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THONG TIN SAN PHAM

Vién nén bao phim
COZAAR"
(Losartan kali)

NHOM THUOC

COZAAR® (losartan kali) dwoc dung cho diéu tri tang huyét ap, la chat dbi khang thu thé
angiotensin |l typ AT,). COZAAR ciing |am gidm nguy co phdi hop vé tir vong do bénh Iy
tim mach, dét quy va nhdi mau co tim trén cac bénh nhan tang huyét ap cé phi dai that
trai va bao vé than cho ngwoi bénh dai thao duwdng typ 2 ¢é protein niéu.

THANH PHAN %ﬂ{ #

M&i vién nén COZAAR 50 mg, COZAAR 100 mg dling dwéng udng chira hoat chat tuong
ng 50 mg, 100mg losartan kali.

Ngoai ra, méi vién nén con chira cac ta duoc sau:
Microcrystalline Cellulose
Lactose Hydrous
Pregelatinized Starch
Magnesium Stearate
Hydroxypropy! Cellulose
Hydroxypropyl Methylcellulose
Dioxid titan/ E171
Carnauba wax
CHI BINH

Tana huvét ap
COZAAR dwoc chi dinh dé diéu tri tang huyét ap.

Qiam nyuy co mdc va W vona do tlm mach ¢ho nawdl bénn tana nuvét ap co phi e
dai that tréj )

CUZAAR co ch| dlnh lam glam nguy co méac va tlr vong do tim mach duoc xac dinh qua \
ty 1& cac bién co phdi hop ve tir vong do tim mach, dét quy, nhdi mau co tim trén nguoi 7!
bénh tang huyét ap cé phi dai that trai (xem CHUNG TOC). /

Bao vé than cho ngwdi bénh dai thao dwon 2 co protein niéu
COZAAR co6 chi d|nh lam cham lai qua trinh dién tién bénh than, duoc xac dinh qua glam
ty 1é& cac bren co phu| hop vé lany gap doi ndng do creatinine mau, glai doan cudi cla
bénh than {(can tham phan mau hoac ghép than), hoac t vong; va lam giam protein niéu.

LIEU LLPONG VA CACH DUNG
Cé thé uéng COZAAR ltic déi hoac luc no.

C6 thé ubng COZAAR ciing véi cac thude trj tang huyét ap khac.

& Copyright © 2010, 2011 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Whitehouse
Station, NJ, USA. All Right Reserved
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Ting huyét ap:

Liéu kh&i dau va duy tri dbi véi phan Ién ngueéi bénh Ia 50 mg, udng méi ngay mét lan.
Tac dung téi da diéu tri tang huyét ap dat dwoc 3-6 tudn sau khi bat dau ding thuée.
Tang lidu Ién t&i 100 mg, ngay mét 1an co thé cé ich cho mét sé nguodi bénh.

V&i ngudi bénh giam thé tich tuan hoan (vi du: nguoi didu tri thudc loi tidu lidu cao), nén
xertt xéL dung lidu khd! ddu 1a 25 mg, ngay mot [an (xem THAN TRUNG).

Khong can phai diéu chinh fiéu kh&i dau cho ngudi bénh cao tudi hodc ngudi bénh suy
than ké ca ngudi dang phai thdm phan mau. Can xem xét ding liéu thap hon cho nguoi
bénh c6 tién sl suy gan (xem THAN TRONG).

Giam nauy ¢o mic va tr vong do tim mach cho ngwdi bénh ting huyét ap co phi

dai that trai

Théng thueng, liéu khdi dau la 50 mg COZAAR, uéng méi ngay mét 1an, Cé thé them

hydrochlorothiazide liéu thap valhoac ting liéu COZAAR 1én 100 mg, ngay mot lan tly

thudc vao dap (rng trén huyét ap. )
47&[/

Bao vé than cho ngwéi bénh dai thao dwén 2 ¢6 protein niéu

Théng thuéng, licu khoi dau la 50 mg COZAAR, udng mdi ngay mét lan. Co thé tang lidu
COZAAR lén 100 mg, ngay mét lan tuy thudc vao dap (»ng trén huyét ap. Co thé dung
COZAAR cling cac thudc tri huyét &p khac (vi du nhu: thude loi tiéu, cac thude chen kénh
canxi, cac thudc chen alpha hodc beta, va cac thuéc tac dong trén trung wong) ciing nhw
cung insulin va cac thuéc ha duwéng huyét théng thuwong khac (vi du nhu sulfonylureas,
glitazones va cac chat trc ché glucosidase).

