 17, 2015.
Reference CDS date: June 09, 2015.

- Stra 16i dich thuét




BOYTE CONG HOA XA HOQI CHU NGHIA VIET NAM

CUC QUAN LY DUQC Péoc 1ap - Tw do - Hanh phic
6 /14191 QLD-PK Ha Noi, ngay ) thang - )-ndm 2018
Viv thay d6i ndi dung to hudng dan
st dung

Kinh gui: Pfizer (Thailand) Ltd..
Dia chi: Floor 36, 37, 38 United Center Building, 323 Silom Road, Silom,
Bangrak, Bangkok 10500, Thailand.

Tiép theo cdng van s6 5092/QLD-DPK ngay 19/04/2017 ctia Cyc Quén ly
Dugc, xét don dé ‘nghi ndp ngay 13/11/2017 va céc tai liéu bd sung c6 lién quan
cua cong ty (s6 tiép nhan 586/BSTDNN) vé viéc thay d6i ndi dung t& huéng dan
str dung ddi vé6i thude nudc ngoai dé dugce cép sb dang ky luu hanh,

Can ¢t Thong tu sb 44/2014/TT-BYT ngay 25/11/2014 cua BO Y té Quy
dinh vigc dang ky thudc, Thong tu s6 01/2018/TT-BYT ngay 18/01/2018 cua Bo
Y té vé Quy dinh ghi nhén thudc, nguyén lidu lam thudc va t& hudng dan st
dung thudc,

Cin cir bién ban tham dinh hd so thay dbi/ b sung, Cuc Quan ly Dugc co
y kién nhu sau:

Ddng ¥ dé cong ty duoc thay ddi ndi dung to huéng dan sir dung dbi véi
thubc Accupril, s6 dang ky: VN-19302-15

Bang so sanh ndi dung thay ddi t& huéng dan st dung duge déng déu xéac
nhan ctia Cuc Quan ly Dugc va dinh kém theo cong vén nay.

Ngoai ndi dung dugc thay dbi trén, tit ca cac ndi dung khéc gift nguyén
nhu hd so déng ky thude luu tai Cuc Quén ly Dugec.

Cong ty dang ky, nha san xuit phai chiu trach nhiém vé chit lugng d6i voi
thudc luu hanh trén thi truong, ndi dung ghi trén nhan thubc, quy dinh vé s& hitu
trf tué lién quan dén nhén hiéu hang ho4 cua thudc va c6 trach nhiém thong bo
sy thay d6i nay dén céc co quan lién quan va khach hang.

Sau 06 thang ké tir ngay ky cong van nay cong ty khong duge nhép khiu
thubc trén v6i ndi dung cii da thay doi cia to hudng dan st dung.

Cuc Quan 1y Duoc thong bao dé cong ty biét va thuc hién ding cac quy
dinh ctia Viét Nam vé luu hanh thude./.

Noi nhgn: KT/CUC TRUONG

- Nhu trén; PHO CUC TRUONG
-Luu: VT, BKT (V).




TOM TAT CAC THAY POI TRONG TO HUONG DAN SU DUNG

CUA THUOC ACCUPRIL (SPK: VN-19302-15)

VA’\J PHONG
DAl DIEN
TAI THANH PHO
HO CHI MINH

O,

,

,

TO HUGNG DAN SU DUNG CU TO HUONG DAN SU DUNG MOI Ly' do
(phan loai bo duoc gach-ngang) (Phan thém vao/ thay d6i duoc danh déu vang) thay dbi

LPD Date: 17 November2015;
Reference CDS Date: 09-June2015.

LPD - PIL Date: 30 October, 2017;
Reference CDS Date: 21 November, 2016
Reference UK SPC Date: October 2017. / /7,

f TD/BS ngay ..%&}[hmu ndmg,m}“
| (theo cong mg,{kf,,z.J.}//QLD-DK

Rx P L
ACCUPRIL®
Théng tin danh cho bénh nhan

Y

Thudc nay chi ding theo don ciia bdc st.

Poc kj huong dén sir dung trudc khi ding.

Thong bao ngay cho bdc si hodc dugc si nhitng tic dung khong
mong mudn gip phai khi sit dung thubc.

Dé xa tam tay tré em.

1. THANH PHAN VA HAM LUQNG

Hoat chit: Quinapril.

Mbi vién. nén bao phim c¢6 chia quinapril hydrochlorid twong
duong v6i 5 mg quinapril.

Danh muc ta duge

Magié carbonat, lactose, gelatin, crospovidon, magié stearat, opadry

Thém phén thong tin san phim
cho bénh nhén theo thdng tu
06/2016/TT-BYT




nau Y-5-9020G va sap candelilla.
% MO TA SAN PHAM
Vién nén bao phim.
3. QUY CACHPONG GOI
Hbp c6 chira 7 vi x 14 vién nén bao phim.
4. THUOC NAY DUNG CHO BENH GI
Thudc nay cé chira quinapril, ddy la mot thuéc trong nhém thude
goi 14 chét Gc ché men chuyén dang angiotensin (angiotensin
converting enzyme, ACE). Chét e ché ACE hoat dong bang cach
Jam gi&n mach mdu trong co thé, viée nay c6 thé lam giam 4p luc
trong mach mau.
Thudc duoc ding dé:

o Dibu tri ting huyét ap, U~

e Hb tro didu tri suy tim. Accupri1® duoc ding nhu la liéu

phap bd tro Kkét hop véi céc thube loi tiu va/hodc céac
glycosid dung cho tim trong didu tri suy tim.

Thong bao cho bac st néu ban cam thiy khong d& hon hodc té hon.
5. NE:N DUNG THUOC NAY NHU THE NAO VA LIEU
DUNG
Luén Iudén dung thuéc nay dung theo hudng dén cua bac si hodc
duoe si. Néu khong chéc chén, hay kiém tra vai bac st hodc dugc si.
Dimg cho dén khi da ding hét thude rdi mai dén gip béc si.
Nguoi lon

Huyét 4p cao (ting huyét ap)

oV VLT 0
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Néu Accupnl duoc ké toa dung don 1¢, liéu khéi dau s& 1a 10 mg
mot 1an 1n01 ngay Bac st co the ting lidu lén dén tdi da 1a 80
mg/ngiy néu cAn. Bac s s& tu vAn nén ding thube mét 1an hay hai
14n mbi ngay.

Néu Accupril® dugc ké toa ding véi thubc loi tiéu (v1en loi tiéu),
Jidu khoi du s& 1a 5 mg mot lan mdi ngdy. Béc si ¢6 thé ting lidu
Kkhi can.

Suy tim

Accupnl duoc dung nhu 1a liéu phap bd tro két hop v6i céc_thube
loi tiéu va/hodc céc glycosid ding cho tim. Lidu khoi dau cia
Accupril® & bénh nhan suy tim 1& 5 mg mot 1in ho#c hai 1an mdi
ngay. Bac si cd thé tang liéu 1én 161 da 12 40 mg/ngay, chia lam hai
lidu bing nhau véi céc thudc khéc.

Thoéng bdo cho bac sT néu ban c6 cac van dé vé than vi c6 thé can
thay d6i liéu dung trong trudng hop nay.
Néu ban 12 bénh nhan cao tudi, bac s s& ké mot liéu dung phu hop

cho ban. o

St dung 6 tré em

Tinh an toan va hiéu luc cla Acoupril® & bénh nhi chua dugc thiét
lap.

6. KHI NAO KHONG NEN DUNG THUOC NAY

e Di tng v&i quinapril hydrochlorid hogc bat ky thanh phin nao
khéc cta thudc nay (liét ké trong muc 1 Thanh phin va ham
lwong — Danh muc ta duoc) hoic ¢6 tién si bi phan tUng di
ung khi duoc didu tri v6i thude goi 1a chét tic ché men chuyén
angiotensin (ACE) (mot loai thude chong tang huyét 4p). Cac
dAu hiéu cta phan ung di ung bao gdm ngira, phat ban da

3

R

o )

sl

V2



hodc kho tho.
e Dang diung két hop sacubitril/valsartran.

e Mang thai, c6 ké hoach mang thai hodc dang trong d6 tudi
sinh san va khong dung céc bién phép tranh thai.

e Hep dong mach than (hep mot/hodc ca hai mach mau cung
cAp mau tlr tim dén than).

e Bénh than va/hodc van dé vé tim.

e Bénh mach mau ngoai bién (luu luong mau dén cac chi dudi
it hon, gay dau) hodc xo vita déng mach nghiém trong (hep
mach mau do tich tu chat béo va céc chat khac).

e Khong dung Accupril® néu ban dang ding aliskiren (mot loai
thuéc ha huyét 4p) va bi dai thdo dudng hodc c6 van d& vé
than, hodc ting kali mau (néng do kali trong mau cao) hodc
suy tim kém ha huyét ap. G

e Khoéng dung Accupril® néu ban dang dung bat ky thude chen
thu thé angiotensin ndo hodc bat ky chét G ché ACE nao
khéc (ca hai thubc nay déu 1a thubc ha huyét ap) va bi dai
thdo dudng hodc cd van d& vé than, hodc ting kali mau (116ng
do kali trong mau cao) hodc suy tim kém ha huyét ap.

L. TAC DUNG KHONG MONG MUON
Gidng nhu tit ca cac loai thube, thude nay cé thé giy tic dung phu,
méc du khong phai déi véi tat ca moi ngudi.

NGUNG dung Accupril® va théng bdo cho bac st biét ngay néu
ban gip bét ky triéu ching nao sau ddy sau khi dung thubc nay.
Nhitng triéu chirmg nay co6 thé nghiém trong.




Phan Gng di ung ning (dang phan vé) voi thude nay. Triéu

ching bao gbm sung mat, ludi va hong gy kho thé ndng va

pht mach (sung né siu dudi da do sy tich dich gay ra).

Pau bung nang khién ban 6m bénh, gy ra do viém thanh rudt

(pht mach rudt).

Pau bung nang co thé lan toa ra lung kém theo cam giac rat

kho chiu, day c6 thé 1a mot triéu chitng cta viém tuy.

Pau ngue, tic nguc, khé thd, thd kho khe hodc gap khé khan

khi tho, day co thé 12 mot triéu ching clia dau thét nguc hodc

nhdi mau co tim va nhip tim bat thudng hogc nhip tim nhanh

(d4nh tréng nguc).

Yéu co canh tay, chan hogdc mit hodc gap vén dé v& van ngdn

va rbi loan thi gidc, ddy c6 kha ndng la cac triéu ching cla

dot quy.

Dot nhién dau dau ning, dong kinh, mét diéu vén, mat thing

bang (tai bién mach mau nio).

Phét ban da, triy da, kich Gng, ngia, ndi mé day, bong rop,

tréc da va xudt hién vay da. U

Phat ban da do hodc tim, dau da, ndi mé day, bong rop da va

miéng, xuét hién sung mii, mét, bd phan sinh duc, mit va

Juti sau khi sbt, cdc triéu chimg gibng ctim (hdi chimg

Stevens Johnson).

Cam thy chong mit, dc biét 1a khi ding day dot ngot. bidu
nay co thé c6 nghia 1a huyet 4p cta ban qua thap (ha huyet

ap). Diéu nay dé xdy ra néu ban dang ding thube loi tiéu

(vién loi t1eu) cac thudc huyét 4p khic ngoal Accupr i1®, ruou

bia hodc néu ban bi mét nudc hodc dang tham tich mau Néu

ban cam thdy chodng vang hodc chéng mat, hay nim xubng

cho dén khi cam gidc ndy qua di.

Pau hong ning hodc loét miéng nang, dac biét 1a néu ban cb

= MSE st N
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van d& vé than hoic bénh mach collagen. Piéu nay co6 thé ¢6
nghia 1a ban khong c6 du s& luong bach ciu nhét dinh (giam
bach cdu trung tinh/giam bach cAu hat), didu nay c6 thé dan
dén tiang nguy co nhiém tring hodc s6t.

Vang da hodc trong tréng ctia mét (vang da).

