L /06 B4

BOY TE

| CUC QUAN LY DUGC Py

A

| PA PHE DUYET

PRODUCT NAME: ZESTORETIC-20

! Lan au/i(axf_ﬁ‘((/ LI

Scale: 100%

_Iisinopril dihydrate equivalent to 20 mg anhydrous lisinopril
hyarochlorothiazide Ph. Eur. 12.5 mg

{rl;w:DIC TIONS. EOSAG“E. CONTRA-INDICATIONS
=G 5 - ase refer lo the package inser
' ZEST@RETIC 20 ' DS NOT ECXCLEE;JgHLE 1itDICAtTED DOSAGE

READ THE PACKAGE INSERT CAREFULLY BEFORE USE
KEEP ALL MEDICINES AWAY FRCM CHILDREN

cal Co., Ltd.

PRESCRIPTION ONLY MEDICINE
THUOC BAN THEO DON.

DE XA TAM TAY TRE EM.

POC KY HU'ONG DAN SU DUNG
TRU'O'C KHI DUNG

AstraZeneca Pharmace

Do nol store above 30°C. AstraZeneca Pharmaceutical Co.. Ltd.
Protect from lig No, 2, Huangshan Road. Wuxi, Jiangsu, China

Zesloretic is a trade mark of the AstraZeneca group of companies

straZeneca 2012



PRODUCT NAME: ZESTORETIC-20

BLISTER

Scale: 100%

/ ‘\”?.- -—~’5
. = \ r\u"‘.'\i )\\() \
[

[ Q:lll DAl DIEN A

MON TUE

WED

bk et bk

T STORBIESL)

lisinopr., d|hvuraten¥uwalent

nopril

THU

Manufaclured by:

lisinopril dihydrate etiuwalenr

to 20 mg annydrous lisi AstraZeneca, China _to 20 mg anhydrous | sinopril.
i orathiazide. S ‘ chlorathiazide
o Ph. Eur. 12.5 mg PBY3023A Ph. Eur. 125 mg
MON TUE WED THUO FRI SAT SUN
MON TUE WED

THU ERI SAT SUN

N F. f

- " A [ 1) T AN Ly
12| listnopril dihydrate etfuwalent Manufactiured by: lisingpril dihydrate e?uwalem |
|12 ___ 1020 mg anfydrous hsinagril AstraZeneca, China to 20 rrlq_gng!drggs lisinoprit. |
o hydrachiniofhiande .. hudrachiprothiande -
I P Eur. 12.5 mg ‘PEB3023A Ph Eur.125mg
MoN TUE WED THU FRI SAT SUN
MON TUE WED THU _ERI SAT SUN !
! |
L)
% I
I N [ ~ 1 | |
ZE STORETTCE 1 SZESTORETICEI) sl
hisingprl diwdrate eziulvalem Manufaclured by: lisinopril difvdrate equivalent '
to 20 ma anfivdrous lisinoorl AstraZeneca, China to 20 ma anﬁaurnus?mrnpru
hyrlrr.rnlnrmhmnnp £ rochlarothiazde =
Pn. Eur. 12,5 mg PBY3023A pl Eur 125 mg
WED THU FR! SAT SUN

MON TUE

¢ u i
! ‘\ﬂ 14.”& V=i



Rx

ZESTORETIC

Lisinopril dihydrat, hydroclorothiazid
Vién nen

THANH PHAN

Vién nén chira lisinopril dihydrat (twong dwong 20 mg lisinopril

khan) va 12 5 mg hydroclorothiazid Ph.Eur.

DANG TRINH BAY

Vién nén khdng bao, mau trang, hinh trén, mét mat dwoe khac 20
12.5, mat con lai cé dwéng beé vién.

CHIi BINH DIEU TRI

Zestoretic dwoc chi dinh diéu tri tang huyét ap vo can & bénh nhan

thich hop véi liéu phap dieu tri phéi hop.

LIEU LIPONG VA SU¥ DUNG

Tang huyét ap vo cén:

Liéu théng thirdng la mét vién, ding mét 1aningay. Ciing nhuw cac
thubc khac ding 1 1an duy nhat/ngay, Zestoretic nén duwoc udng
vao cling 1 thei diém trong ngay.

Noi chung, néu khéng dat dwoc hiéu qua diéu tri mong mudn

trong thén gian 2-4 tuan & liéu diéu tri nay thi cé thé tang liéu lén
hai vién, 1 1an/ngay.

Lidu cho bénh nhén suy than:

Cac thiazid ca thé khang phai la thude loi tiéu phu hop cho bénh
nhan suy than va khong hiéu qua & muc 46 thanh thai creatinin <
30 mi/pht (co nghia |a suy than trung binh hay nang).

Zestoretic khéng dwec ding cho diéu tri khdi ddu & bénh nhan
suy than.