CHONG CHI DINH

Chéng chi dinh ding COZAAR & ngwoi bénh man cadm véi bat ky thanh phan nao clia y
san pham nay. 3

THAN TRONG

Man cdm: phit mach. xem TAC DUNG NGOAI Y

Ver"a

Ha huvét 4p va méat can bana nuwéc/ dién qidi

?J—ngu’o'l benh giAm the tich tuAn hoan (nhie ngiroi didin try thude lon 1A ié1 can) ca thé
iy o hm hoyA1 dp ea idu ching Phal didy chinh nhiing tinh trang nay trirde khi ding
COZAAR, hoac phai ding liéu khéi dau thap hon (xem LIEU LUQONG VA CACH DUNG).

Thwong gdp méat can bang dién gidi trén cac ngudi bénh suy than, co hodc khéng cé kém
theo dai thao dudrng va day la van dé can giai quyet. Trong mét nghién clru 1am sang
duwoc tién hanh trén nguoi bénh dai thao dwéng typ 2, cé protein niéu, ty 1& tang kali mau
& nhém diéu tri bAng COZAAR cao hon nhédm chirng; tuy nhién chi cé it nguéi bénh phai
nglrng dléu trl vl t&ng kall mau (xem TAC DUNG NGOAI Y va Cac phat hién ve xet
nghiém cén iam sang).

Suy chirc nana gan

Dua trén di¥ lieu dwoc déng hoc vé nc‘)ng do losartan trong huyét twong tang dang ké &
ngudi bénh xo gan, can xem xét dung liéu thap hon cho ngudi bénh co tién st suy gan
(xem LIEU LUUNG VA CACH DUNG va DUOC LY LAM SANG, Duoc dong hoc).
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Suy chirc nang than

Do hau qua (rc ché hé thdng renin- anglotensm da c6 bao cao vé nhirng thay doi chirc
nang than bao gém suy than & ngudi man cam, nhirng thay ddi chirc néng than nay co
thé hoi phuc khi ngirng thude.

Céac thudc khéc tac dong Ién hé renin-angiotensin déu co thé gay ting uré mau va
creatinin huyét thanh & ngudl bénh hep dong macn than hai ben hoac hep dong mach
than & nguoi chi co6 mét than. Da cod bao cao vé cac tac dung phu nay & nguwéi bénh
dur:sg COZAAR, nhirng thay ddi chirc nang than nay cé thé héi phuc dwoc khi ngirng
thude.

SU DUNG TRONG THAI KY

Khi s(» dung trong ba thang giira va ba thang cudi cua thai ky, thude co tac dung
true tiép dén hé renin-angiotensin cé thé gay tén thwong tham chi tir vong cho thai
dang phat trién, Khi phat hién d mang thai, nén ngirng COZAAR cang sém cang

tét. /‘L C 2

M&c du chwa c¢6 kinh nghiém vé vidc su dung COZAAR cho phu nt mang thai, cac
nghlen ctru v&i losartan kali 3a cho thay ton thvong & thai nhi, tré so sinh va tc vong, co
ché clia énh hud ng nay duoc cho la do déc tinh duoc ly trung gian qua tac dung trén hé
renin-angiotensin. O' ngudi, viéc twdi mau than cla thai nhi phy thudc vao sty phat trién
ctia hé renin-angiotensin, bat dau vao ba thang gitra cla thai ky; do d6, nguy co dbi véi
thai nhi tang Ién néu s¢ dung COZAAR trong ba thang gitra hodc ba thang cudi clia thai

ky.

PHU N CHO CON BU

Chwa 16 liéu losartan duwoc tiét vao siva ngwoi me hay khong. Do nhiéu thube duwoc tiét
vao sira ngurdi me va do tiém nang xuAt hién cac tAc dung ngoai y cho tré bl me, nén
quyet dinh ho&c ngirng thudc hodc ngitng cho con bi, can nhic dén tAm quan trong cla
thubc déi voi me.