Céc tac dung phu sau ddy ciing duoc bdo cdo & bénh nhan ting
huyét ap duoc didu tri v6i Accupril®. Néu bat ky triéu ching nao
trong c4c triéu ching nay tré nén nghiém trong, hodc néu ban nhén
ra bat ky tac dung phu nao khéng dugc liét ké trong to thong tin
nay, vui long thong béo cho bac si:

Thudng gip: cb thé 4nh huéng dén t6i da 1 trén 10 nguoi:

tang ndng d6 kali trong mau

mit ngi

ho; nhiém tring hong

nghet miii/sb miii (viém mii)

tiéu chay

kho tiéu

cam gidc 6m hodc budn nén

mét moi; yéu 6t; thiéu ning luong
nhirc dau

chéng mét

cam giac té budn, kim chadm hodc bong rat trén da
dau lung

ha huyét ap

dau co

tdng creatinin va nito & dang urea trong mau

It gip: 6 thé anh huéng dén t6i da 1 trén 100 ngudi:

1>



trAm cam; lo ling; nham 1an

mach mdu bi gién rdng

tich dich trong co thé

tim d4p nhanh (nhip tim nhanh)

ué oai

giam thi lyc (khong thé diéu chinh bing kinh ho#c kinh ap
trong)

c6 tiéng vang hodc tiéng On trong tai

dau éc quay cudng hodc chéng mit do 161 loan tai trong

kh6 miéng hodc hong

day hoi

tiét md héi qua muc

phét ban trén da

khong thé/mét kha ning cuong duong ¢ nam gioi

protein niéu, nhiém tring dudng tiét nidu, suy giam chuc
nang than

viém cac xoang (viém xoang), viém phé quan, nhiém tring
dudng hd hip trén g

sot

Hiém gip: c6 thé anh huéng dén t6i da 1 trén 1.000 ngudi:

r6i loan vi gidc

t4o bon

dau ludi

rbi loan thing bang

sung phéi do ting bach ciu ua eosin - mot loai bach cau
(viém phdi c6 ting bach céu ua eosin)

R4t hiém gip: ¢6 thé anh huéng dén toi da 1 trén 10.000 nguoi:

nhin mo




e sung né thanh rudt (dudong rudt). Cac triéu chimg bao gom
“dau bung, budn ndn, nén va co that rudt (pht mach rudt)

A ~ A A - r S ~ Yo , <
Khéng rd: tin suit chua thé dwge wéce tinh tir dir 1iéu co san

e & hong cau bét thudong

e bam tim hodc phat ban do hodc tim — ban xuét huyét

e dau bung do viém gan hodc tic 6ng mat

e giam sb luong bach ciu hodc giam tiéu cdu (ching giam
tiéu céu), tinh trang ndy co thé gdy bam tim hoic dé chay
méu; sb lugng hdng cdu thép (thiéu mau)

e giam ndng do natri trong méu

e rung téc

e danhay cam vdi anh sang

Accupril® ¢6 thé giy ra mot sé thay dbi nht dinh trong méu va bac
sT ¢6 thé thuc hién xét nghiém mau dé theo dai tinh tr ang nay. Néu
ban nhan thiy bi bim tim, cam thdy rit mét moi hodc néu ban bj
tiéu dudng hodc nhén thay ndng d6 duong dang tang len hay cho
bac st biét d& c6 thé sip xép lam xét nghiém mau néu can thiét.

8. NEN TRANH DUNG NHUNG THUOC HOAC THUC
PHAM GI KHI PANG DUNG THUOC NAY?

Hay ndi v6i bac sT hodc duge st biét néu ban dang dung, gin ddy c6
dung hoac c6 thé s& ding bat k¥ thubc nao khéc, bao gbm céc thude
khong cin ké toa. C6 mot s6 thudc c6 thé tuong tac voi Accupr11
Béc si ¢6 thé can thay dbi lidu cta ban va/ho#ic ding cac bién phap
phong ngira khéc:

«  Céc thubc @8 didu tri nhidm tring goi 12 tetracyclin

«  Lithium (dung d& diéu tri trAm cam)

«  Thubc giam dau khdng viém khong phai streoid

« Chét ttc ché mTOR (dich tdc dung clia rapamycin) dung dé

“H;/




diéu tri ung thu than chin g han nhu temsirolimus
«  Chit (e ché endopeptidase trung tinh ding dé didu tri ting
huyét ap :
e Cac thubc dé diéu tri dai thdo dudng, ching han nhu
vildagliptin
. Chc thubc 1am ting ndng do kali trong mau, chéng han nhu
thude loi tiéu gitt kali (vi du: spironolacton, triamteren hodc
amilorid), thudc bd sung kali, thubc thay thé mudi ¢6 chira kali
hoiic céc thude khéc c6 thé lam tang ndng dd kali trong mau
« Céc bién phép didu tri huyét 4p va thudc loi tidu khéc (bao
gbm aliskiren, cdc chét chen thu thé angiotensin va vién loi
tiéu).
9. CAN LAM GI KHI MOT LAN QUEN KHONG DUNG
THUOC
Pimng lo ling. Néu ban quén dung mot liéu, hdy bd qua hoan toan
lidu nay va dung liéu tiép theo vao thoi diém binh thudng. Khong
diing lidu gép d6i d€ bi Iai lidu da b6 15.
10. BAO QUAN THUOC NAY NHU THE NAO e
Bao quan dudi 30°C.
11. NHUNG DAU HIEU VA TRIEU CHUNG KHI DUNG
THUOC QUA LIEU
Néu dung liéu Accupril® nhidu hon liéu duoc ké toa, ban c6 thé bi
ha huyét 4p ning.
12. CAN LAM Gl KHI DUNG THUOC QUA LIEU
KHUYEN CAO
Goi cho béc si hodc di dén phong cAp ctu ctia bénh vién gin nhét
ngay lép tuc néu ban ding Accupril® nhidu hon bac si da ké toa.

e ”



Mang theo thudc chua ding, cing véi hép dung va nhan dé bénh
vién c6 thé dé dang biét duoc ban d& dung thude gi.

13.

NHUNG PIEU CAN THAN TRONG KHI DUNG

THUOC NAY

Hay néi chuyén véi bac s hodc duge si trude Ichi dﬁllgACCLlpri1®.

Hay ndi voi bac st néu ban c¢6 hodc timg c6 bét ky tinh trang nao
sau day trudc khi hodc trong khi dung Accupril®:

Phan Gng di ung gay sung dau, mit hodc ¢ (phu mach) — hay
n6i véi bac st néu ban bi sung khi dang dung Accuprll
Ngung dung Accupl 11 va lién hé véi bac si ngay lap tac
néu ban ¢6 vAn d& vé viée thé (gay ra do sung ludi, thanh
mén hoic thanh quan). Hay noi voi bac si néu ban dang dung
chét e ché dich téc dung cta rapamycin (mTOR) (vi du:
temsirolimus) hodc dung ddng thoi mot chdt e ché
dlpeptldyl peptldase -IV (DPP-1V) (vi du: V1ldaghptm) hodc
mot chét tc ché endopeptldase trung tinh. Ding ddng thoi
nhitng thube niy voi Accupril® ¢6 thé lam ting nguy co phu
mach. %

Pau bung nzng c6 thé 1a mot dau higu ctia phu mach rudt.

Pang dung hodc sap diing bién phap diéu tri chéng méin cam,
tiic 1a 1am giam tac dong cua tinh trang di Gng v6i vét ong
hodc con tring dbt.

Pang dung hodc sap ding bién phap didu tri phan tach
lipoprotein mat do thdp trong mau (loai bo cholesterol khoi
mau bing may).

Bi bénh v& than hodc ding may thidm tdch mau (mot loai thén
nhén tao).

10




Huyét ap thap.

Néng do cua mot loai bach ciu thép (mz”it bach cAu hat) do tic
ché tiy xuwong.

Bénh mach collagen (tich tu collagen trong mach mau).
Chirc ndng than yéu.

Pang dung spironolacton, triamteren, amilorid (thuéc loi
tidu), thudc bo sung kali, chét thay thé mudi ¢6 chira kali.

Daéi thao dudng va da timg/dang dung insulin hodc cac thude
chéng dai thao dudng.

Ho dai déng.

Dang trai qua dai phau hodc duoc cho ding thudc gy t&/mé
trong bat ky diéu tri ndo.

Pang dung bat ky thube nao trong cac thuéc sau day dé diéu
tri ting huyét ap-cac chit chen thu thé angiotensin (vi du:
valsartan, telmisartan), céc chit e ché ACE khac hoic
aliskiren. U
Bi Hoi chung tiét hodc-mon bai niéu khoéng thich hop
(Syndrome of Inappropriate Anti-diuretic Hormone, SIADH)
1o sau d6 bi giam ndng do natri trong mau.

Dang dung thudc hodc dang bi gidm ndng do natri trong mau.

Bic st c6 thé kiém tra chitc ning thén cia ban, huyét ap va luong
chét dién giai (vi du: kali, natri) trong mau theo dinh ky.

Accupril® chira lactose

Lactose 13 mot loai dudng, néu béc s da ting ndi rang ban khoéng
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dung nap voi mot vai loai duong, hay lién hé vdi bac si trude khi
dung thudc nay.

Phu nit mang thai

Néu ban dang mang thai, nghi ring minh c6 thé mang thai hodc
dang c6 ké hoach c6 con, hdy héi xin tu van ctia bac st hodc duoc si
trude khi ding thudc nay. Thudng béc st s& khuyén ban ngung dung
Accupril® truée khi ban c6 thai hodc ngay khi ban biét minh mang
thai va s& khuyén ban ding thudc khac thay vi ding Accupr i®.

Accupril® khong dugc dung trong sudt thai ky. Thude c6 thé gay tir
vong thai nhi ho#c tré so sinh khi ding ¢ phu nit mang thai. Hay
no6i voi bac si cia ban ngay lap tic néu ban mang thai khi dang
dung Accupril®.

Phu nit cho con bu

Néu ban dang cho con bu hodc sdp cho con ba, hiy hoi xin tu van
ciia béc sT hodc duge si ctia ban trude khi dung thubc nay. Béc s s&
cho ban biét cac loi ich va nguy co cla viéc ding Accupril trong
khi cho con bu so véi céc bién phéap didu trj khéc.

Anh huéng 1én kha ning lai xe va vin hanh may moc

Accupril® c¢6 thé anh hudng dén kha ning lai xe va van hanh may
méc an toan. Thube c6 thé khién ban cam thiy chéng mat hode mét
moéi. Néu bi anh hudng, khéng 14i xe hodc van hanh may moc va

lién hé véi bée st ngay 1ap tc.

14.  KHI NAO BAN CAN TRAO POI VOI BAC SI, DUQC
ST

Hay trao dbi véi bac si, dugc sTnéu ban can bét ky théng tin nao vé

céch ding thude hoac ¢6 bit ky nghi ngai hodc van dé nao. Vu1 long
dén gip bac sT néu ban bi bét ky tic dung phu nao. Néu_can thém
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théng tin xin héi y kién béc sT hogc duoc si.

15. HANDUNG

24 thang ké tir ngay san xudt.

16. TEN, PIA CHI, LOGO (NEU CO) CUA NHA SAN
XUAT

Pfizer Manufacturing Deutschland GmbH - Betriebsstatte
Freiburg, Mooswaldallee 1, 79090 Freiburg, Duc.

17. NGAY PHE DUYET

Tiéu chuin k§ thuat: Nha sén Xuét.
®Nhén hiéu dé ddng k.

LPD-PIL date: October 30, 2017
Reference CDS date: November 21, 2016
Reference UK SPC date: October 2017
Reference UK PIL date: August 2017

Thong tin san phém cho cén bd y té: thi tw cac muc nhu sau:
1. TEN SAN PHAM
2. THANH PHAN PINH LUQNG VA PINH TINH
3. DANG BAO CHE
4. PAC TINH LAM SANG
4.1 Chi dinh didu trj
4.2 Liéu ding va phwong phap sir dung
4.3 Chéng chi dinh
4.4 Canh bdo va than trong dic biét khi sit dung
4.5 Twong tac véi cac thudc khac va cac dang twong tac khac
4.6 Anh hudng t6i kha ning sinh sin, phy nit c6 thai va cho

Thay d6i th tw va tén céc dé muc trong thong tin san pham cho
cén bo y té nhu sau: -
1. THANH PHAN VA HAM LUQNG

1.1 Danh muc ta dugc

2. DANG BAO CHE

3. PAC TINH DUGC LUC HQC VA DUQC PONG HQC

3.1 Pic tinh duoge luc hoc

3.2 Dic tinh duwoc dong hoc

3.3 Dit liéu an toan tién 1dm sang -

4. KfCH COPONG GOI

5. CHI PINH, LIEU DUNG VA CACH DUNG, CHONG CHI

Thay dbi thir tu va tén céc dé muc
trong thong tin san phédm cho cén
b6 y té theo yéu cau clia thong tu
06/2016/TT-BY T
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con bu

4.7 Anh huéng t6i kha ning lai xe va vin hanh may
4.8 Tac dung khong mong mudn

4.9 Qui lidu

5. CAC PAC TINH DUQC LY HQC

5.1 Cac dic tinh dugc luc hoc

5.2 Cac dac tinh dwoc dong hoc

5.3 Cac dir liéu an toan tién 1am sang

6. CAC PAC TiNH DUQC HQC

6.1 Danh muc t4 duoc

6.2 Tuwong ky,

6.3 Thoi han sir dung

6.4 Thin trong dic biét khi bdo quan

6.5 Tinh chét va dung lugng ciia bao bi déng goéi

PINH
5.1 Chi dinh
5.2 Liéu dung va cich dung
5.3 Chéng chi dinh
6. THAN TRONG KHI DUNG THUOC
Kha niing sinh san, phu nir c6 thai va cho con bi
Anh huéng Ién kha ning lai xe va vin hanh may moc
7. TUONG TAC VOI CAC THUOC KHAC VA CAC DANG
TUONG TAC KHAC
8. TAC DUNG KHONG MONG MUON
9. QUA LIEU VA PIEU TRI
10. PIEU KIEN BAO QUAN, HAN DUNG
10.1 Thén trong dic biét khi bdo quén
10.2 Han dung
11. TEN, PIA CHI, LOGO (NEU CO) CUA NHA SAN XUAT
12. NGAY PHE DUYET

ACCUPRIL®
Rx

CANH BAO PAC BIET:

Thuébc nay chi diing theo don ciia bdc s¥
Doc kj hwdng dén sir dung truedc khi ding.
Khong diing qud liéu chi dinh.