O bénh nhan co d6 thanh thai creatinin tir 30 dén 80 ml/phut,

Zestoretic c6 thé dwoc ding nhung chi sau khi & diéu chinh liéu

theo tirng thanh phan riéng ctia phdi hop thudc.

Liéu khéi dau lisinopril dwoc dé nghi khi st dung don Ié & bénh
nhan suy than nhe 13 5-10 mg.

Bigu tri bang loi tiéu trude do:

Ha huyét ap co triéu chung co thé xdy ra sau liéu khoi dau

Zestoretic. Biéu nay dé xay ra & bénh nhan bj g|am thé tich nuwdc
va/hoac chét dién giai do diéu trj béng thudc loi tidu tredc 6. Nén
ngung diéu i bang thuéc lgi lleu 2-3 ngay treae khi dung

Zestoretic. Néu khéng thé ngwng thudc loi tiéu, thi chi nén bat dau

diéu tri riéng |& bang lisinopril véi liéu 1a 5 mg.

Str dung thuoc & tré em:

Tinh an toan va hiéu qua cla thudc trén tré em chwa dugc xac
lap

St dung thube & ngui cao tudi.

Trong cac nghién ctru lam sang, hiéu qua va sv dung nap cua
lisinopril va hydroclorothiazid dung phoi hep thi tvong dwong
nhau & ca nguoi lon tudi va nguwdi tré bitang huyét ap.

Lisinopril v&i khoang liéu ding hang ngay tir 20 mg dén 80 mg

cho hiéu qua trong durong & bénh nhan cao tudi bj tang huyét ap

{z 65 tucn] va bénh nhan tang huyét ap khong thudc nhom nguéi

cao tudi. O bénh nhan cao tudi bi tang huyel ap, don tri liéu bang
lisinopril ¢ hiéu qua trong viéc lam giam huyét ap tam trueong

twong duong vén don tri ligu bang hydroclorothiazid hodc atenolol.
Céc nghién clru lam sang cho thay tudi tac khéng anh hwéng lén

s dung nap lisinopril.

CHONG CHi BINH

Zestoretic chéng chi dinh cho bénh nhan vé niéu.

Zestoretic ch()ng chi dinh & bénh nhan qua man véi bét ky thanh
phan nao cla thuéc, bénh nhan co tién st _pha mach lién quan

dén diéu tri bing cac thudc e ché men chuyén trudc day va bénh
nhan phi mach do di truyén hay vé can.

Zestoretic chéng chi dinh & bénh nhan nhay cam véi cac thudc

dan xuat cta sulfonamid.

Zestoretic chong chi dinh trong 3 thang gitra va 3 thang cubi cia

thai ky (xem phan "Phu ni c6 thai va cho con bd").

LU'U Y VA THAN TRONG DAC BIET KHI DUNG

Ha huyét ap va méat quéan binh nute/dién gidi

Ciing nhw tat ca thude diéu tri huyét ap khac, ha huyét ap triéu

ching co the xay ra trén mot so bénh nhan. Bieu nay hiém gap &

bénh nhan tang huyet ap chira co bién chirng nhu=ng dé xay ra khi
co sw mat quan binh nwdc hodc chét dién giai chang han nhu

gidm thé tich tuan hoan, ha natri huyét, tinh trang kiém héa do ha

clorid mau, ha magnesi hay kali mau xay ra do dung thudc loi tiéu

trwoc day, ché do dn han ché mudi, thdm phan mau, non hoac

tiéu chay tai di tai lai. Danh gia dinh ky nong do dién gidi trong
huyét thanh nén duoc thye hién & nhirng bénh nhan nay & nhirng
khoang the&i gian thich hop

O nhing bénh nhan co nguy co cao bj ha huyét ap trigu chirng,
viéc khdi dau diéu tri va diéu chinh liéu can dwoc giam sat chat
che.

Can chi y dac biét khi diéu tri cac bénh nhan bi bénh tim thiéu
mau cuc bo hay bénh mach mau ndo vi ha huyet ap qua mure co
thé dan dén nhoi mau co tim hay tai bién mach mau nao

Khi bi ha huyét ap, nén dat bénh nhan & tw thé nam ngtra va, néu
can, truyén tinh mach dung dich muéi sinh Iy. Ha huyét ap thoang
qua khong phai 1a chang chi dinh dbi voi cac liéu tlép theo. Saul
khi hoi phuc lwong thé tich mau va huyét ap hiéu qua, co thé giam
liéu diéu trj hodc st dung tirng thanh phan riéng cia phéi hop
thudc,

Cilng nhw cac thubc gidn mach khac, Zestoretic nén dwoc dung
than trong & nhi*ng bénh nhan hep dong mach chu hoac bénh ly
co tim phi dai.

Tdn thuong chirc nang than

Cac thuéc loi tiéu thiazid cé thé khéng thich hop & bénh nhan tén
thwong than va khong hiéu qua & bénh nhan cé dg thanh thai
creatinin £ 30 ml/phdt (cé nghfa l1a suy than ti trung binh dén
nang).

