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Box of 3 blisters x 10 film-coated tablets .
N For Oral Use

(losartan potassium 100 mg)
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. =% | (losartan potassium 100 mg)
~—— Box of 3 blisters x 10 film-coated tablets

€ MsD

Each film-coated tablet contains 100 mg losartan
potassium.

For Indications, Contraindications, Dosage and
Administration, and other information:

| see package insert.

' Do not store above 30°C (B6°F). Store in the original
| package. Protect from light.

Keep out of reach of children

Sén xudt boi/Manufactured by:

Merck Sharp & Dohme Ltd.

Shotton Lane, Cramlington, Northumberland,
NE23 3JU, United Kingdom {Anh)

SDKIREG.: XX-J000(-XX
Dé xa tim tay tré em
Boc ky huéng dan sit dung trudc khi dung

Mi vién nén bao phim chifa 100 mq losartan potassium.
Hip 3 vix 10 vién nén bao phim.

Chi dinh, Chéng chi dinh, Céch diing, va cdc thong tin
khdc: xin doc trong té hudng dan st dung.

Bao quan dudi 30°C (86°F). Bdo quén trong bao bi gic.
Trdnh dnh séng.

(losartan potassium 100 mg)
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LOT NO. EXP. DATE 3
COZAAR® COZAAR® COZAAR® COZAAR®
pm;lsusis::::lsm pm::?::'m;usn} ' pnum:rtlarf:'lsnl pota::osis:mmrlllsn}
100 mg Tablet 100 mg Tablet 100 mg Tablet 100 mg Tablet

€ MsD € msp € MsD € msD

COZAAR® COZAAR® COZAAR® COZAAR®

{losartan {losartan {losar (losartan
potassium, MSD) potassium, MSD) Pohssium. USD] pomsslnm MSD)

100 mg Tablet 100 mg Tablet 100 mg Tablet 100 mg Tablet
€ Msp € Msp € MsD € MsD

COZAAR® COZAAR® COZAAR® COZAAR®

{losartan {losartan {losartan (losartan
polassiurn, MSD) poﬂssium MSD) potassium, MSD) potassium, MSD)
100 mg Tablet 100 mg Tablet 100 mg Tablet 100 myg Tablet

€ MsD €3 mMsD € MsD €MsD |
COZAAR® COZAAR® COZAAR® COZAAR®

(losartan (losartan (losartan (losartan |
potassium, MSD) potassium, MSD) potassium, MSD) potassium, MSD)
100 mg Tablet 100 mg Tablet | 100 mg Tablet 100 mg Tablet

€ msp QMsD € MmMsD €3 MsD
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HUONG DAN SU DUNG

Vién nén bao phim

COZAAR®
(Losartan kali)

NHOM THUOC

COZAAR® (losartan kali), chit ddu tién cia m6t nhém thubc méi ding cho diéu tr ting
huyet ap, la chét d6i khang thu thé angiotensin II typ AT;. COZAAR cung lam giam nguy co
phéi hop. vé tir vong do bénh 1y tim mach, dot quy va nhdi mau co tim trén cac bénh nhén
tang huyet ap c6 phi dai thit trai va bao vé than cho nguoi bénh dai thdo dudng typ 2 ¢6
protein niéu.

DANG BAO CHE
Vién nén bao phim

Vién nén COZAAR 12,5 mg ‘ - >
Vién nén bao phim mau xanh duong, hinh bau duc, ¢6 danh dau so 11 trén mdt mat va mat kia o
tron. e

Vién nén COZAAR 50 mg ] .
Vién nén bao phim mau trang, hinh bau duc, c6 danh dau s6 952 trén mot mat va mit kia co
vach.

Puong vach khong ding dé bé vién nén.

Vién nén COZAAR 100 mg )
Vién nén bao phim mau trang, hinh giot nudc, ¢dé danh dau s6 960 trén mot mat va mat kia
tron.

THANH PHAN

Mbi vién nén COZAAR 12,5 mg, COZAAR 50 mg, COZAAR 100 mg ding dudng ubng
chira hoat chat twong tmg 12,5 mg, 50 mg, 100 mg losartan kali.

Ngoai ra, mbi vién nén con chira céc ta dugc sau: Cellulose vi tinh thé, Lactose ngdm nudc,
HoO tinh bot, Magnesi Stearat, Hydroxypropyl Cellulose, Hydroxypropyl Methylcellulose,
Dioxid titan/ E171, Sap Carnauba.