Thong bdo cho bdc s§ nhitng tac dung khong mong muon
gdp phadi khi st dung thuoc.

Néu cin thém thong tin xin héi y kién bdc s¥-

Rx
ACCUPRIL®
Théng tin danh cho cin by t&
CANH BAO PAC BIET: Y

Thubc nay chi diing theo don ciia bdc st
Doc kj hwong din sit dung truede khi ding.
Khéng ding qud liéu chi dinh.

Thong bdo cho bdc si nhitng tic dung khong mong muén
gdp phdi khi sir dung thudc.

Néu can thém thong tin xin hoi y kién bdc si.
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Khong s dung thubc di qud han diing.

Dé xa tam tay tré em.

Khong s dung thubc da qud han ding.

Dé xa tam tay tré em.

=

1 TEN-SANPHAM
ACCUPRIL®

Khong ldp lai phén tén san phém
do tén thudc di c6 & dau to
huéng dan str dung.

6.1 Danh muc ta dugc
Magnesi carbonat, lactose, gelatin, crospovidon, magnest
stearat, opadry brows Y-5-9020G va sap candelilla.

1.1 Danh muc ta dwoc

Ma-gié carbonat, lactose, gelatin, crospovidon, magié€ stearat,
opadry nau Y-5-9020G va sap candelilla.

Viét hoa tén ta dugc.

5. CAC PAC TINH DUQC LY HQC
5.1 Cac dac tinh dwge lwe hoc

Quinapril hydrochlorid 1a mudi cta quinapril, ethyl ester cua

thude Uc ché menchuyén-dang angiotensin khong c6-nhém
sulfhydryl, quinaprilat.

Demg—qamapﬁ-l—tu—lo mg dén 40 mg cho-cée-bénhnhinting

huyet—ap—t—u—nh&éen—vua din d&én su giam huyét ép & ca tu thé
ngobi va ding véi su-anh-hudne t5i-thiéutéa nhip tim. Téc

dung ke huyet ap bat dau tron0 vong 1 g10 véi tac dung t6i da

mot sb benh nhan

A A A

i, O ede lidu é&ee—khuyen—eae tac
dung ke ap duoc duy tri & hau—het—eae bénh nhan trong sudt

khoang cachHéu 24 gid va tiép tuc duy-tri-trong—qui-trinh
didutri-lau dai.

Dénh gid vé huyet dong hoc ¢ ede bénh nhén tang huyét 4p

da cho thiy Fang—su—glam huyét ap—de-qmn&pﬁ—kd-x—kem—vei—sa

giam sie can ngoai v tong cong va siée-can mach than i
rAt-it hay khong c6 thay doi v& nhip tim, chi s tim, déng

3. DPAC TINH DUQC LUC HQC VA DUQC DPONG
HOC

3.1 Pic tinh dwoce lwc hoc

Quinapril hydrochlorid 13 mudi ctia quinapril, ethyl ester cua
chét tc ché ACE khong phai sulfhydryl, quinaprilat.

Bénh nhén bi tang huyet ap nhe dén via dung 10 mg dén 40
mg qumaprll dan dén giam huyét ap ca tu thé ngdi va tu thé
dimg voi rat it tac dung 1én nhip tim. Tac dung chéng ting
huyét ap bat dau xuét hién trong vong 1 gid véi tac dung dinh
thuong dat duoc tir 2 dén 4 gid sau khi ding thudc. Co thé sau
2 tuan diéu tri m&i dat duoc tac dung ha huyét ap t6i da & mot
s6 bénh nhan. O liéu khuyen nghi, téc dung chéng ting huyet
ap duoc duy tri ¢ da sO bénh nhén trong sudt khoang thoi gian
24 gid giiia hai 1an dung thudc va tiép tuc c6 téc dung khi
ding thude lau dai.

Panh gia huyét dong hoc & bénh nhén ting huyét ap cho thay
quinapril gy giam huyét 4p ddng thoi giam luc can ngoai
bién tong cong va luc can mach mau thdn ma it hodc khdng c6

Stra 16i dich thuét
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mau dén than, mie loc cau thdn (GFR) ¥a&-phén sudt loc.

Didu-tri phbi-hop-véicde thudc loi tiéu nhém thiazid va hodc
thém—nhém chen $ lam ting ewdng tac dung ha ap clua
quinapril, fam—ehe tac dung ha huyét ap }n-hon khi—ede
thuoc—nayéae&s&da—ﬂﬂ—rlen g¥é-

Téc dung diéu-tri ee—the—ka—a*eﬂg—ﬂhauﬂ e&nguoi cao-tudbi =
%ﬁm}%ﬂhﬁﬂg—ﬂgﬂel tré tudi hen; dugc-stdung cung &1
lidu leong-hang ngay, ma khonglam ting tée—dungphu-0
ngudi cao tudi.

Su—éung—qumaprll elqe—ben-h—ﬂhaa—say—m—xuﬁg—haye—t lam
giam sie-can mach méau ngoai +, huyét-dp dong mach trung
binh, huyét 4p tdm thu va tdm truong, va 4p luc mao mach
ph01— va lam tang eungteong tim.

O 149 bénh nhan dang trai qua phau thuét bée-cau mach vanh
chonos, didu tri b&ﬁg—qumaprll 40 mg lam giam ty 1€ ede
bién cb thiéu méau cuc bd sau phau thuit so vdi placebe trong
vong 1 nam theo dbi.

O ede bénh nhan && c6 bénh déng mach vanh (coronary
artery disease, CAD), nhung khong c0 téng huyét 4p hay suy
tim #&-rane, quinapril Jam—cai thién chic néng ndi mae bat
thuong duoc de-béi-ddng mach vanh va dong mach canh tay.

Quinapril {am tang cuong chirc niang ndi mae béi co ché dan

dén su-ting néne-dd cla nitric exid: Suy-gidm chiic nang ndi
mae duoc xem 12 mot co ché sinh ly bénh aéa quan trong

trong beﬂh—éeﬂg—maehwh—(CAD} Y nghia 1am sang cua
viéc cai thién chuc ning ndi smae-eén chua duge thiét lap.

Co ché téc-duns

Quinapril nhanh chéng duee khir este—dé—t& thanh
quinaprilat (quinapril diacid, chit chuyén hoa ehé-yéu), chét

ady-& cic nghién clu &énngudt va—éeﬂg—vat—l-a—met—eha’f-&e

thay d01 v& nhip tim, chi sd tim, luu lugng mau dén than, tbc
d6 loc cau than (GFR) hodc phén suét loc.

Dung thubc ddng thoi voi thuc loi tiéu loai thiazid va/hodc
liu phép chen beta bb sung lam ting tac dung chong tang
huyét 4p ciia quinapril, dem lai tac dung giam huyét ap cao
hon tac dung quan sét thiy véi timg thudc dung rleng lé.

Téc dung tri liéu & bénh nhéan cao tudi (=65 tudi) cling tuong
tu nhu d6i v6i bénh nhan nguoi l6n tré tudi duoc cho dung
cung liéu dung hang ngay, ma khong ting ty I€ bién cb bét loi
& bénh nhén cao tudi.

Bénh nhén bi suy tim sung huyét dung quinapril lam giam luc
can mach méau ngoai bién, ap luc déng mach, huyét 4p tAm thu
va huyét 4p tdm truong trung binh va ap luc mao mach phdi
bit va 1am ting hiéu qua hoat dong cua tim.

Trong 149 bénh nhén trai qua phau thuét thong mach vanh
theo ké hoach tr trudc, diéu tri véi quinapril 40 mg lam giam
ty 1€ bi bién co thiéu mau cuc bo sau khi phau thuét so vdi gia
duoc trong sudt 1 ndm theo ddi.

O bénh nhan c6 hd so ghi nhan bi bénh dong mach vanh
(coronary artery disease, CAD) nhung khong c6 biéu hién
tang huyet ap hodc suy tim, quinapril cai thién chic néng ndi
mb bét thudng do duoc & mach vanh va dong mach canh tay.
Quinapril ting cudng chic ndng ndi md béng co ché din dén
taing mic kha dung cia oxit nitric. Réi loan chuc ning ndi mo
duoc xem 12 mot co ché sinh ly bénh tiém 4n quan trong trong
CAD. Y nghia 1am sang cta viéc cai thién chic ndng ndi moé
chua dugc thiét 1ap.

Co ché hoat dong

Quinapril nhanh chéong bi khir ester thanh qumaprllat
(quinapril diacid, chét chuyén héa chinh) - mét chét tic ché
ACE manh trong céc nghién ciu & ngudi. ACE la mét
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chémanh-mé& menchuyén—dang angiotensin. Men—chuyén
dang—angiotensin—a peptidyl dipeptidase ma—xuc tac s
chuyén déi—eita anglotensm I thanh ehat—aay—ee—maeh
angiotensin II, chat nay—l-xen—qaan—tei—su—é*eu—hea—va chuc
nang—eaa—maeh—ma& thong qua nhidu co ché khéc nhau, bao
gom kich thich baitiét aldesteron-béituyén-vo thuong thén.
Cochétac-dung cla quinapril tés nguoi va dong vat 1a de
tic ché hoat tinh men—chuyéndangangiotensintrong tuan
2ods va—treﬂg—mo—de—ée—lam glam—ta&dﬁﬂo—ee—mach va-st
bai—tiét aldosteron. Leai bo sy didu hoa nguoc cua
anglotensm 1l trén-vibe-bai tiét renin, din dén lam ting hoat
tinh renin trong huyet tuong (PRA).

Trong khi co ché m&dﬁﬂg_ehu—yea—cua tac dung-ha-huyét ap
duoc cho la thong qua hé thdng renin-angiotensin-aldosteron,
quinapril cheo tac dung ha—ap—t-ham—ehi—e—ea-be&h—nhaﬂ—ee-tang
huyét 4p mandag-dé renin thap. Pon tri liu bang quinapril
la phueng phép ha huyét ap €6 hiéu qua & tht ca ede—chiing
toc duge nghién ctru, mic du aé-eé-t hidu qua hen-ddi-chut &
céc-bénhnhin da den (théng thudng a61t61-6-nhém c6 renin
thip) so véi nhém-bénh—nhan-khong da den. Men—chuyén
dang-angiotensin giong nhu kininase I, mot mentam-thodt
gidng bradykinin, mot chét gisn mach peptid manh;}iéu viéc
ting nong d¢ edia bradykinin c6 vai tro trong hiéu-qua-didu-tri
ctia quinapril hay khong van eda-dang duoc lam #5-

& céc nghién ctru trén dong vét, tac dung ke 4p cla quinapril
kéo-dai hon tac dung tic ché me-n—ehuyen—daﬁg—aﬂﬂietensm
trong tudn—hedn—nguoclai viéc Uc ché men—chuyén—dang
aneiotensin&-mé eé-tuong quan chat ché hon voi thoi gian
eta-tac dung-ha-ap.

Céae-thube tc ché mea—ehuyeﬂ—d&ﬂc—aﬂgietemm bao gdm ei
quinapril; c6 thé 1am ting eudng-dé nhay cam véi insulin.

peptidyl dipeptidase xtic tdc viéc chuyén angiotensin I thanh
angiotensin II gdy co mach, chét nay tham gia vao kiém soét
mach va thyuc hién chirc nang théng qua nhiu co ché khac
nhau, bao gébm kich thich vo thuong thén tiét aldosteron.
Phuong thirc hoat dong ctia quinapril & ngudi va dong vat 1a
tc ché hoat tinh ACE trong mau va mo, nho do6 lam giam hoat
tinh thubc co mach va tiét aldosteron. Viéc loai bo tinh trang
diéu hoa ngugc am tinh cua anglotensm II 1én hoat dong tiét
renin din dén ting hoat tinh cia renin trong huyét tuong
(plasma renin activity, PRA).