Zestoretic khéng nén ding cho bénh nhan suy than (d6 thanh thai
creatinin = 80 ml/phut) triv phi viéc diéu chinh liéu cla tirng thanh
phan rleng clia thudc cho thay can dung vién phéi hop Zestoretic.

& mot s6 bénh nhan hep déng mach than 2 bén hoac hep dong
mach than ciia than don ddc, duoc digu tri voi thube @c ché men
chuyen ngudi ta da ghi nhan co sw gia tang uré huyét va creatinin
huyét thanh, lhuong s& héi phuc khi ngwng diéu tri. Diéu nay dac
biét d& xay ra & bénh nhan suy than. Néu tang huyét ap do bénh
ly mach mau than ciing hién dién thi c6 nguy co cao bi ha huy_et
ap ndng va suy than. O nhibng bénh nhan nay, nén bat dau diéu,
tri & liéu thap dwoi sw giam sat chat ché va dieu chinh lieu lwong'.,
cén than. Vi viéc diéu tri voi thudc loi tiéu cé thé 1a mt yéu té gop 3/
phan gay ra tinh trang noi trén, nén theo déi chirc nang than lrong -
vai tuan dau tién diéu tri voi Zestoretic

M4t £6 bgnh nhan tang huyét 4p ma khang cd bénh than rd fst ‘. HU {,'f‘ffMl
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trworc do da co hién trong tang uré huyét va creatinin huyet thanh, -
thwong 1a nhe va thoang qua, khi lisinopril dyoc dung déng théi
voi thude lon tiéu Néu tinh trang trén xay ra khl diéu tri bang
Zestoretic, phai ngung s phéi hop nay. Co thé dung lai nhung
pha| giam liéu hodc s dung tirng thanh phan riéng clia phéi hop
thuée.

Bénh gan

Cac thiazid nén st dung than trong & bénh nhan ton thwong chic
néng gan hay bénh gan tién trién vi nhirng thay déi nhd trén sw
can bang nuoc va dién giai co thé lam hon mé gan dé xay ra hon
Phéu thuat /Gay mé

¢ bénh nhan dai phau hoac trong khi gady mé bang cac thudc gay
ha huyét ap, lisinopril co thé Gc ché su tao thanh angmlensm I
thi: phat do sw phéng thich renin bi trir. Néu ha huyet ap xay ra
va dugc nghi la do co ché nay thi c6 thé diéu chinh bang cach béi
hoan the tich tuan hoan.

Anh hutng Ién nii tiét va chuyén hoa

Céc thiazid c6 thé lam gidm dung nap glucose. Co thé can phai
diéu chinh liéu cac thudc tri dai thao dwong, ké ca insulin.

Cac thiazid co thé 1am giam tiét calci niéu, gay tang nhe va ting
hm nong dé calci huyét thanh. Tang calci huyét dang ké co thé 1a
biéu hién cla cwrérng tuyén can giap khong ¢ triéu chieng. Thiazid
nén dwoc nguwng dung trrére khi thee hién cac thir nghiém chic
nang tuyen can giap

Tang nong dé cholesterol va triglycerid co thé do diéu tr bang loi
ticu thiazid gay ra.

Thiazid c6 thé thic day tinh trang tdng uric mau vashodc bénh
gout & mot sé bénh nhan, Tuy nhién, lisinopril cé thé lam tang acid
uric nigu va vi vay cé thé 1am giam tac dong tang uric mau cia
hydroclorothiazid.