SU DUNG CHO TRE EM

Tac dong ha huyét ap clia COZAAR & bénh nhi tiv >1 thang tudi dén 16 tudi bi tang huyét
ap da dirgre chivng minh Si¥ dung COZAAR & nhitng nhém tudi nay da diree eling e boi N
cac bang chirng tir cac nghién clru cé dbi chivng tét va thich hop trén bénh nhi va nguoi 4
lovn dung €0/ AAR riing nhir hot cac y van v siv dung thude & bénh nhi.

Uac dac tinh dugc dong cua losartan da dugc nghien cuu tren SU bénh nhi tr >1 thang
dén <16 tudi bi tang huyét ap dung thudc médi ngay mét 1an véi liéu tlr 0,54 — 0,77mglkg
(liéu trung binh). Chét chuyén hoa co hoat tinh clia losartan dwoc tim thay & tat ca cac

nhom tudi. Cac déc tinh dwoc ddng cla losartan va chét chuyén hoa co hoat tinh nhin A
chung twong tw nhau & cac nhém tudi dwgrc nghién cteu va phi hop véi cac div lidu dwoc

dong hoc clia thude & nguei lon. =

Trong mét nghlén ctru 1am sang bao gém 177 bénh nhi tir 6 dén 16 tudi bi tang huyét ap,

nhirng bénh nhi can naing tir >20 kg dén <50 kg diing losartan hang ngay véi lieu 2,5 mg, 'z

25 mg hodc 50 mg, va nhirtng bénh nhi ndng > 50 kg dung 5 mg, 50 mg ho&c 100 mg
losartan méi ngay. St dung losartan ngay mét 1an lam glam huyet ap thoi diém day theo
liéu dung E)ap ng theo lieu cta losartan dwoc ghi nhan & tat ca cac phan nhom (vi du:
tudi, cac giai doan day thi theo thang do Tanner, gidi tinh, chung téc). Tuy nhién, ligu
thap nhat duwgc nghién clru 1a 2.5 mg va 5 mg, twong ng voi liéu trung binh hang ngay
0,07 mg/kg, dwéng nhy khong dem lai hiéu qua ha huyét ap 6n dinh. Trong nghién ctru
nay, COZAAR duwoc dung nap tot.

Vi nhung bénh nhi co thé nudt duec v1en thude, liéu duoc khuyen céo Ié 25 mg 1 lan/
ngay & nhirng bénh nhan nang >20 kg dén <50 kg. C6 thé tang lidu dén téi da la 50-mg
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ngay 1 1an. O nhirng bénh nhan >50 kg, liéu khdi dau la 50 mg, ngay 1 Ian. C6 thé tang
lieu dén t6i da 100 mg, ngay 1 lan.

Trén cac bénh nhi cé tinh trang gidm thé tich tudn hoan, can diéu chinh tinh trang nay
trwére khi dung COZAAR.

Nhitng phan (tng c6 hai xay ra & bénh nhi khi st dung thudc cling twong tw nhw nhirng
phén (ng d& quan sat thay & ngwdi lgin.

Khéng khuyén cao st dung COZAAR & nhirng bénh nhi c6 db loc cau than
<30_mL/_phut/_1,73 m?, & nhirng bénh nhi bj suy gan, hoac & tré so sinh vi chwa co div
lieu

S DUNG CHO NGUOI CAO TUOI
Trong cac nghién ctu lam sang, khéng co sw khac biét vé mat hiéu qua va an toan cla
losartan lién quan dén tudi tac.