Trong khi co ché chinh cia tac dung chéng ting huyét ap
duoc cho la thdng qua hé thong renin-angiotensin- -aldosteron,
quinapril gy tac dung chéng tang huyét 4p ngay ca 0 bénh
nhan ting huyét ap c6 renin thap Don tri li€u voi quinapril 1a
mot bién phap chéng ting huyét 4p hiéu qua & tat ca chiing toc
dugc nghién ciru, méc du hiéu qua kém hon mot chit & ngudi
da den (thudng 1a nhém chi yeu co renin thap) so véi ngudi
khong phai da den. ACE giong hét nhu kininase II, mot
enzym phéan hity bradykinin, mot chét glan mach dang peptid
manh; viéc tang nong do bradykinin ¢6 vai trd trong tac dung
tri liéu cua quinapril hay khdng van can dugc lam séng to.

Trong cac nghién ciu trén dong vét, tac dung chong tang
huyét 4p clia quinapril tdn tai lau hon tac dung trc ché ACE
trong mau cia no, trong khi do, viéc uc ché ACE trong mo
tuong quan chat ché& hon v6i thoi gian ¢6 tac dung chbng tang
huyét ap ciia thude.

Chét c ché ACE, bao gdm quinapril c6 thé lam ting nhay
cam vai insulin.

"
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5.2 Cac dac tinh dwgc dong hoc

Sau khi ubng, ndng d6 dinh treng huyéttweng-eta-quinapril
dat—duogc trong vong 1 gio. Dua téa—viéc tim thiy ecta
quinapril va chat chuyén hod ciia n6 trong nude tiéu, mic do
hip thu 12 x8pxi 60%. 38%lugng quinapril udng vae-duee
chuyén—hos—thanh—dang qumaprllat—trenc—tuaﬂ—heaﬁ
Qumaprll c6 théi-gianbanhuy trong huyét tuong khoang 1
gid. Nong do-téi-da—cua qulnaprllat—tﬁeﬁg—ha-}‘et—t&enﬁ—éa%

dugc-trong-khoang 2 gio sau khl—ueng—qumaprll Quinaprilat
duogc dae-thai chu yéu qua-su bai tiét edia than va c6 thoi gian
ban huy—tich lily hiéu gué khoang 3 gio. Khoang 97%
quinapril hege quinaprilat teu-hanh-trong huyét tuong-é-dang
gin két v6i protein.

O edc bénh nhan bi-suy thin, thdi gian ban thai cula
quinaprilat tang 1éa khi d§ thanh thai creatinin giam xudng.
Céc nghién ctru ¥& duoc dong hoc & ede-bénh nhan 6 bénh
than giai doan cudi dans—duee thim tich mau di-déne—dai
ﬂgay—hoac—é-aag—é&ee—tﬂham—taeh—phuc mac-di-déng;-lién tuc
cho thdy rang thdm tach-ee+at—1t téc dung trén-sy-dae-thai ctia
quinapril va quinaprilat. Cé méi-tuong quan tuyén tinh giita
do thanh thai ciia quinaprilat treng-huyét-treng va do thanh
thai creatinin. Sy—dae-thai quinaprilat cling bi giam & eée
bénh nhan cao tubi (> 65 tudi ) va tuong quan chit-ché véi
chiic nang thin (xem muc 4.—2—Lié&4il‘1ng va phwengphip
sir-dyng) . |
Cac nghién ciru ¢ chudt cho thdy rang quinapril va chat
chuyén ho4 cia n6 khong & qua hang rao mau nio.

Diictinh-duoc dong hoc & bénhnhin cao tudi

O-edcbénh nhén cao tudi,
eone{AUC)-va ndng d6 dinh ciia qumaprllat so vOi-ede-bénh

3.2 Pac tinh dwge dong hoc

Sau khi dung qua dudng uong, néng dd dinh quinapril trong
huyét tuong duoc quan sat thdy trong vong 1 gid. Dua vao
viéc tim thay quinapril va cac chat chuyén héa ciia né trong
nudc tidu, mic d6 hip thu la khoang 60%. Ba muoi tam phén
trdim quinapril dung qua dudng udng cé trong toan than la
dang quinaprilat. Qumaprll c¢6 chu ky bén thai biéu kién trong
huyét twong 1a khoang 1 gio. Nong do6 dinh trong huyét tuong
clia quinaprilat dugc quan sat thay khoang 2_gi¢ sau khi dung
mot lleu quinapril qua duong udng. Quinaprilat dugc thai trir
chu yéu bang cach bai tiét qua than va c6 thoi gian ban thai
tich liiy hiéu luc 1a khoang 3 gio. Khoang 97% quinapril va
quinaprilat tudn hoan trong huyét tuong gén két véi protein.

O bénh nhan suy than, thoi gian ban thai biéu kién cua
quinaprilat tang khi d9 thanh thai creatinin giam. Céc nghién
ctu dugc dong hoc & bénh nhén bi bénh than giai doan cudi
ding thim tach mau lau dai hoic thAm phén phiic mac ngoai
tra lién tuc cho thdy ring thdm tach méu it c¢é téc dung trong
viéc thai trir quinapril va quinaprilat. Cé su tuong quan tuyén
tinh giitta d6 thanh thai cia quinaprilat va do thanh thai cta
creatinin trong huyét tuong. Téc d6 thai trlr quinaprilat cfing
bi giam di & bénh nhan cao tudi (=65 tudi) va twong quan véi
chiic nang than cua bénh nhan (xem muc 5.2 Cach dung va
lidu ding).

Céc nghién ciu & chudt cdng cho thdy ring quinapril va cée
chét chuyén hoa ciia n6 khong xuyén qua hang rao mau néo.

Duoc dong hoc & ngudi cao tudi

Bénh nhén cao tudi ¢6 AUC va nbng d¢ dinh cua quinaprilat
tang 1én so v&i bénh nhan tré tudi; didu nay lién quan dén
viéc suy giam churc ndng than hon 1a do chinh tudi tac. Trong

Stra 16i dich thuat
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nhan tré tudi, didu nay-cé6-thé-eé-lién quan-téi-viéc giam chuc
néng thén hon la-véi-ban-thantudi. Trong cac nghién clu c6
dbi chimg va khoéng c6 dbi chimg, trong-d6 21% bénh nhén
1465 tudi, khong eé su khac biét tdng thé nae-vé hiéu qué

hay-dé an toan duge-quan-sat-gilia ee-bénh nhan cao tudi va
céc-bénh-nhén tré tudi. Tuy nhién sg nhay cam hon dbi-véi

vai-bénhnhan cao tubikhéne thé bileaitrir

cac nghién clru ¢ 601 ching va khong c6 dbi chimg, ¢6 21%
bénh nhén tir 65 tudi trd 1én, khong quan sét thay su khéc bi€t
ton0 thé trong hi€u lyc hogc tinh an toan gita bénh nhén cao
tudi va tré tudi. Tuy nhién, khong thé loai trir tinh nhay cam
cao hon ctia mot s c4 nhan cao tudi.

5.3 C4c dir li€u an toan tién 1Am sang
Kha naneoiy ung thu, gy dot bién, lam—giam ehfie ndng

3.3 Dir liéu an toan tién lam sang

Tinh sinh ung thu, gy dot bién, suy giam kha ning sinh san

sinh sdn

Quinapril hydrochlorid khong eéXkhé—nang-sinh ung thu ¢
chudt nhét ¥& chudt baek khi duoc dung wéi-cac lidu en-t6t

75 hodc 100 mg/kg/ngay (50 - 60 Ian liéu hangnedy t6i da &
ngudi mét-edch-twengng) trong 104 tudn. Ca qumaprll va
quinaprilat khong gay dot bién trong phép—the vi khuan
Ames c6 hay khong co tang-hoat-tinh chuyén hoa. Quinapril
cling de&g—the*—a-m—tmh trong cac nghién ciu v&-doc tinh hoc
trén-di-truyén sau day: Nah-}en—e&a—ve——aay dot blen diém té
bao dong vat co vl #éa-in vitro, trao ddi nhifm sic & chi em
& té bao dong vét c6 v duge-nudi cay, xét nghiém vi nhan &
chudt nhit, sai 1eeh nhiém sic thé téa in vitro véi te bao
ph01 dugc nudi ciy V79, va mét nghién ciru ¥é-di truyén hee
té bao teénimvive—vai tlly xuong chudt-bach. Khong cé tac
dung bt loi ﬂae—tﬂpeﬂ—kha—ﬂaﬁg—thu—tmh—ha%ehae—nang sinh

san & chudt véi-ede lidu 1én & 100 mg/kg/ngay (60 14n liéu

hangnsay-t6i da & ngudi).
Khong eé-tac dung dée-trén-phdi-thai-hay gy quai thai e

5 chubt—véieae lidu eia qumapr11 en—tét 300

mg/kg/ngay (180 14n Léu hanensay-tdi da & _ngudi), mac du
quan-sat-thay doc tinh trén-dong—vit me & lidu 150 kg/ngay.

Quinapril hydrochlorid khong gy ung thu & chudt nhit hodc
chudt cong khi dugc cho dung cac lidu dbi da la 75 hodc 100
mg/kg/ngay (lan lugt bang 50-60 l4n liéu dung tdi da hang
ngay ¢ ngudi) trong 104 tuan. Ca qu1napr11 va quinaprilat déu
khong gy dot bién trong xét nghiém vi khuin Ames c6 hodc
khong c6 kich hoat chuyén héa. Quinapril cling khéng c6 doc
tinh trong cac nghién ciu doc tinh hoc lén gen sau ddy: dot
bién diém té bao dong vat ¢ v in vitro, trao d6i nhiém sac
thé chi em trong té bao dong vat c6 vi nudi cly, xét nghiém vi
nhan vé6i chudt nhit, sai hinh nhiém sic thé in vitro vOi té bao
phdi V79 duoc nudi cly va nghién ciru di truyén té bao trong
co thé sdng véi tiy xuong chudt cong. Khong co tac dung bat
loi 1én kha ning sinh san hodc su sinh san & chudt cdng & muc
lidu lén dén 100 mg/kg/ngay (60 lan so véi liéu dung t6i da
hang ngay & ngudi). |

Khoéng quan sat thay tac dung gay quai thai hodc doc tinh Ién
thai nhi ¢ chudt cong ¢ lleu qu1napr11 cao 300 mg/kg/mngay
(180 1n so v6i liéu dung t6i da hang ngay ¢ ngudi), mic d
c6 doc tinh 1én chudt me & liéu 150 mg/kg/ngay Can nang co
thé ctia con con bi giam khi chu6t cong me dugc diéu tri {trong
giai doan cudi cla thai ky va khi cho con bu véi lidu 25

Stra 16i dich thuat
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Frong-tuong co thé cia déng-vat con bi giam é—chudt bach
me duoc diéu tri & g1a1 doan cudi cua thai ky va treng—thot

gian cho con bu véi ede—lidu =25 mg/kg/ngay. Qumaprll
khong gly quéi thai ¢ tho, tuy nhién ahu-da-dueebiét vGi cac
thude (ic ché men—chuyén-dangangiotensin khac, doc tinh
trén-déng-vat-me va dc tinh &éa-phoi thai-da-duoeguansat
trén—vaitoai tho véiede lidu 1an luot treng—ng 12 0,5
mg/kg/ngay va 1 mg/kg/ngay.

mg/kg/ngay hodc hon. Quinapril khong gly quéi thai & tho;
tuy nhién, véi cac chét tc ché ACE khéc, da quan sat thay doc
tinh 1én thd me va ddc tinh phoi thai & mét so con thd ¢ liéu
thap lan luot 12 0,5 mg/kg/ngay va 1 mg/kg/ngay.

6.5 Tinh chat va dung lugng ciia bao bi déng goi

Hop 7 vi x 14 vién nén bao phim

4. KICH CO DONG GOI

Hop ¢6 chira 7 vi x 14 vién nén bao phim.

Stra 16i dich thuat

4. DAC TINH LAM SANG

4.1. Chi dinh diéu-tri

Tang huyét 4p
Quinapril dugc chi dinh dé diéu tri ting huyet ap. Quinapril

c6 hiéu qua tdt ca khi str dung don doc hay phdi hop véi cac

thude loi tiéu thiazid va-cicthube-chen B ¢ nhitng bénh nhan
tang huyét ap.

Suy tim-xung huyét

Quinapril ¢6 hiéu qua trong dleu tri suy tim xuag-huyét khi
ding phi hop véi thude lgi tiéu va/ hodc céc glycosid tim.

5. CHI PINH, LIEU DUNG VA CACH DUNG, CHONG
CHi PINH

5.1 Chi dinh
Ting huyét 4p
Quinapril duoc chi dinh dé didu tri ting huyét ap. Quinapril c6

hiéu qua tot ca khi sir dung don doc hay phdi hop voi cac
thudc loi tiéu thiazid & nhitng bénh nhén ting huyét ap.