Qué mén /Phi mach

Phu mach & mat, mai, lu@i, thanh mon va/ hoac thanh quan da
duoc ghi nhan it gdp & nhirng bénh nhan duwoc dieu trj véi thube
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(rc ché men chuyén, ké ca Zestoretic Triéu chi¥ng nay co thé xdy
ra tai bat cir thoi diém nao trong khi diéu tri. Trong truong hop
nay’ can ngwng dung Zestoretic ngay lap tirc va tién hanh diéu tr|
va theo déi thich hop dé dam bao ring cac triéu chirng duoc gial
quyét hoan toan trwérc khi bénh nhan xuat vién. Ngay ca trong
truong hop sung pha chi khu trd & Iudi, khong gay truy hd hap
bénh nhan can duoc tiép tuc quan sat vi viéc diéu tri bang thudc
khang histamin va corticosteroid co thé khong dap trng
Trong vai trwéng hop rat hiém da ghi nhan ti vong do phi mach
lién quan dén phu thanh quan hoac phu Iw@i Bénh nhan phu
mach & ludi, thanh mén hodc thanh quan co thé gay tac nghén
dwong hé hép dac biét & nhirng nguoi co uen st phau thuat
dwong hd hap O nhirng treong hop nay, can diéu tri cap clru
nhanh chong. Trwdng hop nay co thé st dung adrenalin va/ hoac
duy tri thong thoang duéng ho hap Can theo déi bénh nhan can
than cho déen khi tnéu chirng dwoc giai quyét hoan toan va on
dinh.
Thubc trc ché men chuyén gay phu mach & nguwéi da den vai ty 1€
cao hon & nguwdi c6 mau da khac.
Bénh nhan co tién sir phi mach khong do thuéc (¢ ché men
chuyen 6 thé co _nguy co bi phu mach nhiéu hon khi dung thudc
trc ché men chuyén (Xem phan "Chéng chi dinh").
O bénh nhan dung thiazid, phan tng qua man co thé xay ra cho
di bénh nhan cé tién sk dj rng hay khéng hoac & bénh nhan bi
hen phé quan. Bénh lupus ban doé hé théng co thé tram trong hay
boc phat da dwoc bao cao trén vai truvéng hop dung céc thiazid.
Chung téc
Thudc (re ché men chuyén gay phu mach & nguoi da den vaiti &
cao hon 18 & ngwéi cé mau da khac
Giai man cam
Bénh nhan dung thude wre ché men chuyén trong qua trinh diéu tri
giai man cam (vi du noc doc loai hymenoptera) da co nhivrng phan
l'rng loai phan vé kéo dai. cung nhirng bénh nhan nay, cac phan
rng nay da khong xay ra khi thuéc (rc ché men chuyén duroc tam
nguwng nhwng da xuat hién tré lai khi vo tinh s dung lai
Bénh nhan thdm phan méu
Zestoretic khong chi dinh cho bénh nhan suy than dang tham
phan.
Cac phan rng phan vé da duoc ghi nhan & bénh nhan dang duoc
thdm phan mau theo mot sb phuwong thirc (vi du voi mang tham
phan c6 tdc do tham phan cao AN 69 va trong khi ly trich
lipoprotein ty trong thap (LDL) bang dextran sulfat) va diéu tri déng
thai vei mot thudc e ché men chuyén, O nhirng bénh nhan nay,
can xem xét viéc sir dung 1 loai mang thdm phan khac hodc nhém
thude diéu tri tang huyét ap khac
Ho
Ho da duoc ghi nhan khi st¥ dung thudc trc ché men chuyén Dlén
hinh 1a ho khan, clal déng va tw hét khi ngwng thuoc Ho do thuéc
rc ché men chuyen phai dwoc xem xet khi chan doan phan biét
nguyén nhan gay ho.
TUONG TAC THUOC
Chat bd sung kali, thudc loi tiéu git kali hodc cac chét thay thé
mudi kali
Tac dong mat kali cia thudce loi tiéu thiazid thuong giam do tac
dong gii¥ kali cua lisinopril. St dung cac thudc bd sung kali, thudc
gitr kali hay cac chéat thay thé mudi co chira kali, dac biét & bénh
nhan tén thuong chire nang than, co thé lam tang dang ké kali
huyet thanh Néu viéc dung phoi hop Zestoretic véi bat ky cac
thuéc nao da trinh bay & trén duec cho 1a can thiét, thi can st
dung than trong va theo ddi thuwong xuyén nong do kali huyét
thanh.
Lithi
NDI chung, lithi khdng nén dung chung voi thudc loi tiéu hay thuéce
rc ché men chuyén. Cac thudc nay lam gidm dd thanh thai cia
lithi qua than va lam tang cao nguy co gay doc tinh cua lithi
Trwéc khi stv dung cac ché pham co lithi can tham khao théng tin
ghi toa clia cac ché pham nay
Céc thudce trj tang huyét ap khac
Khi két hop v&i cac thudc tri tang huyét ap khac co thé gay tut
huyét ap cong hop

Cac thudc khac

Indomethacin co thé lam gidm hiéu lwe diéu tri tang huyét ap khi
dung dong thoi voi hydroclorothiazid va lisinopril. O mot sé bénh
nhan co tén thwong chirc ndng than dang dwoc diéu tri véi thude
khang viem khong steroid (NSAID), viéc sl dung déng théri vei
lisinopril co thé dan dén sw giam chirc nang than nhiéu hon

Cac thiazid cé thé lam tang dap (rng v&i tubocurarin

Vang

Phan tng Nitritoid (triéu chi¥ng cda sw gidan mach, ma cé thé rat
tram trong, bao gom dé birng, budn ndn, chéng mat va ha huyét
ap) sau khi st dung Vang duéi dang tiém (vi du: natri
aurothiomalat) d3 dwoc ghi nhan thwéng xuyén xay ra & nhing
bénh nhan diéu tri bang thudc trc ché men chuyén

PHU N¥ CO THAI VA CHO CON BU

Sur dung cho phu nirco thai

Chéng chi dinh dung Zestoretic cho phy nir co thai 3 thang gila
va 3 thang cudi cla thai ky (xem ' ‘Chong chi dinh"). Khang khuyen
cao dung Zestoretic trong 3 thang dau cua thai ky. Khi phat hién ra
da co thai, phai ngung dung lisinopril cang s&m cang tét.