CHUNG TOC h,tz/

Dua trén Nghién clru danh gia hiéu qua gidm huyét ap khi can thiép bang losartan
{Losartan Intervention For Endpoint reduction in hypertension — LIFE), lgi ich lam giam ty
Ié méc va ty lé to vong do bénh tim mach trén ngwdi bénh diung COZAAR so sanh voi
nhom diing atenolol khéng thé &p dung cho nhém ngwéi bénh da den bi tdng huyét ap va
phi dai that trai mic dau hiéu qua ha ap trén ca hai nhoém nguei bénh da den nay déu
nhw nhau. B6i v&i quéan thé chung cla nghién ctru LIFE (n=9193), COZAAR [am giam
13,0% nguy co (p=0,021) so véi st dung atenolol ddi voi tiéu chi chinh phdi hop cac bién
¢ t& vong do tim mach, dét quy va nhoi mau co tim. Trong nghién ctu nay, COZAAR
gidm duwoc nguy co méc va tir vong do tim mach so véi st dung atenolol cho ngudi bénh
khéng thudc nhém chiing téc da den, bi tang huyét &p co phi dai that trai (n=8660), dugc .
danh gia bang tiéu chi chinh phdi hop cac bién cd tir vong do tim mach, dét quy, nhdi %
mau co tim (p=0,003). Tuy nhién trong nghién ctru nay, nguoi bénh da den duwoc diéu tri g
bang atenolol lai it c6 nguy co gap céac bién cé phéi hop hon nhém ngudi bénh da den
ding COZAAR (p=0,03). Trong phan nhém ngudi bénh da den (n=533, chiém 6% luong 't
ngudi bénh trong nghién ctu LIFE), da c6 29 trwdng hop trong 263 ngwdi bénh ding |
atenolol gap nhém bién cb nay (11%; 25,9 cho mdi 1000 ngudi bénh-nam) va 46 trwdng
hop trong 86 270 nguwoi bénh ding COZAAR (17%; 41,8 cho mé&i 1000 nguwéi bénh-nam). $

TUONG TAC THUOC

Qua céac thi* nghiém dwoc dong hoc [am sang, khéng cé twong tac thude céd y nghia lam
sang gitra losartan véi cac thuéc sau: hydrochlorothiazide, digoxin, warfarin, cimetidine,

phencbarbital, ketoconazole va erythromycin. P4 cd bao cao réng rifampin va fluconazole ‘t
lam gidm ham [wong chéat chuyén hoa con hoat tinh. Y nghia lam sang cla cac twong tac /
nay van chuwa dwyc danh gia. /
Cling nhw cac thude khac thudc nhém chen angiotensin |l hodc e ché cac hiéu Gng cla

angiotensin Il, néu dung kém voéi cac thudc loi tiéu gilr kali (nhw spironolactone, ,:
triamterene, amiloride), bd sung kali hodc cac chat thay thé mudi co chira kali, thi co thé »“

dan dén tang kali trong huyét thanh.

Cang nhw cac thudc khac tac dong 1én sy thai trir natri, sy thai trip lilthium e thé bi giAm
Vi vay, can theo déi can than ndng dd lithium huyét thanh néu diing ddng thoi thudc cod
chira mudi lithium véi cac thube ddi khang thu thé angiotensin 1.

Cac thudc khang viem khang steroid (NSAIDs) bao gbm cac chat ddi khang chon loc
cyclooxygenase-2 (COX-2) cé thé lam giam tac dung cta thudc loi tiéu va cac thudce tri
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tang huyét ap khac. Do dé, tac dong ha ap ctia cac thuéc ddi khang thu the anglotensm Il
hoéc cac chat (rc ché men chuyén cé thé bi giam bdi cac NSAIDs bao gbm ca cac chét
ddi khang chon loc COX-2.

O vai bénh nhan tén thwong chuc nang than (vi du: ngudi cao tudi, hoac bénh nhan bj
glam thé tich tuan hoan, bao gébm ca nhirng nguoi dang dung thudc loi tiéu) dang dwoc
dieu tr| voi thudc khang viem khong steroid, bao gdm ca cac chat déi khang chon Ioc
COX-2, viéc stv dung dong théi cac thude doéi khang thu thé angiotensin Il hoac cac thude
trc che men chuyén cé thé lam tang suy glam chirc nang than, bao gdm kha néng suy
than cap Nhung tac dong nay thwdng co thé hoi phuc. Do doé, nén than trong khi str dung
thudc két hop & nhirng bénh nhan cé chirc ndng than bij tén thwong.

Y vén da ghi nhan & nhung bénh nhan da méc bénh xo vira dong mach, suy tim, hoac
dai thao dudng voi tén thuong co quan dich, thudc phong toa kép he renin-angiotensin-
aldosterone di kem véi tan so xuat hlen cao hon ha huyét ap, ngét, tang kali mau, va
nhirng thay ddi chirc nang than (ké ca suy than cap) so voi st dung mot minh thude tac
dung trén hé renin-angiotensin- aldosterone Phong téa kép (vi du: bé sung mot thudc e
ché ACE vor mot thuoc e ché thu thé angiotensin 1) nén dwoc dung han ché cho nhirng
trwéng hop cé biét can theo ddi chat ché chirc nang than. Z /
Al

TAC DUNG NGOAI Y

Trong nhirng th nghlem lam sang vé téang huyet ap c6 dbi chirng, nhin chung COZAAR
dwoc dung nap tét. Cac tac dung ngoai y vé ban chét thuong nhe va thoang qua, khoéng
can phai ngirng thudc. Ty I1é chung cac tac dung ngoai ¥ ctia COZAAR c6 thé so sanh
twong dwong voi placebo.