Suy tim sung huyét

Quinapril ¢6 hiéu qua trong dleu tri suy tim sung huyét khi
dung phdi hop vai thude loi tiéu va/ hodc céc glycosid tim.

Stra lai chi dinh theo CV s6
5092/QLD-BYT ngay
19/04/2017

Stra 13i dich thuat

4.2. Liéu dung va phwong phép st dung

Piéu tri ting huyét 4p:
Don tri liéu: ...Nhin chung, viéc dleu chinh 1idu duoc tién

hanh sau—ahua&g—leheaﬂﬂ—thea—g*aﬂ 4 tuan..

Diéu tri dong thoi véi thudc loi tiéu: Trén nhitng bénh nhan
phai ti€p tuc diéu tri két hop vdi mot thuoc loi ticu, liCu khéi

5.2 Liéu dung va cach ding 4 —

Diéu tri ting huyét 4p:

Don tri liéu: Nhln chuno, viéc diéu chinh lidu duogc tién
hanh cach nhau mbi 4 tuan. .

Diéu tri dong thoi véi thuo"c loi tiéu: Trén nhiing bénh nhin
phai ti€p tuc di€u tri két hop véi mét thude loi ticu, lieu khdi

Stra 16i dich thuat
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dau khuyén céo ciia quinapril 12 5mg, sau d6 nén dugc chinh
liéu (theo md ta & muc don trj lidu) &€ c6 dugce dap Ung t6i
uu (Xem thém muc 4:5-Twong tic véi cac thudc khac va
cac dang twong tac khac).

Didu tri suy tim huyét

Quinapril dugc chi dinh diéu tri ph01 hop véi thude lgi tiéu
va/hoidc glycosid tim. Liéu khoi dau duoc khuyén cdo & céc
bénh nhén suy tim huyét 14 5 mg/lan mdi ngay hoic 5Smg x 2
1an mdi ngay, sau d6 bénh nhén can dugc theo doi chit ché
dé phong tut huyét ap triéu chung. Néu lidu khoi dau coa
quinapril dugc dung nap t6t, bénh nhén c6 thé dugc chinh
lidu t6i lidu c6 hiéu qua, théng thuong la /ngay dén 40
mg/ngay, chia thanh 2 lidu bang nhau trong diéu tri phdi hop.

Liéu dung va cach dung & bénh nhén suy thin

Xem muc 4:4-Canh-bie—va—than trong diebiét khi s
dung. Cac dir liéu dong hoc cho thdy su dao thai cla
quinapril phu thudc vao chuc ning than. Lidu khoi dau
khuyén céo ctia quinapril 1a 5mg & cac bénh nhéan c6 do
thanh thai creatinin 16n hon 30 mL/phut va 2,5 mg & cac
bénh nhan cé d6 thanh thai creatinin nhdé hon 30 mL/phut...

Liéu dung va cach dung & tré em

Do an toan va hiéu qua cta quinapril & cidc bénh nhén nhi
khoa chua duoc thi€t 1ap.

dau khuyén cdo cua quinapril la 5mg, sau d6 nén duoc chinh
lidu (theo m6 ta & muyc don tri liéu) dé c6 duoc dap Gng tdi uu
(Xem thém muc 7 Twong tac véi cac thudc khac va cic
dang twong tac khac).

Piéu tri suy tim sung huyét

Quinapril dugc chi dinh diéu tri ph01 hop véi thudc loi tiéu
va/hodc glycosid tim. Lidu khoi dau duoc khuyen cao O cac
bénh nhén suy tim sung huyét 13 5 mg/lan moi ngay hodc Smg
x 2 1an mdi ngay, sau d6 bénh nhén can duoc theo ddi chat
ch& d& phong tut huyét ap triéu chung. Néu lidu khoi dau cla
quinapril dugc dung nap t6t, bénh nhan c6 thé duoc chinh liéu
t6i lidu c6 hiéu qua, thong thuong la 10mg/ngay dén 40
mg/ngay, chia thanh 2 liéu bang nhau trong diéu tri phdi hop.

Liéu dung va cich dung & bénh nhin suy than

Xem muc 6 Than trong khi dung thudc. Cac dir liéu dong
hoc cho thdy su dao thai ciia quinapril phu thudc vao chiic
nang than. Lidu khoi ddu khuyén cdo cua quinapril 12 5Smg &
céc bénh nhan c6 do thanh thai creatinin 16n hon 30 mL/phut
va 2,5 mg & cac bénh nhan c6 do thanh thai creatinin nh6 hon
30 mL/phat...

Liéu dung va cach dung o tré em

Gh—

Po an toan va hiéu qua cia quinapril & cac bénh nhan nhi
chua dugc thi€t 1ap.

4.3 Chong chi dinh

Chéng chi dinh quinapril ¢ cac bénh nhan qua min cam ...
thuoc e ché men chuyén dang angiotensin (ACE).

5.3 Chong chi dinh

Chéng chi dinh quinapril & cac bénh nhan qua man cam ...
thudc tc ché men chuyén dang angiotensin (ACE).
Chéng chi dinh st dung két hop quinapril
sacubitril/valsartan do 1am tang nguy co phi mach.

vOi

- B sung thong tin vé chdng chi
dinh. (Tai liéu tham khao:
Clinical Overview, To Support
Proposed Revisions To The
Product Information For
Angiotensin Converting
Enzyme (ACE) Inhibitor-
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Chdng chi dinh quinapril & phu ni¥ ¢6 thai, ...tranh thai diy
du.

Nén-chi dinh quinapril ¢ phu nit trong d tudi sinh dé ehi khi
nhiitng bénh nhin nay khong c6 kha nang thu thai cao va
dugc théng bao vé doc tinh tiém tang véi phoi thai (xem muc
4-6 Anh hwéng t6i kha niing sinh sin, phu nir ¢ thai va
cho con bu).

Nén tranh dung quinapril ... bénh mach ngoai bién hoéc vira
xe dong mach toan than ndng.

Khong ding quinapril phbi hop véi aliskiren:

e trén bénh nhan suy tim xuae huyét kém theo ha huyét ap

Khong ding quinapril phdi hop véi thu(‘)cq chen thu thé
angiotensin hodc thuéc tGc ché men chuyén angiotensin
(ACE) khac:

e trén bénh nhan suy tim xuae huyét kém theo ha huyét ap

Chdng chi dinh quinapril & phu nif ¢6 thai, ...tranh thai day
du.

Chi nén chi dinh quinapril & phu nit trong d6 tudi sinh dé khi
nhitng bénh nhan nay khong cé kha néng thu thai cao va duoc
thong bdo v& doc tinh tiém tang véi phoi thai (xem muc 6
Than trong khi dung thudc; Anh hwéng t6i kha ning sinh
san, phu nir c¢6 thai va cho con bu).

Nén tranh dung quinapril ... bénh mach ngoai bién hodc xo
vita dong mach toan than nang.

Khéng diing quinapril phdi hop véi aliskiren:

e trén bénh nhén suy tim sung huyét kém theo ha huyét ap

Khéng dung quinapril ph01 hop v6i thudc chen thu thé
angiotensin hoic thudc irc ché men chuyén angiotensin (ACE)
khac:

e trén bénh nhén suy tim sung huyét kém theo ha huyét ap

Containing products
(Quinapril,
Quinapril/Hydrochlorothiazide,
Ramipril,
Ramipril/Amlodipine and
Enalaprilat) November 2016.)
Stra 16i dich thuat

4.4. Canh bao va thin trong dac bi€t khi sir dung

Phu mach dau va co

Phut mach d& duoc bdo cdo 6 0,1% céc bénh nhén si dung
quinapril. Néu xut hién ee—tleng thé rit thanh quan hay phu
mach & mit, ludi hay phan thanh mén ctia thanh quan, cén
dimg diéu tri quinapril ngay, cac bénh nhan nay can dugc
diéu tri thich hop theo diéu tri ¥y té thudong qui, va cin duoc
theo d&i cin than cho dén khi hét phi. Trong trudng hop chi
phi dugegidihan 0 mit va moi, tinh trang nay nhin chung la
tu hét ma khong cin phai diéu tri, ..., nhung khong chi gi6i
han viéc tiém dudi da dung dich adrenalin (epinephrin) ty 1€

6 THAN TRONG KHI DUNG THUOC

~ A « R q
Phu mach dau va co h

Phu mach d& dugc bao céo & 0,1% cac bénh nhan st dung
quinapril. Néu xuit hién tleng tho rit thanh quan hay phu
mach & mit, ludi hay phan thanh mén ciia thanh quan, cén
dimg diéu tri quinapril ngay, cac bénh nhén nay can duoc didu
tri thich hop theo diéu tri y té thudng qui, va can duoc theo
dbi cén than cho dén khi hét phi.. Trong trudng hop chi phu &
mat va mdi, tinh trang nay nhin chung 1a tu hét ma khong can
phai diéu tri,...nhung khong chi gi6i han viéc tiém dudi da
dung dich adrenalin (epinephrin) ty 1&¢ 1:1000 (0,3 dén 0,5

Bb sung thong tin vé Than
trong khi ding thudc. (Ti lidu
tham khao: “Clinical Overview
2016_Quinapril Hyponatremia
and SIADH_CDS Update 2016
2.5 Clinical Overview for Non-
Renewal (CDS updates)”

va

“Clinical Overview, To
Support Proposed Revisions
To The Product Information
For Angiotensin Converting
Enzyme (ACE) Inhibitor-
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1:1000 (0,3 dén 0,5 mL),can-duoe-dicu-chinhnhanh-chéng:

P3 cb bdo cdo 1a cac bénh nhan da den...Ty 1€ phu mach &
cac bénh nhin da den va bénh nhan khong phai da den trong
qud trinh diu tri bang quinapril d4 dugc danh gid trong hai
nghién ciu 1am sang nhan mo, 1én; danh giad hi€u qua cua
quinapril trong viéc kiém soét huyét ap..

Bénh nhan ding ddng thdi quinapril véi 11eu phép thude Gc
ché dich ctia Rapamycin tén-déngvat-e6—~v& (Mammalian
Target of Rapamycin - mTOR) (vi du nhu temsirolimus)
hozc thude tc ché dipeptidyl peptidase IV (DPP-IV) (vi du
nhu vildagliptin) c6 thé tang nguy co bi phu mach. Cén than
trong khi bat dau st dung thubc trc ché mTOR hoic thude i
ché DPP-IV & bénh nhan dang sir dung thudc tic ché men
chuyén dang angiotensin (ACE).

Phu mach rudt

Phu mach rudt dugc bdo c4o & nhiing bénh nhan diéu tri
bing thubc tc ché men chuyén dang angiotensin. Nhiing
bénh nhan nay biéu hién baﬂg—dau bung (c6 hodc khong co6
budn nén hoic _n6n); & mot s6 truong hop, khong cé tién sir
phu mét va nong do men C-1 esterase binh thuong. Phu
mach dugc chin doan boi cac bién phap bao gom chup CT
bung hodc si€u am, hogc khi phiu thuat, va céc triéu chung
da hdi phuc sau khi ngimg ding céc thudc Gc ché men
chuyén dang angiotensin. Ph&-mach ru6t nén-duoetinh-dén
trong-ede chén doan khéenhau ddi voi bénh nhan dang st
dung thudc tic ché men chuyén dang angiotensin ma c6 dau
bung.

Céc phan ung dang phan vé

mL).

P4 cb bdo cdo 1a cic bénh nhan da den ... Ty 1€ phu mach &
cac bénh nhin da den va bénh nhan khong phai da den trong
qud trinh diéu tri bing quinapril dd dugc dénh gia trong hai
nghién cu 1dm sang 16n nhdn mo, danh gia hi€u qua cua
quinapril trong viéc kiém soat huyét ap. ..

Bénh nhan ding ddng thdi quinapril véi liéu phap thudc tc
ché dich ciia Rapamycin (Mammalian Target of Rapamycin -
mTOR) (vi du nhu temsirolimus) hoic thudc tc ché
dipeptidyl peptidase IV (DPP-IV) (vi du nhu vildagliptin)
hodc mot chét e ché endopeptidase trung tinh c6 thé ting
nguy co bi phu mach. Can than trong khi bat dau sir dung
thuéc e ché mTOR hodc thudc tc ché DPP-IV hodc mot chat
tic ché endopeptidase trung tinh & bénh nhan dang sir dung
thudc e ché men chuyén dang angiotensin (ACE).