Cac thude e ché men chuyén co thé gay ti vong va gay bénh
cho bao thai va tré so sinh khi ding cho thai phu vao 3 thang gitva
va 3 lhang cubdi thai ky. S dung thudc e ché men chuyén giai
doan nay gy tn hai cho thai nhi va tré s sinh bao gom ha huyét
ap, suy than, tang kali mau va/hoac thiéu sén so & tré so sinh
Thiéu 6i & me, co I8 1a biéu hién cla giam chirc nang than & thai
nhi, da tirng xdy ra va co thé dan dén co rit chi, bién dang so mat
va thléu san phoi.

Cac tac dung khéng mong muén trén phoi va bao thai dwong nhw
khdng phal la do sw tiEp xuc thude tre ché men chuyen trong long
t cung & 3 thang dau thai ky Mot nghién ciru dich té hoc hoi ciru
da cho rang tlep xuc voi thube e ché men chuyén angiotensin
trong ba thang dau cua thai ky cé thé dan dén tang nguy co di tat,
dac biét trén hé tim mach va hé than kinh trung wong

Khéng nén st dung throng xuyén thudc loi tiéu & thai phu khoe
manh va thudc gay nguy hai khéng can thiét 1én me va thai nhi
nhu bénh vang da & tré so sinh va bao thai, gnam tiéu cau va cac
phan tng khdng mong mudn khac co thé xay ra giéng nhu &
nguei lon

Néu lisinopril dwoc dung trong 3 thang dau cua thai ky, phai bao
cho bénh nhan biét nhirng tai bién c6 thé xdy ra cho thai nhi Néu
dung Zestoretic trong 3 thang giZra hoac 3 thang cudi cua thai ky,
nén siéu am nhiéu lan dé danh gia méi lrchmg trong budng &i.
Bénh nhan va thiy thudc phai biét rang thiéu 6i co thé chuwa xuat
hién cho téi khi thai nhi da cé cac tén thweng kéo dai khong thé
phuc héi

Tré nhii nhi ma nguwéi me co thé dung lisinopril phai dvoc theo doi
chat ché dé phong ha huyét ap, thiéu niéu va tang kali mau.
Lisinopril, di qua nhau thai, & dwoc loai khdi tuan hoan tré so
sinh béng tham phan phic mac v&i mot so loi ich vé mat lam sang
va trén |y thuyét co thé lay ra duoc bang truyén mau thay thé.
Khéng cé kinh nghiém trong viéc loal bd hydroclorothiazid, cing
qua nhau thai, ra khéi tudn hoan tré so sinh.

Phu ni¥ cho con bu

Chwa 18 |a lisinopril cé duoc tiét qua sira me khong, tuy nhién
thiazid lai di qua sva me. Vi hydroclorothiazid cé kha nang gay ra
cac phan (rng nghiém trong & tré nhi nhi, can phai tinh todn tdm
quan trong cta thudc doi véi nguei me dé quyét dinh 1a nguwng
cho tré bu hay ngung dung Zestoretic.

ANH HU'ONG LEN KHA NANG LAl XE VA VAN HANH MAY

Khi lai xe hoac van hanh may, nén chu y la thudc cé thé gay
chéng méat hodc mét mai.

TAC DUNG KHONG MONG MUON

Trong cac thir nghiém |am sang

Zestoretic thwirng dwoc dung nap tét. Trong cac nghién ciru lam
sang tac dung khéng mong muén thuéng nhe, thoang qua va da
sé cac trrong hop khong can phai ngung diéu tri. Nhirng tac dung
phu da dwoc ghi nhan voi Zestoretic cng tvong tw nhw cac tac
dung phu da dwoc bao cao cia riéng lisinopril hoac
hydroclorothiazid.



Mét trong cac tac dung khang mong mudn thuéng gap nhét trén
Iam sang la chong mat, thwong dap wng cai thién bang cach giam
liéu va hiém khi phai ngung dung thuéc.

Cac tac dung Ir.hong mong mudn khac nhw nhirc dau, ho, mét méi
va ha huyét ap ké ca ha ap tw thé.

Sau khi thudc da dwoc Iwu hanh

Cac tac dung khong mong mudn sau da duoc quan sat va ghi
nhan trong khi diéu tri bang Zestoretic voi tan xuat xay ra nhuw sau:
Rat thueng gap (= 10%), thueng gap (21.%' _410%), it gap (=
0.1%, <1%), hiém gép (= 0,01%, <0,1%), rat hiem gap (<0,01%)
gom ca cac trwéng hop riéng lé.