CHI PINH

Tang huyét 4p
COZAAR duogc chi dinh dé diéu tri tang huyét ap.




https://nhathuocngocanh.com/

Giam nguv co mic va tir vong do bénh tim mach & bénh nhén ngwdi I6m bi ting huyét
4p ¢6 phi dai that trai
COZAAR c¢6 chi dinh 1am giam nguy co mic va tir vong do bénh tim mach dugc xac dinh qua

ty 1& cac bién ¢ phdi hop vé tir vong do tim mach, dot quy, nhdi mau co tim trén ngudi bénh
tang huyét ap c6 phi dai thét trai (xem CHUNG TOC).

Bio vé than & bénh nhin ngwdi 16m c6 ting huyét dp va ddi thao dwong typ 2. ¢6 protein
niéu 2 0.5 g/ngay

COZAAR c6 chi dinh lam cham lai qué trinh dién tién bénh than, dugc xac dinh qua giam ty
I¢ cac bién co phdi hop vé tang gip doi ndng do creatinin mau, giai doan cudi ciia bénh than
(can thim phan mau hoac ghép than), hodc tir vong; va lam giam protein nigu.

Suy tim

Diéu trj suy, tim man cho bénh nhan nguoi 16n ¢6 chdng chi dinh hodc khong phu hop véi
thudc e ché men chuyén, ddac biét la bi ho. Nhimg bénh nhén suy tim dang diéu tri 6n dinh
v6i thube e che men chuyén khong nén chuyen sang dung losartan. Cac bénh nhén suy tim
ndy c6 phan suét téng mau < 40% va 6n dinh vé mat 1am sang, dang theo mét phac db diéu tri
suy tim man.

LIEU LUQGNG VA CACH DUNG
C6 thé udng COZAAR luc d6i hozc lic no.
C6 thé ubng COZAAR ciing véi cac thude tri ting huyét ap khac.

Ting huyét 4p

Liéu khéi dau va duy tri d6i véi phan 1én ngudi bénh 1a 50 mg, uéng méi ngay mot lan. Tac
dung t6i da diéu trj tang huyét ap dat dugc 3-6 tuan sau khi bat dau dung thudc. Tang liu lén
ti 100 mg, ngay mot 1an c6 thé c6 ich cho mét sb ngudi bénh.

Véi nguoi pénh giam thé tich tudn hoan (vi du: nguoi diéu tri thudc loi tiéu lidu cao), nén xem
xét dung liéu khoi dau 1a 25 mg, ngay mot lan (xem THAN TRONG).

Khong can phal diéu chinh liéu khéi dau cho ngudi bénh cao tudi hodic ngudi bénh suy than
ke ca ngudi dang phai thdm phan mau. Cin xem xét dung lidu thip hon cho ngudi bénh c6
tién sir suy gan (xem THAN TRONG).

Giam nguy co mic va tir vong do bénh tim mach cho bénh nhin ngwdi lén bi ting huxét
4p c6 phi dai that trii

Théng thuong, lidu khéi dau 1a 50 mg COZAAR, uéng mdi ngay mét lan. Co thé thém
hydrochlorothiazide liéu thap vi/hogc ting lidu COZAAR 1én 100 mg, ngay mét lan tay thudc
vao dap mg trén huyét ap.

Bio vé thin & bénh nhin ngwoi 16m c6 ting huyét ap va dai thio dwomg tVp 2, ¢6 protein
niéu 2 0,5 g/ngav

Thong thuong, liéu khoi dau 1a 50 mg COZAAR, ubéng mdi ngay mot lan. C6 thé tang liéu
COZAAR 1én 100 mg, ngay mét 14n tuy thudc vao dap umg trén huyet ap. Co thé dung
COZAAR ciing cac thubc tri ting huyét ap khac (vi du nhu: thude 1¢i tiéu, cac thudc chen
kénh canxi, cac thude chen alpha hodc beta, va cac thudc tac dong trén trung wong) cling nhu
cung insulin va cac thudc ha duong huyét thong thudong khac (vi du nhu sulfonylurea,
glitazone va cac chat rc ché glucosidase).

Suy tim man
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Liéu COZAAR khoi déu théng thuomg cho bénh nhan suy tim la 12,5 mg mot l4n mSi ngay.
Liéu nay nén duge didu chmh tir tir qua mdi tuan (vi du 12,5 mg mdi ngay, 25 mg moi ngay,
50 mg mdi ngay, 100 mg mdi ngay, dén Héu t6i da 1d 150 mg mdt lan ubng mbi ngay tuy theo
su dung nap cua bénh nhan.

CHONG CHi PINH
« Qué mAn véi hoat chit hodc v6i bit ky ta duoe nao duoe liét ké trong phin Thanh phan.
» Ba thang giita va ba thang cudi ctia thai ky (xem phin THAN TRONG).
¢ Suy gan néng.
+ Chéng chi dinh ding dbng thoi losartan véi cic san phdm chita aliskiren & bénh nhin dai

thao dudng hodc suy thén (tég do loc cua ciu thin (GFR) < 60 ml/phat/1,73 mz) (xem phan
TUONG TAC THUOC va CAC BPAC TINH DUQC LUC HQC).