Phu mach ru6t

Phu mach rudt dugc bao cao ¢ nhitng bénh nhan diéu tri béng
thudc tc ché men chuyén dang angiotensin. Nhiing bénh nhén
nay c6 biéu hién dau bung (c6 hoac khéng co6 budn nén hoac
nén); & mot sb truong hop, khong c6 tién sir phit mt va ndng
do men C-1 esterase binh thudong. Phu mach dugc chén doan
bdi cac bién phap bao gdm chup CT bung hodc siéu am, hoac
khi phau thuat, va céc triéu ching da hdi phuc sau khi ngirng
ding cac thudc rc ché men chuyen dang angiotensin. Nén can
nhic dén phii mach ruét khi chan doan phan biét dbi v6i bénh
nhan dang sir dung thudc trc ché men chuyén dang angiotensin
ma c6 dau bun
g. 3 U/

Céc phan ung dang phan vé

Containing products
(Quinapril,

Quinapril/Hydrochlorothiazide,

Ramipril,
Ramipril/Amlodipine and
Enalaprilat) November 2016”)

- Bb sung canh béo cho t4 duoc
lactose theo yéu cau ciia CV sb
5092/QLD-bK ngay
19/04/2017

- Stra 18i dich thuat

23



p

Diéu tri giai cam tmg: Cac bénh nhan sir dung thudc tc ché
men chuyén dang angiotensin trong thoi gian didu tri giai
cam ung vGi noc ¢dn tring canh mang da c6 nhiing phan (ing
dang phan vé de doa dén tinh mang. Trén cuing bénh nhan do,
cac phan ung nay da hét khi ngirng tam thoi cac thubc tc ché
men chuyén dang angiotensin, nhung aé lai xuét hién khi vo
tinh dung lai.

Chen ddngthai hé Renin-Angiotensin: Chen-ddngthdi hé
renin-angiotensin (renin-angiotensin—system—hay RAS) .

Khong nén sé—dung thuong xuyén biénphép phdi hop céc
chit tac dung trén RAS, chi st dung bién phap nay cho
nhiing trudng hop ca biét, két hop theo doi chat ché& chuc
ndng than va nong do kali huyét (Xem muc 4:3 Chéng chi

dinh)

Tut huyét dp: Tut huyét 4p c6 triéu ching hiém...nhiing
ngudi an ché do kiéng mudi hay nhiing nguoi dang duee
tham tach.

Nhiing bénh nhan da dung thuoc loi tiéu £t khi bit du diéu
tri bing quinapril c6 thé xuit hién tut huyet ap co triéu
chimg. Nhiing bénh nhén dang dung thubc loi tiéu, néu co
thé duoc, can ngung thudc loi tidu trong 2 dén 3 ngay trude
khi khoi dAu diéu tri bing quinapril. Néu huyet ép khong
dugc kiém soat v6i mbétsmink quinapril, can sir dung lai
thuéc loi tiéu. Néu khong thé ngimg thudc loi tiéu, nén bat
dAu sir dung quinapril véi lidu khéi ddu thip (Xem muc 45
Twong tic véi cac thudc khic va cdc dang twong tac
khac).

O nhiing bénh nhan c6 suy tim KURE huyet nhiing nguodi ¢
nguy co tut huyét ap thai qua, didu tri bang quinapril nén

Didu tri gidi cam temg: Céc bénh nhan st dung thudc tc ché
men chuyén dang angiotensin trong thoi gian diéu tri giai
cam Ung voi ngc con trung canh mang da c6 nhiing phan ung
dang phan vé de doa dén tinh mang. Trén ciing bénh nhan do,
cac phan ung nay da hét khi nglmg tam thoi cac thubc tic ché
men chuyén dang angiotensin, nhung lai xuét hién khi v6 tinh
dung lai.

ey

Uc ché kép hé renin-angiotensin :

Uc ché kép hé renin-angiotensin (RAS) .. . Khong nén thudng
xuyén phdi hop céc chét tac dung trén RAS, chi sir dung bién
phap nay cho nhiing truong hop ca biét, két hop theo ddi chat
ché chirc niang thadn va ndng dd kali huyét (Xem muc 5.3
Chéng chi dinh)

Tut huyét 4p:
Tut huyét 4p c6 triéu ching hiém..., nhitng ngudi &n ché d6
kiéng mudi hay nhiing nguoi dang tham tach mau.

Nhiing bénh nhén da ding thudc 1oi tiéu khi bét dau diéu tri
bing quinapril c6 thé xuét hién tut huyet ap c6 triéu chung.
Nhiing bénh nhan dang dung thudc loi tiéu, néu c6 thé duge,
can nging thubc loi tiéu trong 2 dén 3 ngay trudc khi khoi
ddu didu tri bang quinapril. Neu huyét 4p khong dugc kiém
so4t v&i quinapril don doc, can sir dung lai thudc loi tiéu. Néu
khong thé ngimg thudc 1oi tiéu, nén bat dau sir dung quinapril
vé6i liéu khoi dau thip (Xem muc 7 Twong tic véi cac thude
khac va cac dang twong tac khac). Al

O nhiing bénh nhan c6 suy tim sung huyet nhiing ngudi c6
nguy co tut huyét ap thai qua, didu tri bing quinapril nén duoc
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duoc bat dau vai lieu duoc khuyén céo dudi su giam sat chét
ché, nhiing bénh nhan nén dugc theo dbi chat ché eua—He
trong 2 tuan dau cua dot didu tri va bat cu khi nao cin ting
liéu quinapril.

Néu xuét hién tut huyét 4p c6 triéu chung ...Tut huyét ap
theang qua khong phai 12 mét chéng chi dinh dbi vai viée
tiép tuc ding quinapril, ...

Giam bach ciu trung tinh/mét bach ciu hat

Céc thudc tic ché men chuyén dang angiotensin hiém khi c6
lién quan t6i viéc mét bach ciu hat va tc ché tuy xuong &
cac bénh nhan ting huyét ap khong bién ching, nhung gap
vGi tan suat nhiéu hon & céc bénh nhén c6 suy than, dic biét
néu ho-eéd ddng thoi bénh mach collagen.

Bénh suét va tir suét ctia phdi thai/tré so sinh

Xem muc 4-6 Anh hwéng 1én kha niing sinh san, phu nit
c6 thai va cho con bi.

Suy giam chirc nang thin

Do viéc trc ché...cc} thé lién quan t6i giam niéu va/hodc nito
uré huyét (BUN) ti€n trién va hi€ém gap suy thin cap va/hodc
tr vong (xem muc4.8 Tac dung khéng mong mudn).

Thoi gian ban huy cua quinaprilat bi kéo dai khi d6 thanh

thai creatinin giam. Can s dung lidu khoi ddu thip cua
quinapril & cac bénh nhan cé dj thanh thai creatinin < 60-smk

/phiit (xem muc 4.2 Liéu ding va phwengphip-sitdung
)eee

O mot vai bénh nhan c6 tang huyét 4p hay suy tim nhung
khéng c6 bénh mach mau théan ton tai tir truéc mdt cach rd

bat dau véi lidu duoc khuyén cdo dudi su giam sat y té chit
ché, nhiing bénh nhin nén duoc theo ddi chit ché trong 2 tudn
dau cua dot diéu tri va bat ctr khi nao cin ting lidu quinapril.
Néu xuit hién tut huyét ap c6 triéu chung,...Tut huyét ap
thodng qua khéng phai 14 mot chéng chi dinh dbi véi viée tiép
tuc dung quinapril, ...

Giam bach ciu trung tinh/mét bach ciu hat

Céc thubc tic ché men chuyén dang angiotensin hiém khi c6
lién quan t6i viéc mat bach cau hat va e ché tuy xuong & cac
bénh nhén ting huyét 4p khong bién chung, nhung gip véi tin
sudt nhiéu hon & cac bénh nhén c6 suy than, dic biét néu bénh
nhan ddng thoi bi bénh mach collagen.

Bénh suét va tir sudt ciia phoi thai/tré so sinh

Xem muc 6 Than trong khi ding thuéc; Anh hwéng 1én
kha niang sinh sin, phu nir ¢6 thai va cho con bu.

Suy giam chiic ning than 4

Do viéc Gic ché...co thé lién quan t6i giam niéu va/hodc nito
uré€ huyét (BUN) tién tri€n va hiém gép suy thin cap va/hodc
tor vong (xem muc 8 Tac dung khong mong muon).

Thoi gian ban huy cua quinaprilat bi kéo dai khi d6 thanh thai
creatinin giam. Can sir dung lidu khéi ddu thp ciia quinapril &
cac bénh nhén c6 do thanh thai creatinin < 60mL/phit (xem
muc 5.2 Liéu diing va cach dung)...

O mot vai bénh nhan c6 ting huyét 4p hay suy tim nhung
khong c6 bénh mach mau than tdn tai tir trudc mot cach rd
rang, da c6 hién tuong ting nito uré huyét (BUN) va creatinin
huyét thanh, thuong 13 nhe va thoang qua, dic biét khi
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rang, di c6 hién tuong tdng nito uré huyét (BUN) va
creatinin huyét tweng-, thuong 14 nhe va thoang qua, déc biét
khi quinapril dugc sir dung ddng thoi véi mét thudce loi tiéu.
N6 thuong xuét hién nhidu hon & céc bénh nhéan c6 suy than
e trude. CAn giam lidu va/hodc ngimg thude lgi tiéu va/hozc
quinapril.

Trong céc thir nghiém 14m sang & cdc bénh nhén téng huyet
ap c6 hep dong mach than mét bén hay hai bén, quan sat thiy
su tang nito uré huyet (BUN) va creatinin huyet twors—0 val
bénh nhan sau khi diéu tri bing thuoc tc ché men chuyén
dang angiotensin va/hodc thubc loi tiéu. O nhiing bénh nhén
nay can theo d&i chirc ning than trong vai tuan cua dot diéu
tri (xem muc4.8 Tac dung khong mong mudn).

Tang kali mau

Nhitng bénh nhan khi sit dung quinapril don ddc ciing c6 thé
sip-phai ting nong do kali trong huyet teere. Do nguy co
eva-vibe-tang-eudng thém sy ting nong dd kali trong huyet
twong, khuyén cdo khi dung thudc ph01 hop véi thude loi tiéu
gitr kali hay cac thudc khac dugc biét 1a tang mure-kali huyét,
nén khéi-ddu than trong va theo ddi chat ché ndng do kali
huyét ctia bénh nhan (xem muc 4-5 Twong tac véi cac thude
khac va cdc dang twong tic khac). Khi sir dung ph01 hop,
quinapril c6 thé lam giam hién tuong giam kali huyét do bi
cam ung boi thude loi tiéu thiazid.

quinapril dugc sir dung dong thoi v6i mot thudc loi tieu. Tinh
trang nay thuong xuét hién nhiéu hon & cac bénh nhan c6 tlen
st suy than. Can giam lidu va/hodc nging thubc loi tiéu
va/hodc quinapril.

Trong c4c thir nghiém 14m sang ¢ cac bénh nhén tang huyét ap
c6 hep dong mach than mot bén hay hai bén, quan sat thiy su
tang nito uré huyet (BUN) va creatinin huyet thanh ¢ vai bénh
nhan sau khi diéu tri bang thuoc tic ché men chuyén dang
angiotensin va/hodc thube loi tiéu. O nhiing bénh nhén nay
can theo ddi chirc ndng than trong vai tudn cua dot diéu tri
(xem muc 8 Tac dung khong mong muén).

Téang kali mau

Nhiing bénh nhén khi st dung qumaprll don ddc ciing cd thé
bi tang ndng do kali trong huyét thanh. Do nguy co lam nang
thém tinh trang tang nong do kali trong huyet thanh, khuyén
cdo khi dung thudc ph01 hop véi thude loi tiéu gitt kali hay
cac thubc khac duoc biét 1a lam tang kali huyét, nén ding
thudc than trong va theo ddi chit ch& ndng d6 kali trong huyet
thanh ctia bénh nhan (xem muc 7 Twong tac véi cac thude
khic va cic dang twong tac khac). Khi sir dung phdi hop,
quinapril ¢6 thé lam giam hién tugng giam kali trong huyét
thanh do bi cam tng boi thudc loi tiéu thiazid. o —

Ha natri mau va Hoi chimg tiét hooc-mén bai niéu khoéng
thich hop (Syndrome of Inappropriate Anti-diuretic Hormone,

SIADH)
Hoi chiing tiét hoéc-mdn bai niéu khong thich hop (Syndrome
of Inappropriate Anti-diuretic Hormone, SIADH) va sau d6 ha

natri mau da dugc quan sat thdy & mot s6 bénh nhan duoc
didu tri v6i cac chét ic ché ACE khic. Khuyén nghi theo doi
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Tut dudng huyét va dai thdo dudng

Ho

Phiu thuit/cidy mé

Cin than trong...Didu nay c6 thé dn t6i tut huyét ap, c6 thé
duoc diéu ## bang truyén dich.