R6i loan méu va hé bach huyét

Hiém gap- thiéu mau

Rat hiém: suy tly xwong, giam tiéu ciu, gidm bach ciu, giam
bach cau trung tinh, mat bach cau hat, thiéu mau tan huyét

Réi loan chuyén héa va dinh dudng

Hiém gap  bénh gout

Rat hiém: tang duong huyét, ha kali mau, tang uré mau, tang kali
mau,

RGi loan hé noi rrer
Hiém gap. bai tiét hormon khang loi tiéu khong thich hop.

Réi loan hé than kinh va tam than

Thuwéng gap: chong mat, nhirc dau, di cam.

it gap: triéu chirng trdm cam.

Hiém gap. réi loan khiru giac.

Réi loan tim-mach

Thwéng gap: tac dong tw thé (k& ca ha huyét ap), ngat.

it gdp: @anh tréng ngue

R6i loan hé hap, 16ng ngue va trung that

Thweng gap ho

Réi loan tigu hoa:

Thwéng gap tiéu chay, buén nén, non.

it gap. khé miéng.

Hiém gap: viém tuy.

Rat hiém phiu mach tai ruét.

Réi loan gan-mat

Rat hiém. viém gan (viém té bao gan hodc viém gan & mat), vang
da. suy gan Trén mot so rat hiem bénh nhan, viém gan tién trien
thanh suy gan da dwoc ghi nhan Khi bénh nhan dung Zestoretic
bi vang da hodc tdng men gan rd rét, nén ngwng thudc va theo doi
y khoa thich hop.

Rbi loan da va mé dudi da:

Thwéng gap ndi man

it gap: qua man/phu than kinh-mach: phu than kinh-mach & mat,
tay chan, méi, lwdi, thanh mén va/hoac thanh quan (xem Luw y va
Than trong dac biét khi dung).

R4t hiém gap u lympho gia trén da

Phirc hop triéu chirng da droc ghi nhan va co thé bao gbm mét
hodc nhieu triéu chirng sau day

Sét, viém mach mau, dau co, dau khopl/viém khop, khang thé
khang nhan (ANA) duong tinh, tdng van toc lang mau (ESR), tang
bach cau ai toan, tang bach ciu, ndi man, nhay cdm anh sang
hoédc cac biéu hién khac & da co the xay ra

R6i loan co-xuong, mé lién két va xuong

Thuong gap: chudt rut

Hiém gap: yéu co.

Roi loan hé sinh san va tuyén vu

it gap: bat luc.

Céc réi loan tdng quét va tinh trang tai ché

Thwéong gap: mét moi, suy nhwoc.

it g&p: khd chiu ving nguc

Cac két qua xét nghiém

Thwéng gap tang uré mau, tang creatinin huyét thanh, taing men
gan, giam hemoglobin

it gap: giam hematocrit

Hiém gap tang bilirubin huyét thanh

Cac tac dung phu khac, ghi nhan do tirng thanh phan riéng I&,
duoc xem nhw cac tac dung phu cé thé gdp do Zestoretic 1a :
Hydroclorothiazid: biéng an, kich thich da day. tao bon, vang da
(vang da & mat trong gan), viém tuy, viém tuyen nuac bot, chong
mat, nhlém sactd vang, glam bach ciu, mat bach cau hat, glam
tiéu cau, thiéu mau bal san thiéu mau tan huyét, ban xuat huyét,
nhay cadm anh sang, ndi mé day, viém mach hoai t (viem mach,
viém mach da), sét, suy hd hap ké ca viém phdi va phu phdi, phan
tng phan vé, tang duong huyét, dwong niéu, tang acid uric mau,
mat can bang dién gidi nhu ha natri mau, co that co, bén chén,
nhin mo thoang gua, suy than, rdi loan chue nang than va viem
than k&, can thi cap va glaucom goc dong cip

Lisinopril: nhéi mau co tim hay tai bién mach mau nao co thé do
ha huyét ap qua mic & bénh nhan cé nguy co cao, nhip tim
nhanh, dau bung va khong tiéu, rdi loan tam trang, rdi loan tam
than va chéng mat co thé xay 1a; cting nhw cac thuoc e ché men
chuyén khac, réi loan vi gic va rdi loan gidc ngl ciing duerc ghi
nhan; co that phé quan, viém mdi, viém xoang, rung toc, mé day,
dd mé héi, ngira, vay nén va réi loan da nang (bao gém bénh
pemphigut, hoai tir biéu bi, hodi chirng Stevens-Johnson va hong
ban da dang) da duoc ghi nhan; ha natri mau, uré huyét, thiéu
nigu/vo niéu, rdi loan chuc nang than, suy than cap, viém tuy.
Hiém gap cac trwdng hop thiéu mau tan huyét
QUA LIEU