Trong nhitng thi* nghiém lam sang mu déi cé ddi chung vé tang huyét ap vo cén, cac tac =
dung ngoai y sau day duoc bao cao voi COZAAR, xay ra & 21% nguoi bénh, bat ké lién -
quan den thuéc hay khong.

COZAAR Placebo |
(n = 2085) (n = 535)

Toan than b
Dau bung i 1.7 v '
Suy nhwoc/ mét moi 3.8 3,9 3
Bau ngue t 2,0 -
Phil/ sunn A 1.9

Tim mach
Dénh trong nguc 1,0 0,4
Nhip tim nhanh 1,0 74

Tiéu héa -
Tiéu chay 1.9 1,9 M
Kho tiéu 14 1.5
Budn nén 1,8 2.8

Co xuong ’
Bau lwng 1.6 1.1
Chudt rut (vop be) 1,0 1,1 ~

Than kinh/Tam than
Chong mat 4.1 2.4 -
Nhiec ddu 14,1 17,2
Mat ngui 1,1 0,7

H6 hap B
Ho 3.1 2,6
Sung huyét mai 1.3 1,1
Viém hong 15 26
Chtrng réi loan xoang 1,0 1,3
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COZAAR Placebo
(n = 2085) (n = 535)
Nhiém trung dwdng hé hap trén 6.5 5.6

Co thém nhirng tac dung ngoai y sau day dugc bao cdo sau khi thudc dwoc dwa ra thi
treong:

Qué mén: cac phan (tng phan vé, phit mach, ké ca phi thanh quan va thanh mén
gay téc dwong the varhoac phu mat, mai, hong va/hodc Iuou da dwec bao cao &
mét s6 hiém ngudi bénh ding losartan, vai ngudi trong so ngwdi bénh nay trwdc
do da tirng bi phu mach khi dung céac thude khac bao gom cac chat trc ché men
chuyen Viém mach mau, ké ca ban Henoch- Schoenlein, da dwoc bao céo, tuy
hiém gap.

T:éu héa: Viém gan (hiém gap), chitc ndng gan bat thwéng, nén

Ko loan toan than hodc tai noi dung thube: khé chiu

Huyét hoc: thiéu mau, gidm tiéu cau (hiém gap).

Coxuong dau co, dau khcrp

Hé théng thén kinh / tam than: dau nua dau (Migraine), loan vi giac

Roi loan co quan sinh sén va nguc: réi loan cuong duong/ bt lwc ‘
Hé hép: ho. /lZ["
Da: may day, nglra, do da toan than, nhay cam véi anh sang.

THONG BAO CHO BAC ST CAC TAC DUNG KHONG MONG MUON GAP PHAI KHI
DUNG THUOC.

Cac xét nghiém can lam sang

Trong céc thi nghiim lam sang c6 ddi chivng vé tang huyét ap vo can, cac bién ddi co y

nghia quan trong vé |am sang clia cac théng sé xét nghiém hiém khi lién quan dén viéc

sl dung COZAAR. Trong cac thi» nghiém lam sang vé tang huyét ap, tang kali mau (kali

huyét thanh >5,5 mEq/L) gép & 1,5% ngwdi bénh. Trong mot nghién clru 1am sang tién

hanh trén ngudi bénh dai thao dudng typ 2 co6 protein niéu da gap tang kali mau trong

9,9% nguwdi bénh dung COZAAR va 3,4% nguwdi bénh ding placebo (xem THAN

TRONG, Ha huvét dp va Mat can bana nwéc/dién qidi). Hiém gap treéng hop tang ALT |
va thuwdng hoi phuc khi ngteng thudce.