Thoéng tin cho bénh nhan

Mang thai: Khong dung quinapril cho phu nir mang thai, du
dinh c6 thai, hosic c¢6 thé c6 thai va nhiing phu nir khéng
ding bién phép tranh thai thich hop do cac tac dung tiém
tang ciia thubc co thé gay tdn thuong nghiém trong hodc
thdm chi gy tur vong d6i v6i bao thai dang phat trién (xem
muc 4:3 Chéng chi dinh va muc 44—Ganh—bae—va—than
trong die-biét khi st-dung, bénh sudt va tur suit cia phoi
thai/tré so sinh).

Tut huyét dp: ..

Tét ca cac bénh nhan can dugc canh bédo rancr—aﬁ uong
khong dt nude, ra md hoi qua nhiéu, hay mét nudc c6 thé
dan dn tut huyét ap thai quéa do giam thé tich dich. Cac
nguyén nhan khéc lam glam thé tich tudn hoan nhu 1a nén
hay ia chay cling c6 thé dan dén tut huyét ap, cc bénh nhan
can hoi y kién bac si.

thuong xuyén ndng do natri trong huyét thanh & ngudi cao
tudi va cac bénh nhéan khéc c6 nguy co ha natri mau.

Tut dudng huyét va dai thdo dudng

Ho

PhAu thuat/cidy mé

Cin than trong...Didu nay c6 thé din i tut huyét 4p, c6 thé
duoc diéu chinh bang truyén dich.

Thong tin cho bénh nhan

Mang thai: Khong dung quinapril cho phu nit mang thai, du
dinh c¢6 thai, hodc c6 thé co thai va nhiing phu nit khdng ding
bién phap tranh thai thich hop do cac tac dung tiém tang ciia
thudc co thé gay ton thuong nghiém trong hodc thdm chi gay
tir vong d6i vai bao thai dang phat trién (xem muc 5.3 Chong
chi dinh va muc 6 Than trong khi dung thudc, bénh suét va
tlr suét ciia phoi thai/tré so sinh).

Tut huyét dp: .. %/ i

T4t ca cac bénh nhén can dugc canh béo ring viéc uong
khong du nudc, ra md hoi qua nhiéu, hay mat nudc c6 thé din
dén tut huyét ap thai qua do giam thé tich dich. Cac nguyén
nhén khac lam giam thé tich tudn hoan nhu 13 ndn hay tiéu
chay cling c6 thé din dén tut huyét ap, cac bénh nhan can hoi
v kién bic si.
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Gidm bach cdu trung tinh: Céc bénh nhan eda duge khuyén
c40 @& bao cdo ngay lép tirc bt ky d4u hiéu nao ctia nhiém
trung (viém hong, s6t) vi d6 c6 thé 14 d4u hiéu ciia giam bach
cAu trung tinh.

GHI CHU: Ciing nhu nhiéu thudc khac...Thong tin nay
nhim muc dich €& st dung thubc nay an toan va hiéu qua.
Né khong cho thiy hét tat ca nhiing tac dung mong muon
hay nhiing tdc dung bét loi c6 thé c6 clia thudc nay.

Giam_ bach cau trung tinh: Cac bénh nhan nén duoc khuyén
c40 can bio cdo ngay lap tic bat ky du hiéu ndo ctia nhiém
tring (viém hong, s6t) vi d6 c6 thé 1a d4u hiéu cia giam bach
clu trung tinh.

GHI CHU: Ciing nhu nhidu thudc khac...Théng tin nay nham
muc dich gitip sir dung thuoc nay an toan va hiéu qua. Thong
tin nay khong cho thay hét tit ca nhiing tac dung mong muon
hay nhiing tdc dung bét loi c6 thé c6 clia thudc nay.

Lactose

Bénh nhan c¢6 van & di truyén hiém gip khong dung nap
galactose, thiéu Lapp-lactase hoac kém hip thu
glucose/galactose khong dugce dung thudc nay.

4.6 Anh hwéng t6i kha ning sinh sin, phu nir c6 thai va
cho con b

Mang thai

Chéng chi dinh quinapril & phu nir c6 thai (xem muc 43
Chéng chi dinh). —Cée—thude—iic che—meﬂ—ehuyén——é&ﬁﬁ
ansioteasinco thé gly-thuwongtat-va tur vong-&-bae-thai-vatré
se—sinh—Khi-phu nif dang didu-tri bangquinapril-ma-cé-thai
thi-phéai-astme dung thudc.

Tré so sinh phoi nhiém véi—ede—thube—tc ché—men—chuyén

dang-angiotensta—C0 thé-tang nguy co di tat hé tim mach va
hé than kinh trung uong. Ciing cO-ede-bao cao vé sinh non,
ha huyét ap, r6i loan hé théae-than (bao gbm suy than), giam
san SO —ehuﬂg—ﬁ—d—teh—m -co cu'ng chi, d1 dang-so-va-mat;-phat

: trong tir cung, 6ng
dong mach méstir vong-&-bae-thai va/hodc ¢ tré-méi-sinh

Kha ning sinh sian, phu nir c6 thai va cho con bi

Mang thai

Chong chi dinh ding quinapril 6 phu nit ¢6 thai (xem muc 5.3
Chéng chi dinh). Chit tc ché ACE co thé gay bénh va tu
vong cho thai nhi va nhii nhi khi dugc dung & phu nit mang
thai. Néu phu nit c6 thai khi dang dung quinapril, can ngung
ding thude. dY_—

Tré so sinh phoi nhidm véi cht tic ché ACE trong thai ky c6
thé bi tang nguy co dj tat bam sinh & h¢ tim mach va hé than
kinh trung uong. Ciing da c6 bdo cao v& tré sinh non, ha huyet
ap, r6i loan hé than (bao gdém suy than), giam san so, thiéu 6i,
co ctng chi, di tat so mit, phdi phat trién khong day du hodc
ngung phat trién, cham ting trudng trong tir cung, con bng
dong mach, tir vong thai nhi va/hodc tir vong & tré so sinh ¢6

Stra 16i dich thuat
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lién quan-t&i-me dung—eae—thuee—uc che—meﬂ—ehayeﬂ—daﬂ‘k
aﬂg+e€eﬂs+&—Benh nhén va bac si canﬁhan—th&&rangehaﬁg—ﬁ
dich-0i ¢6 thé khong—xafffa—cho dén sau khi-bae-thai e6-ton

thuong khong-hdi-phuc-duge-duy-tri-tién-tue-

Tré so sinh-bi-phoi nhiém v01—e-ae~thaee—uc che—me-n—ehaye—n

daq#ang*eteﬂsm—ldﬂ—trong—baﬂa—me—can duoc—qaan—sat—le—ve
ha huyet ap, thiéu niéu, va téng kali hayet—Neu thiéu nidu

xuhthiéa—can ehaiaq—se&&ue—ﬂep—ée—he—tro—ve—huyet ap va
truyén-dich than.

Phunicho con bu

Qﬂ—mapm-éuee—tlet vao-sifa me-o-ndne-d6-giéi-han—De-viy,
can than-trong khi-chi-dinh-quinapril-cho phu nif cho con bu.

lién quan dén viéc ngudi me dung chét uc ché ACE. Bénh
nhan va béac sT can biét ring thiéu 0i ¢co thé khong xuat hién
cho dén sau khi thai nhi d& bi mot ton thuong khong thé phuc
héi.

Tré so sinh €6 thé da phoi nhiém véi chét tc ché ACE trong
tir cung can dugc theo doi ha huyét ap,_ thiéu niéu va tang kali
mau mot cach chat ché. Néu xay ra thidu niéu, can chi y diéu
tri dé hd tro cho huyét 4p va luu lugng mau dén than.

Me cho con bu

Céc chét te ché ACE, bao gdm quinapril, tiét ra trong sita me
mot cach han ché. Vi vy, can than trong khi cho phu nir cho
con bu dung quinapril.

4.7 Anh hwéng t6i kha ning ldi xe va vin hanh may méc

Kha nang tham gia v&e céc hoat dong nhu didukhién may
moc va-mbtd; c6 thé bi giam-sat dic biét treag—the-x—g!aﬂ—dau

cta-dot-didu-tri-véiquinapril.

Anh huéng 1én kha niing lai xe va vin hanh may méc

Kha niang tham gia cc hoat dong nhu vén hanh may moc
hodc vén hanh phuong tién di lai c6 dong co c6 thé bi suy
giam, déc biét la khi bét dau dung liéu phap quinapril.

Sira 16i dich thuat

4.5. Twong tac véi cac thudc khac va cdc dang twong tac
khac

Tetracyclin va cac thudc khéc cd tuong tic v6i magnesi

Dung tetracyclin véi quinapril lam giam su hap thu cua
tetracyclin khoang 28% dén 37% céc déi twong. Giam hip
thu 12 do su c6 mit cuia magnesi carbonat 1a td duoc trong
cdng thic ciia quinapril. Su tuong tic nay nén dugc xem xét
khi ké don ddng thoi quinapril va tetracyclin.

Lithium

Ting ndng d6 lithium trong huyét teeng va triéu chung ngd
ddc lithium d3 dugc bdo cdo ¢ cac bénh nhéan sir dung dong
thoi lithium va thudc Gc ché men chuyén dang angiotensin

7. TUONG TAC YOI CAC THUOC KHAC VA CAC
DANG TUONG TAC KHAC

Tetracyclin va cdc thudc khéc cé tuong tac véi ma-gié

Ding tetracyclin v&i quinapril lam giam su hip thu cla
tetracyclin khoang 28% dén 37% & cac ddi tuong. Giam hap
thu 12 do su c6 mit ctia ma-gié carbonat la ta dugc trong cong
thuc cua quinapril. Sy tuong tac nay nén duoc xem xét khi ké
don dong thoi quinapril va tetracyclin.

Lithium b
Tang noéng dd lithium trong huyét thanh va triéu chimg ngo
ddc lithium da duogc bdo cdo & cac bénh nhén sir dung dong

thoi lithium va thude trc ché men chuyén dang angiotensin do

- B sung thong tin vé tuong tac
v6i cac thudc va cac dang
tuong tac khac. (Tai liéu tham
khao: Clinical Overview, To
Support Proposed Revisions
To The Product Information
For Angiotensin Converting
Enzyme (ACE) Inhibitor-
Containing products
(Quinapril,
Quinapril/Hydrochlorothiazide,
Ramipril, Ramipril/Amlodipine
and Enalaprilat) November
2016.)

- Sura 16i dich thuét
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do tac dung lam mét natri ciia cac thubc nay. Nén thén trong
khi st dung phdi hop céc thubc nay va can theo doGi thuong
xuyén nong do lithium trong huyet twone. Néu sir dung dong
thoi véi ca thude loi tiéu, né cé thé 1am ting nguy co ngd doc
véi lithium.

Céac thudc khang viém khong steroid bao odm chét uc ché

tac dung lam mat natri ciia cac thuoc nay. Nén thén trong khi
sir dung phdi hop cac thudc nay va can theo déi thuong xuyen
nong do lithium trong huyét thanh. Néu st dung ddng thoi véi
ca thudc loi tiu, né c6 thé lam ting nguy co ngd doc vdi
lithium.

Céac thudc khang viém khong steroid bao odm chét tc ché

chon loc Cyclooxygenase-2

Bénh nhan ding ddng thoi quinapril voi liéu phap thudc trc
ché mTOR (vi du nhu temsirolimus) hodc thudc wc ché
dipeptidyl peptidase IV (DPP-1V) (vi dy nhu vildagliptin) c6
thé ting nguy co bi phu mach. Cin than trong khi bat dau st
dung thudc wrc ché mTOR hodc thuéc trc ché DPP-IV & bénh
nhan dang su dung thubc Gc ché men chuyén dang
angiotensin.

St dung ddng thoi véi thube loi tidu

Céc bénh nhan dang sir dung thudc loi tleu dac biét la nhiing
bénh nhian méi st dung cac thude loi tiéu gan day, c6 thé
thinh thoang eé-s¢ giam thai-qué—ecta huyét 4p sau khi khoi
déu diéu tri bang qulnaprll .2 gio sau khi sir dung lidu dau
tién ciia quinapril (xem muc 4-4-Cénh-bdo-va-than trong
diebiét khi ste-dung va muc 42 Lidu dung va phwong

phap-sie-dung)-

Céc thudc 1am tang kali huyét

Quinapril 12 mét thude...Do do, cén diéu tri than trong va ¢

chon loc Cyclooxygenase-2

Cic thubc khac duoc biét 13 nguyén nhén gdy phi mach.