Khéng co théng tin dac hiéu vé d|eu tri qua liéu Zestoretic Diéu td
triéu chirng va hd tro 1a chd yéu Neén nguwng diéu tri bang
Zestoretic va theo ddi bénh nhan chat ché. Cac bien phap diéu tr|
tuy thudc vao ban chat va mire do trdm trong cla cac triéu ching
Bién phap chu yéu la ngan can su hap thu va tang bai tiét thudc
Lisinopril: Thu'::rng gap nhat cia viéc dung qua liéu la ha huyet ap,
roi loan dién glal va suy than. Néu xdy ra ha huyét ap nang nén
dat bénh nhan & vi tri chong sbc va nhanh chéng truyén tinh mach
dung dich nweéc mudi sinh ly. Nén xem xet viéc dieu tri béng
angiotensin I (néu co san). Co thé loal cac chat ke ché men
chuyén ra khdi hé tuan hoan bang phwong phap thdm phan mau
Nén tranh st dung mang thdm phan polyacrylonitril co toc dé
thadm phan cao. Can theo déi thwdng xuyén néng do creatinin va
chéat dién giai trong huyét thanh.

Hydroclorolhland Dau hiéu va triéu chirng thong thwong nhat la
do suy glam vé dién giai (ha kali mau, ha clorid mau, ha natri mau)
va mat nwoc do Ioi tiéu qua mire Néu co dung kém thubc tro tim
digitalis, tinh trang ha kali mau co thé gay nén loan nhip tim

DAC TiNH DU'QC LUC HOC

Zestoretic 12 mét san pham phdi hop liéu cd dinh chira lisinopril,
mot chit (c ché men chuyén angiotensin (ACE), va
hgdroclorothiazid,‘thuéc loi tiéu nhom thiazid. Ca 2 thanh phan
déu co tac dong toi wu va tac dong ha huyét ap cong hop.
Lisinopril la chat (rc ché men peptidyl dipeptidase. Lisinopril e
ché men chuyén angiotensin (ACE), chat xuc tac sw chuyén doi
angiotensin | thanh chat peptd co mach la anglotensm 1.
Angiotensin Il cing kich thich su tiét aldosteron tir vo thuong
than. Sw (rc ché ACE lam glam nong dé angiotensin Il dan den
giam hoat tinh co mach va giam tiét aldosteron. Sw giam tiét
aldosteron co thé dan dén gia tang ndng do kali huyét thanh.
Trong khi cor ché tac dung ha huyét ap cua lisinopril dwoc nghi
chu yéu Ia do su trc ché hé théng renin- angiotensin-aldosteron,
lisinopril van co tac dung diéu tri tang huyét ap ngay ca & nhirng
bénh nhan bi ting huyét ap co nong do renin thap. ACE hoan toan
g|0ng kininase II. 1a men thoai bién bradykinin Néng dd gia tang
cua bradykmm mot peptid gian mach, c6 dong vai tré trong hiéu
qua diéu tri cla lisinopril hay khong van con 1a mét van dé can
phai lam sang to.

Hydroclorothiazid la thudc loi tiéu va diéu tri tang huyet ap. No anh »
hudng dén co ché cua s tai hap thu chat dién gidi & 6ng lvon xa
va lam tang sw bai tiét natri va clorid véi lwong twong duong
nhau. Tang bai tiét natri niéu co thé di kem voi sy mat kali va
bicarbonat. Co ché clia tac déng diéu tri tang huyét ap cua thiazid
chuwa duoc biét. Thiazid thwéng khong anh huéng dén huyét ap
binh thwong

DAC TINH DU'O'C PONG HOC

Viéc dung dong thei lisinopril va hydroclorothiazid cé it hoac
khéng cé anh hwéng trén kha dung sinh hoc clia méi thuoe. Vién

.(

iy

S



thude phéi hop 2 thanh phan thi can béng sinh hoc nhw 1a ding
dong thei 2 thanh phan riéng lé

Hap thu:

Sau mét liéu udng lisinopril, néng dd dinh cia thudc trong huyet
thanh dat dén trong 7 gi¢r, mac di thudc co khuynh huong dat dén
nong dé dinh trong mau cham hon & cac bénh nhan bj nhoi mau
co tim cap Duwa vao Iwong thubc qua dwong tidu, dé hap thu
trung binh cua e|5|nopri| xap xi 25%, v&i sw bién thién gilra cac
bénh nhan (6-60%) & tat ca cac lieu Iu'crng duoc danh gia (5-80
mg). B6 kha dung sinh hoc tuyét déi gidm khoang 16% & bénh
nhan suy tim. Sw hap thu cla lisinopril khong bi anh hudng bo
thirc &n trong &ng tiéu hoa.