TAC DONG LEN KHA NANG LAI XE VA VAN HANH MAY MOC

Chwa tién hanh nghién ctru nao clia COZAAR vé anh hwéng dén kha nang 1ai xe va van
hanh may méc. Tuy nhién, mét sb tac dung ngoai y clia COZAAR da dwoc bao cao co
thé anh hwwdng dén dén kha nang clia ngudi bénh trong viéc Iai xe va van hanh may moc.

Dap (rng clia tirng ca nhan véi COZAAR la khac nhau (Xem phan TAC DUNG PHU). .
CAC PAC TiNH DUQC LUC HQC ]

Losartan la chat déi khang thu thé angiotensin Il (typ AT,), dung duong udng.

Angiotensin | gan vao thu thé AT, & nhiéu loai mé (vi du, co tron mach mau, thuwon ;'

théan, than, tim) va tao ra cac tac dung sinh hoc quan trong, bao gdm co mach va tiét .

aldosterone. Anglotensm Il cing kich thich sy tang sinh té bao co tron. Cac thlr nghiém -

sinh hoc ve sy gén két va duoc ly hoc da cho thay losartan gan c6 chon loc vao thu thé G

AT,. Qua két qua in vitro va in vivo, ca losartan va cac chét chuyén hoa acid carboxylic cé
hoat tinh dugc ly hoc (E-3174) sé phong bé moi tdc dung sinh ly néu trén cla angiotensin
I, bat ké ngudn gbc hodc con dwéng tdng hop clia angiotensin 1.

Khi dung losartan, phan hdi &m tinh clia anglotensm Il @i v&i tiét renin sé& khéng con, dan
toi tang hoat tinh renin trong huyét tuong va cudi ciing lam tang anglotensm I trong
huyét twong. Méac du tang ndng dd cac chat nay nhuwng tac dung lam ha huyét ap va gitr
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néng do6 aldosterone khéng cao trong huyét twong van duwoc duy tri, chibng té tac dung
(rc ché hiru hiéu thu thé angiotensin |l.

Losartan gén cé chon loc vao thu thé AT,, ma khéng gan vao hodc phong bé cac thu thé
hormon khac hodc cac kénh ion quan trong trong su diéu hoa tim mach. Hon nira,
losartan khéng (rc ché men chuyén angiotensin (ACE) (kininase Il), la men phan hiy
bradykinin. Vi vay, nhitng tac dung nao khong lién quan dén sy phong bé thu thé AT,
nhu la tang tac dung qua trung gian bradykinin hay tac dung gay nén phu né (losartan
1,7%; placebo 1,9%) d&u khéng xay ra khi diing losartan.

Losartan (rc ché cac dap (*ng véi cac angiotensin | va Il ma khéng cé anh hudng téi cac
dap (rng voéi bradykinin, phat hién nay phu hop véi co ché tac dung dac hiéu cua
losartan. Nguwoc lai, cac chat (rc ché men chuyén ACE lai chen cac dap (rng voi
angiotensin | va lam tang dap ng voi bradykinin ma khong (¢ ché dap (ng voi
angiotensin |1. Bay la diém khac biét vé dugc luc hoc gilra losartan va cac thube tre ché
men chuyén ACE.

O ngudi bénh tang huyét ap khéng bi tiéu dwéng va cé protein niéu, losartan lam gidm rd
rét protein niéu, gidm thai albumin va IgG. Losartan duy tri do loc cau than va giam thé
tich loc. Noi chung, losartan lam gidm acid uric trong huyél thanh (Ihwong <0,4 mg/dL),
tac dung nay lau ben khi dung losartan kéo dai. /‘tl{ i

Losartan khéng co anh hwéng toi cac phan xa than kinh thue vat va khéng cé tac dung
l4u dai 1én norepinephrine huyét twong.

V6éi nguéi bénh suy that trai, liéu 25 mg va 50 mg losartan gay cac tac dung tich curc trén
huyét déng va than kinh thé dich, ddc trung bdi sw tang chi sb tim va giam ap lwc mao
mach phdi bit, stbc can ctia mach mau toan than, huyét ap trung binh toan than, nhip tim
va giam lan lwot ndng dé aldosterone va norepinephrine trong mau. Ha huyét ap & nhirng
ngudi bénh suy tim nay phu thudc liéu dung.