Bénh nhan ding déng thdi quinapril véi liéu phap thudc Gic
ché mTOR (vi du nhu temsirolimus) hodc thudc tc ché
dipeptidyl peptidase IV (DPP-1V) (vi du nhu vildagliptin)
hosic mot chét dc ché endopeptidase trung tinh c6 thé ting
nguy co' bi phu mach. Can than trong khi bit dau sir dung
thubc trc ché mTOR hoic thudc trc ché DPP-IV hodc mot chat
tc ché endopeptidase trung tinh & bénh nhan dang su dung
thudc e ché men chuyén dang angiotensin.

Sir dung ddng thoi vi thude loi tiéu

Céac bénh nhan dang su dung thudc loi tleu dac biét la nhiing
bénh nhdn mdi su dung cac thudc loi tiéu gan day, co6 thé
thinh thoang bi giam huyét 4p qua muc sau khi khéi dau didu
tri bang quinapril. ...2 gid sau khi sir dung lidu dau tién cua
quinapril (xem muc 6 Than trong khi dung thude va muc
5.2 Liéu ding va cach dung). A

Céc thudc 1am ting kali trong huyét thanh

Quinapril 1a mot thudc ...Do do, can dleu tri than trong va co
c4c bién phap theo d&i thich hop ndng dd kali trong huyét
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cac bién phép theo ddi thich hop nbéng do kali trong huyet
twong khi su dung phdi hop quinapril véi céc thudc loi tiéu
gilt kali (vi du, spironolacton, triamteren, hay amilorid), cac
ché phim bd sung kali, cac chit thay thé mudi ¢6 chira kali
hodc cac thudc khac dugc biét lam ting ndng do kali trong
huyét teeng. (xem muc M—G&nh—bae—va—than trong dae
biét khi sér-dung). O bénh nhan cao tudi hodc bénh nhén c6
chirc néng thén bi tdn thuong, viéc su dung dbng thoi thudc
Gtc ché men  chuyén dang angiotensin  Vdi
sulfamethoxazol/trimethoprim ..

Chen-ddne théi hé Renin-Angiotensin

Ghen—é‘eag—the* h¢ renin-angiotensin do ding thudc chen thy
thé angiotensin vdi thuéc e ché men chuyén dang
angiotensin hodc aliskiren c6 thé 1am ting nguy co tut huyét
ap,...

Khoéng dung quinapril két hop voi aliskiren trén bénh nhan
méc bénh dai thdo dudng, bénh nhan suy thdn muc dd vua
dén néng (GFR <60 mL/phat/1,73 m %), bénh nhan téng kali

huyét (>5 mmol/L) hodc bénh nhén suy tim xung huyét kém
theo ha huyét 4p (xem muc 4:3 Chéng chi dinh).

Khong dung quinapril két hop...hodc bénh nhén suy tim
xung huyét kém theo ha huyét 4p (xem muyc 43 Chéng chi
dinh)

thanh khi st dung phdi hop quinapril véi cac thude loi tiéu
gilt kali (vi du, spironolacton, triamteren, hay amilorid), cac
ché phim b sung kali, cac chét thay thé muoi c6 chira kali
hodc céc thube khac duoc biét lam ting ndng do kali trong
huyét thanh. (xem muc 6 Than trong khi ding thubc). O
bénh nhan cao tudi hoic bénh nhén c6 chic nang than bi ton
thuong, viéc sir dung ddng thoi thude Gic ché men chuyén
dang angiotensin v&i sulfamethoxazol/trimethoprim. ..

Uc ché kép hé Renin-Angiotensin

Uc ché kép hé renin- angiotensin do dung thuéc chen thu thé
angiotensin voi thudc Gc ché men chuyén dang angiotensin
hodc aliskiren c6 thé lam tang nguy co tut huyét 4p,..

Khéng dung quinapril két hop véi aliskiren trén benh nhéan
mac bénh dai thao dudng, bénh nhan suy thdn muc do vua dén
ning (GFR <60mL/phut/1,73 m %), bénh nhan ting kali huyét
(>5 mmol/L) hoac bénh nhan suy tim sung huyét kém theo ha
huyét ap (xem muc 5.3 Chéng chi dinh).

Khong dung quinapril két hop ...hodc bénh nhén suy tim xung
huyét kém theo ha huyét 4p (xem muc 5.3 Chéng chi dinh)

8 TAC DUNG KHONG MONG MUON
Rét thuong gap (=1/10)

%5 | Thudng gip (21/100 dén <1/10)

it gap (>1/1.000 dén <1/100)
Hiém gip (>1/10.000 dén <1/1.000)

B9 sung thong tin vé tic dung
khong mong muon theo yéu
cAu cua CV sb 5092/QLD-PK
ngay 19/04/2017

Stra 16i dich thuat
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;ha—ngmém—ee—éei—ehuﬂﬂ la dau dau (7 2%) ehea-nﬂ—%ﬂg
(5,5%), ho (3,9%), mét méi (3,5%), viém miii (3, 2%), budn
non va/hoac nén (2 8%) va dau co (2 2%) —G&ﬁehu—y—f&ﬂo—

: Phan loai theo hé Tén suit | Tac dung khong mong mudn
Y Butri €O’ quan
, L Réi loan mau va | Chuard | Mat bach cau hat, thleu mau
= g aie hé bach huyét tan huyet giam bach cau trung
] ; tinh, giam tiéu cdu
e6-dot-chtng: Réi loan hé mién | Chuard | Phan tng dang phan vé
_ dich
Ri loan chuyén | Thuong | Tang kali huyét
héa va dinh gap
dudng Chuard | Ha natri huyét (xem muc 6
Than trong khi dun ihuoc)
Réi loan tim Thudng | Mat ngli
than gip
It gap Tinh trang 13n 16n, tram cam,
lo ling
Rbi loan hé than | Thuong | Chéng mat, nhiic dau, di cam
kinh gap
It gap Con thiéu mau cuc bo thoang
qua, budn ngu
Hiém R&i loan thing bang, ngat
gap ] :
: Chuard | Tai bién mach mau nao/xuat
ohe huyét no ‘
7 Réi loan mit it gap Giam thilyc Y
Tae Téng =85 e % Rét hiém | Nhin m&
dung eong bt N= N= gap

R4t hiém gap (<1/10.000)

Chua r5 (chua thé udc tinh dugc tir dit ligu sén c6)

Phan tmg bét loi thuong gap nhét dugc phat hién trong cac thu
nghiém lam sang c6 dbi chung 12 dau dau (7,2%), chong mat
(5,5%), ho (3,9%), mét moi (3,5%), viém mii (3, 2%), budn
ndn va‘hodc non (2,8%) va dau co (2,2%).
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shy N= N= | 2005%% | 579%% Réi loan tai va It gap Chéng mit, U tai
3203* 655 tai trong
Dau-dau 72 40 81 169 Réi loan tim It gap Nhdi mau co tim, dau that
- nguc, nhip tim nhanh, danh
G}%e&ng 35 66 41 43 trong nguc
vang R6i loan mach Thuong Giam huyét ap
e 39 4 | 32 | b £ap :
It gédp Gian mach
= Chua 16 Ha huyét ap tu thé dung
Buédn 28 |38 23 26 Réi loan hé hap, | Thuong Khé thd, ho
noén nguc va trung gap
vathode that It gap Khé hong
nén Hiém Viém phoi ¢6 tang bach cau
. — gdp uaeosin
Dauree 2 2 7 33 Chuard Co that phé quan
Pingoai 2.0 24 19 10 Trong cac trudng hop ca
biét, nghén duong hé hap
Dau 20 £ 2 +9 trén do phit mach (c6 thé gay
ngue ] tr vong) )
B 19 13 20 22 Roi loan tiéu héa TElufmg N’(“)n, tiéu chay, r();i loa;m tiéu
gap héa, dau bung, buén nén
e It gdp Day hoi, kho miéng
Khétén 16 12 1.9 12 Hiém Viém ludi, tdo bon, loan vi
T gap giac
Kché-thé 3 23 69 03 Rat hiém | Tac rudt, phtt mach rudt non
Bau L4 | B 3 6 gap
lune . Chua rd Viém tuy*
; Roi loan gan- Chua rd Viém gan, vang da & mat
Viém B |65 |5 19 mét U~
hong ' Ri loan da va it gap Phu mach, phat ban, ngia,
Mét—ﬂ-gﬁ 13 0.8 13 6.7 mo dudi da ] tﬁl:lg tiét mo hoi
’ ’ ’ ’ Hiém Hong ban da dang,
Tut H B +6 056 gdp pemphigus, may day
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huyétap Rat hiém | Viém da vay nén
e gap
Bieam B 69 0 69 Chua rd Hoi chimg Stevens Johnson,
¢ ; 5 3 o dia hoai tir biéu bi nhiém doc,
viém da tréc vdy, rung toc,
phan ung nhay séng.
Céc 16i loan da c6 thé lién
quan dén sét, dau co va
khép (dau co, dau khdp,
viém khdp), viém mach
(viém & mach), viém mo
huyét thanh va cac thay déi
nhat dinh trong gia tri xét
nghiém (tang bach cau ua
eosin, tang bach cau v/hoic
tang khang thé khéng nhén,
tang toc do lang hdng cau).
Réi loan co Thudng Pau lung, dau co
xuong, mo lién gap
két va xuong
Réi loan than va | It gap Suy than, protein niéu
tiét niéu
) i Réi loan hé sinh | It gap R&i loan cuong duong
4 4 am-cam;-ed 3 san va vi
X . = Réi loan chung Thudng Mét moi, suy nhuoc, dau
ev va tinh trang tai | gap nguc
noi sir dung It gap Phu toan than, st, phtt ngoai
thude bién
Cac xét nghiém Thuong Tang creatinin méu, tang uré
gap mau**
Chua rd Giam haemoglobin, giam

'/Hz//

haematocrit, giam
haematocrit va WCXC, tang
men gan, tang bilirubin mau.
O bénh nhan thiéu men G-6-
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PDH bam sinh, céc truong
hop thiéu méau tin huyét
riéng 1é dd dugc béo cdo.

Nhiém trungva | Thudng Viém hong, viém miii
nhiém ky sinh gap
trung It gép Viém phé quan, nhiém trung

duong ho hap trén, nhiém
tring dudng tiét niéu, viém
xoang

* Viém tuy hiém khi duoc bdo cédo & bénh nhén duoc diéu tri
vGi cac chét tc ché ACE; trong mét sb truong hgp, viém tuy
da gay tur vong.

** Céc gid tri nay thuong xuét hién hon ¢ cac bénh nhan dang
ding ddng thoi liéu phép loi tiéu so v6i nhitng bénh nhan chi
dung quinapril. Nhiing gia tri tang 1én nay thuong hdi phuc
khi tiép tuc diéu tri.

Viém mach va nit héa tuyén va da dugc béo céo vai cac thudc
trc ché ACE khéc va khong thé loai trir kha ning nhiing tac
dung khong mong mudn nay la do nhém thudc nay gy ra.

Hoi ching tiét hodéc-mén bai niéu khong thich hop (SIADH)
sau d6 bi giam nong dd natri trong mau da dugc quan sat thay
trén mot s bénh nhan didu tri bang céc thudc e ché ACE
khac (xem muc 6 Than trong khi dung thudc).

o~
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4.9 Qua liéu
Liéu gay tir vong 50% (LDso) ctia quinapril & chudt nhét...

Tham tach mau va thidm tach phiic mac c6 i tdc dung lén su
dao thai cua quinapril va quinaprilat.

9 QUA LIEU VA PIEU TRI
Liéu gay tir vong 50% (LDso) ctia quinapril & chudt nhit...

Thém tich mau va thdm tach phuc mac it c6 tic dung lén su
dao thai cua quinapril va quinaprilat.

Sira 16i dich thuat

Khé ;

6.3 Thoi han sit dung

24 thang ké tir ngy san xuét

6.4 Than trong dic biét khi bdo quan

Bao quan & nhiét do dudi 30°C.

2 I3 2 ,
LN A A Y A N 2 A

10 PIEU KIEN BAO QUAN, HAN DUNG
10.1 Théan trong dic biét khi bio quéin
Bao quéan & nhiét d6 dudi 30°C.

10.2 Han dung

24 thang ké tlr ngay san xuét.

Nha san xuat:

Pfizer Manufacturing Deutschland GmbH — Betriebsstatte
Freiburg, Mooswaldallee 1, 79090 Freiburg, Duc.

® Nhén hiéu da ding ky.
LPD date: Nevember 12015
Reference CDS date: Fane-09-2615-

11 TEN, BIA CHI, LOGO (NEU CO) CUA NHA SAN
XUAT

Pfizer Manufacturing Deutschland GmbH — Betriebsstatte
Freiburg, Mooswaldallee 1, 79090 Freiburg, Duc.

12 NGAY PHE DUYET

Tiéu chuin ky thuat: Nha san xuét.
®Nhén hiéu da dang ky.

LPD-PIL date: October 30, 2017
Reference CDS date: November 21, 2016
Reference UK SPC date: October 2017
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