Phan b

Lisinopril hinh nhw khdng gan v&i cac protein trong huyét thanh
ngoai men chuyen angiotensin trong mau (ACE). Nghién ctbu trén
chuét cho thay lisinopril rat it di qua hang rao mau nao

Théi trir

Lisinopril khdng bi chuyen hoa va duoc bai tiét dudi dang khong
ddi chd yéu qua nuwéc tiéu. Khi dung liéu 1ap lai. lisinopril ¢6 thei
gian ban hiy co hiéu qua do tich ldy thudc 1a 12,6 gi. Do thanh
thai cda lisinopril & ngwen khoé manh 1a khoang 50 mi/phut. Néng
dé thudce trong huyét thanh giam déan cho thay mét giai doan cud
keo dai ma khong gop. phan vao su tich liy thudc. Giai doan cubi
nay co thé biéu hién bang viéc gan két bao hoa vori ACE va khéng
ty 1& véni liéu lweng

Bénh nhan suy gan

Tdn thueng chirc nang gan & bénh nhan xo gan dwa dén gidm
hap thu lisinopril (khoang 30% duwerc xac dinh boi lwong thubc qua
duong tiéu) nhung lam tang néng do va muc tiép xuc {khoang
50%) so vei ngwdi khoé manh do giam dé thanh thai.

Bénh nhan suy than

Tén thirong chirc nang than lam giam thai trir lisinopril von droc
tiét qua than nhwng sw giam nay chi co y nghia 1am sang khi ma
dé loc cau than dudi 30 mi/phat.

Bang 1. Bién s6 dwoc ddng hoc cha lisinopril doi véi cac nhom
bénh nhan suy than khac nhau sau khi dung liéu 1ap lai 5 mg.

thrc nang than_, n Cmax Tmax AUC tiz
:gc Crr;::nLhml :‘; {ng/mi) ! (gicr) ((}.?4.9@} (gier)
creatinin | {ngigizimi)
| >80 miiphat 6| 403 | &6 49241172 | B.04/-1.1
3080miphit | 6 | 366 | B | 556+384 | 11.8+-18
| 5-30 muiphat 6 | 1067 | 8 | 2284938 | 19.5+/52

_,ff bénh nhan co hé soé thanh thai creatinin 30-80 mi/phit, AUC
trung binh chi tang |én 13%, trong khi AUC trung binh tang gap 4-
5 lan & bénh nhan co hé s6 thanh thai 5-30 ml/phat. Lisinopril co
thé duwoc loai ra khoi cor thé bang thdm phan Trong 4 gi¢r thdm
phan mau. néng do lisinopril trong huyét twong giam trung binh
khoang 60% vé&i do thanh thai tham phan trong khoang 40 va 55
mlfphat.

Bénh nhan suy tim

So v&i ngudi khde manh, bénh nhan suy tim c6 muc tiép xuc coa
Ilsmopnl I&n hon (AUC ting trung binh 125%), nhwng hap thu
giam khoang 16% dwa trén lvong thudc lisinopril trong nwéc tidu.
Nguoi cao tubi

Bénh nhan cao tudi co néng dé thudc trong mau va gia tri dién tich
dwei duéng cong bidu dién ndng d thuéc trong huyét trong theo
thivi gian sé cao hon {tang khoang 60%) s0 v&¥i bénh nhan tré tudi.
Hydroclorothiazid: khi theo déi néng do thude trong huyét twong it
nhat 24 gie, thoi gian ban hiy trong huyet twong duroc ghi nhan 1a
thay déite 5,6 dén 14,8 i, To thiéu 12 1% liéu dung dwoc dao
thai dwoi dang khong dai trong vong 24 gir Sau khi udng thuée
lgi tiéu hydroclorothiazid, sw bai niéu bat dau trong vong 2 gio,
néng dé dinh dat dugc trong khodng 4 gi¢r va kéo dai tir 6-12 gicr
Hydroclorothiazid di qua nhau thai nhwng khéng qua hang rao
mau nao.

TA DUQC

Mannitol, calci hydrogen phosphat dihydrat, tinh bat ngd, tinh bat
ngd tién gelatin hoa, magnesi stearat.

HUGNG DAN BAO QUAN PAC BIET

Bao quan & nhiét do khang qua 30°C.Tranh &nh sang

Han ding 30 thang ké tir ngay san xuat.

Dang trinh bay Zestoretic-20: hop 2 vi, vi 14 vién nén

DOC KY HYONG DAN SUF DUNG TRU'GC KHI DUNG. NEU
CAN THEM THONG TIN, XIN HOI Y KIEN CUA BAC SY.

THONG BAO CHO BAC SY BIET NHUNG TAC DUNG KHONG
MONG MUON GAP PHAI KHI DUNG THUOC

THUOC NAY CHI DUNG THEO SU KE BON CUA BAC SY.
DE THUOC XA TAM TAY TRE EM.

NHA SAN XUAT

AstraZeneca Pharmaceutical Co., Ltd.

S6 2, dwéng Huangshan, Wuxi, Jiangsu, Trung Quéc
Ngay hiéu dinh toa thudc: thang 12/2012
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