Trong cac nghién clru lam sang, ding COZAAR méi ngay mét lan & ngudi bénh cé ting N
huyét &p vo cdn nhe va trung binh da lam gidm cé y nghia huyét 4p tam treong va tam :
thu; tac dung ha huyét 4p dwoc duy tri cho téi mét nam trong cac nghién ciru 1am sang. '
Do huyét ap & thoi diém day (24 gio sau khi uéng thudc) so voi thei diém dinh (5-6 gioy (
sau khi dung thuéc) da chirng minh cé giam huyét ap én dinh subt qua 24 gi¢. Tac dung if
ha huyét ap dién ra twong (vng v&i nhip sinh hoc huyét ap. Hiéu qua gidm huyét ap lic
cudi khoang lieu béng khodng 70-80% hiéu Iwc dat duoc sau khi dung thudc 5-6 giod.
Ngirng dung losartan & ngwéi tang huyét ap khong lam huyét ap tang dét ngdt tré lai.
Mac du co giam dang ké vé huyét ap, dung COZAAR khéng cé anh hwédng [am sang rd
&l 1&n nhip lin.

Ubng COZAAR 50-100 mg, ngAy mdt 1An, a& gay ha hiyat &p rd et hom 80 vin captugnl

50-100 mg, ngay mét [an. Tac dung ha huyét ap ctia COZAAR 50 mg tvong duong voi

tac dung clia enalapril 20 mg, udng ngéy mét lan. Tac dung ha huyét ap cia COZAAR

50-100_mg ngay uong mét lan cé thé so sanh twong duong véi atenolol 50-100 mg,

ubng ngay mat lan. Tac dung clia COZAAR 50-100 mg, ubng ngay mét lan ciing tuvong Y
duong vei felodipine vién phong thich kéo dai 5-10 mg & nguwdi bénh cao tudi tang huyét

ap (>65 tudi) sau 12 tuadn diéu tri.

COZAAR ciing ¢6 hiéu lwc tu*onq dwong khi ding & nam ciing nhuw ntt, & ngudi tré tudi

(<65 tudi) hodc Ién tudi (>65 tudi) bi tang huyét ap. Mac du COZAAR c6 tac dung ha

huyét ap & tat ca cac chuing téc, nhung cing nhw cac thudc tac dong trén hé renin- {
angiotensin, ngudi da den bj tang huyét ap cé dap (ng throng kém hon so véi ngudi i
khéng phai da den khi diing don tri liéu losartan, %
Khi phét hop voi thude (oi tiéu nhom thiazide, COZAAR c¢o tac dung hiép lwc iam ha thém

huyét ap.

] CAC DAC TiNH DU'Q'C DONG HOC
Hap thu
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Sau khi udng, losartan hap thu tét va qua chuyén hoa lan dau tién tao chat chuyén hoa
acid carboxylic ¢dn hoat tinh va cac chat chuyén hoa khong co6 hoat tinh khac. Sinh kha
dung toan than cla vién nén losartan khoang 33%. Cac ndng do dinh trung binh ctia
losartan va cla chat chuyen hoa cé hoat tinh dat dwoc sau khi uéng mét gior (voi
Iosartan) va 3-4 gio’ (voi chat chuyén hoa). Khong c6 anh hwong rd rét trén 1am sang toi
néng dé losartan trong huyét tong, khi diing thudc cling biva &n binh thuéng.

Phan bd

Ca losartan va chat chuyén hoa c6 hoat tinh gén > 99% vao protein huyét teong, chi yéu
vao albumin. Thé tich phan bé Vd ctia losartan la 34 lit. Nghién clru trén chudt cbng cho
thay losartan qua rat kém hang rao mau nao, cé thé la khéng qua dwoc.

Chuvén hoa

Khoang 14% liéu tiém tinh mach hoac lidu uong clia losartan dwoc chuyén thanh chat
chuyen hoa ¢é hoat tmh sinh hoc. Sau khi uong va tiém tlnh mach losartan kali danh dau
bang '“C, chat danh dau tuan hoan trong huyet twong chu yéu la losartan va chét chuyén
hoa c6 hoat tinh. Su chuyén hod téi thiéu clia losartan sang chat chuyén hoa cé hoat tinh

gap & khodng 1% s nguoi nghién ciu. A‘L [ /
(7

Ngoai chat chuyén hoa c6 hoat tinh, con ¢o cac chét chuyén hoa khong co hoat tinh
dwoc tao thanh, bao gdm hai chét chinh dwoc tao nén do hydroxyl hoa chudi nhanh buty!
va moét chat chuyén hoa phu la N-2 tetrazole glucuronide.