THAN TRONG
Qu4 mén

Phit mach. Bénh nhén co t'ién str phi mach (sung mat, méi, hong va/hoidc ludi) can duge theo
dai chat ché (xem phan TAC DUNG NGOAI Y).

Ha huvét 4p va mét cin bing dién giai/dich

Ha huyét 4p triéu chimg, dic biét 12 sau lidu dau tién va sau khi tang liéu, c6 thé xay ra &
nhimg bénh nhan giam thé tich va/hodc mét natri do didu tri l¢i tiéu manh, han ché mudi trong
ché @5 n, tiéu chay hodc non. Cin didu chinh nhitng tinh trang nay trrée khi ding losartan,
hogc nén dung licu khai ddu thdp hon (xem phin LIEU LUGNG VA CACH DUNG). Diéu
nay ciing ip dung déi véi tré em tir 6-18 tubi.

MAét cén bang dién giai

MAét ¢an bing dién giai thudng gap ¢ bénh nhén suy than, ¢6 hodc khong c6 bénh déi théo
duémg va nén duge giai quyét. Trong mét nghién ctru 14m sang tién hanh & nhimg bénh nhan
dai thdo dudng typ 2 bi bénh thén, ty 18 ting kali mau cao hon & nhém duge didu tri bing
losartan so v&i nhém diing gia duge (xem phin TAC DUNG NGOAI Y). Do d4, cin theo dbi
chit ch& ndng d6 cia kali trong huyét tuong cling nhw tri s6 d6 thanh thai creatinin, dac biét I3
nhirg bénh nhan suy tim va ¢6 d6 thanh thai creatinin tir 30-50 ml/pht.

Khong khuyén céo ding dong thoi thude loi tidu gitt kali, cht bb sung Kali va chét thay thé
mudi ¢6 chita kali véi losartan (xem phian TUGNG TAC THUOC).

Suy gan

Dua trén dir liéu duge déng hoe cho thay nong d6 losartan trong huyét tuong tang dang ké &
bénh nhin xo gan, nén xem xét ding liéu thip hon d8i v6i bénh nhan c6 tién sir suy gan.
Khéng c6 kinh nghiém diéu tri véi losartan & bénh nhén suy gan ning. Do d6 khong dugc
ding losartan & bénh nhan suy gan ning (xem phin LIEU LUONG VA CACH DUNG,
CHONG CHI PINH va CAC DAC TINH DUGC BPONG HQC).
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Khong khuyén cdo ding losartan & tré em suy gan (xem phin LIEU LUQONG VA CACH
DUNG).

Suy than

Do héu qua cua su rc ché hé renin-angiotensin, nhimg thay dbi vé chirc nang than bao gdm ca
suy than da dugc bao céo (dic biét 1a & nhitng bénh nhan c¢6 chirc néng than phu thudc vao hé
renin-angiotensin-aldosteron nhir nhitng bénh nhén suy tim ning hodc rbi loan chirc ning than
tir trude). Ciling nhur véi cac thude khac anh huéng dén hé renin-angiotensin-aldosteron, ting
uré mau va creatinin huyét thanh ciing da dugc béo cdo & nhimg bénh nhan bi hep dong mach
than hai bén hodc hep dong mach than & mét than don doc; nhimg thay doi nay vé chirc ning
thén ¢6 thé héi phuc khi ngimg diéu tri. Can thén trong khi ding losartan & nhimg bénh nhan
bi hep dong mach thdn hai bén hodc hep dong mach than & mot than don doc.

Siwr dung o bénh nhan tré em suy than

Khong khuyén cao dung losartan ¢ tré em ¢ §6c do loc cua cau than < 30 ml/phat/1,73 m? vi
khong c6 dir liéu (xem phan Liéu LUQGNG VA CACH DUNG).

Nén theo d6i dinh ky chirc ndng than trong khi diéu trj béng losartan vi n6 ¢6 thé x4u di. Diéu
nay ap dung déc biét 1a khi losartan dugc ding c6 sy hién dién cua cac tinh trang khac (sbt,
mat nudc) 6 thé lam giam chirc nang than.

Dung ddng thoi losartan va thudc trc ché enzym chuyén angiotensin (ACE) da cho l.hé‘iy lam
giam chirc nang than. Do d6 khéng khuyén céo ding déng thoi (xem phan TUONG TAC
THUOC).

Ghép than

Khéng c6 kinh nghiém & bénh nhan ghép than gan day.

Cuong aldosteron tién phat

Bénh nhén cuong aldosteron tién phat thuong s& khong déap mg voi céc thubc trj tang huyét
ap tac dung qua sy tc ché hé renin-angiotensin. Do d6, khong khuyén céo sir dung losartan.