Dao thai

D6 thanh loc huyét twong cla losartan la 600 mi/phat, ctia chat chuyén hoa cé hoat tinh
la 50 mi/phat. ©6 thanh loc qua than cua losartan 1a khoang 74 lephut va cla chat
chuyen hda ¢6 hoat tinh la 26 mU/phat. Khi dung losartan theo duwong udng, khoang 4%
liéu dung sé& dao thai nguyen ven qua nuoc tiéu va khoang 6% liéu dung sé qua nirGe =
tiéu dwéi  dang chal chuyén hoa co hoat tinh. Dwoc doéng hoc cia losartan va cua chét )
chuyén hoa Ia tuyén tinh vai liéu udng losartan kali t&i 200 mg.

Sau khi uong, néng do cla losartan va cla chét chuyen hoa ¢6 hoat tinh trong huyét P
tvong glam theo ham nhiéu s6 mii véi thi gxan ban thai cubi clng khoang 2 giov (von |
losartan) va 9 gio (v&i chat chuyén hoa). Voi lidu mon ngay 100 mg, ca losartan va chat

chuyén hoa con hoat tinh déu khong tich Ity dang ké trong huyét tirong. .

Losartan va Chét chuyén hoa déu thal qua mat va niroc féin San khi uong mat
ieartan danl oo v 0kl ity 3% il @t Ao Qi Illﬁy liang e NAI), 2A% tim

thay trong phan.

Dac diém nawdi bénh

O ngudi bénh cé xo gan nhe va trung binh do nghién rwou, noéng do clia losartan va cta
chat chuyén hoa trong huyét teong cao gap 5 lan (v&i losartan) va 1,7 1an (voi chat
chuyén hoa) so vé&i nhirng ngudi nam tinh nguyén khoé manh sau khi udng thudc.

Khong thé loai losartan va chat chuyén hoa cé hoat tinh khéi co thé bang tham phan
mau.

QUA LIEU

Tai lieu ve sir dung qua léu & nguwdi con han ché. Biéu hién co6 18 hay gap nhéat cua qua
liéu I ha huyét ap va tim dap nhanh; ciing co thé xay ra tim dap cham do kich thich than ot
kinh phé giao cam (than kinh phé vi). Néu ha huyét ap triéu chirng xay ra, can tién hanh

cac bién phap diéu tri hd tro.
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Khéng thé loai bd losartan hodc chét chuyén héa con hoat tinh clia losartan bang tham
ph&n mau.

BAO QUAN
Bdio quan dudi 30°C (86°F). Bao quan trong bao bi gbc. Tranh anh sang.
DANG TRINH BAY

Méi vién nén COZAAR 50 mg chi*a 50 mg losartan kali, dwoc déng trong vi 15 vién. M&i
hop chira 2 vi hoac 30 vién nén.

M§i vién nén COZAAR 100 mg chita 100 mg of losartan kali, dwgc ddng trong vi 10 vién.
Mai hop chira 3 vi hodc 30 vién nén.

HAN DUNG: 36 thang ké tir ngay san xuét, /A/lzl/

THUOC NAY CHI DUNG THEQ BUN CUA BAC S1. HQC KY HUONG DAN SU DUNG
TRUGC KHI DUNG, NGAY CA KHI BAN DA DUNG THUOC NAY THEO DON CUA BAC
STTRUOC DO. MOT 8O THONG TIN TRONG TO HPONG DAN TRUOC DAY €O THE
DA PUOC THAY BOL. NEU CAN THEM THONG TIN, XIN HOI Y KIEN BAC SI.

XIN LUU Y RANG THUOC NAY BUQC CHI BINH CHO CA NHAN BAN. KHONG BUQC
PUA THUOC NAY CHO NGUOI KHAC SUY DUNG. BE XA TAM TAY TRE EM.

San xuét tai Merck Sharp & Dohme Limited
Shotton Lane, Cramlington, Northumberland, NE23 3JU, United Kingdom (Anh).

Bong goi tai Merck Sharp & Dohme (Australia) Pty. Limited .
54-68 Ferndell Street, South Granville, N.S.W. 2142, Australia (Uc).
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