Bénh mach vanh va bénh mach méu nio

Ciing nhwr v6i bat ky thube trj tang huyet ap nao, giam huyet ap qua muc ¢ bénh nhén bi bénh
tim mach va bénh mach méau néo thiéu mau cuc bd ¢6 thé dan dén nhdi mau co tim hodc dot

quy.
Suy tim

O bénh nhén suy tim, c6 hodc khong ¢ suy thén, cling nhu véi céc thudc khac anh huomg dén
hé renin-angiotensin - ¢6 nguy co ha huyét 4p dong mach nang va suy than (thudng cép tinh).

Chua c6 kinh nghiém diéu tri diy da bing losartan & bénh nhan suy tim va suy thin ning
dong thoi, & bénh nhan suy tim nang (d6 IV theo phén loai chirc nang cia Hoi Tim New York
(NYHA)) ciing nhu & bénh nhén suy tim va loan nhip tim triéu chimg de doa tinh mang. Do
d4, can than trong khi dung losartan & nhitmg nhém bénh nhén nay. Cén than trong khi ding
két hop losartan véi thube chen beta (xem phan CAC PAC TINH DUGC LUC HOC).
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Hep dong mach chi va hep van hai 14 hep. bénh co tim phi dai tic nghén

Ciing nhir véi cac thude gidin mach khac, cdn phai dac biét ’than trong & bénh nhan bi hep
déng mach chi hoéc hep van hai 14 hodc bénh co tim phi dai tic nghén.

Ta duoc
Thude ndy co chira lactose. Nhimmg bénh nhén cé \:én dé di truyén hiém gap vé& khong dung
nap galactose, thiéu hut Lapp lactase hodc kém hap thu glucose-galactose khéng nén ding

thude nay.

Canh bédo va thin trong khac

Nhur d3 quan séat d6i véi thude Ge ché enzym chuyén angiotensin, losartan va cac thube dbi
khang angiotensin khac dudng nhur it hidu qua trong viéc 1am giam huyét p & ngudi da den
so v&i khong phai nguoi da den, ¢6 thé do ty 1& cao hon vé tinh trang renin thap ¢& dan sé
ngudi da den ting huyét ap.

Uc ché kép hé renin-angiotensin-aldosteron (RAAS)

C6 bing chimg 1a vi¢e dung d6ng thoi thude e ché men chuyén angiotensin (ACE), thube
chen thu thé angiotensin II hodc aliskiren lam ting nguy co ha huyet ap, tang kali mau va
giam chirc nang than (bao gdm ca suy than cép). Do dé khéng khuyen céo trc ché kép hé
renin-angiotensin-aldosteron (RAAS) qua viéc s dung ket hop thude \re ché men chuyén,
thudc chen thu thé angiotensin II hodc aliskiren (xem phin TUGNG TAC THUOC va CAC
PAC TINH DUGC LUC HQC).

Néu liéu phép uc ché kép dwoc xem 12 tuyét dbi can thiét, didu nay chi nén xay ra dudi sy
giam sat cua chuyén gia va chiu sy theo d6i chat ché thudng xuyén vé chifc nang than, chat
dién giai va huyét 4p. Khong nén ding dong thoi thude tre ché men chuyén va thubc chen thu
thé angiotensin IT & bénh nhan bi bénh than do dai thio dudng.

SU DUNG TRONG THAIKY

Cic thuéde tic dong trye tlep trén hé renin-angiotensin cé thé gay ra tén thwong va chét
thai dang phat trién. Khi phat hién ¢é thai, phai ngimg COZAAR cang sém cang tot.

Mic du chua ¢ kinh nghiém vé viée sir dung COZAAR cho phy nit mang thai, cac nghién
ctru véi losartan kali ¢4 cho thiy tdn thuong & thai nhi, tré so sinh, va tir vong, co ché ciia anh
huong nay duge cho la do ddc tinh duge 1y trung gian qua tac dung trén hé renin-angiotensin.
0 nguot, vige twdi mau thén ciia thai nhi phy thuge vao sy phat trién ciia hé renin- -angiotensin,
bét diu vao ba thang gifta cta thai k¥, do d6, nguy co dbi vai thai nhi tang 1én néu sir dung
COZAAR trong ba thang gifra hodc ba thang cuéi cua thai ky.

Viée su dung cac thudc tac déng trén hé renin-angiotensin trong ba thang giirta va ba thang
cudi cna thai ky lam glarn chtc niing thén cia thai, 1am ting bénh tét va tir vong & thai va tré
so sinh. Két qua thidu &i ¢6 thé lién quan véi giam san phbi va bién dang b xuong ¢ thai. Cac
tac dung phu c6 thé xay ra & tré so sinh bao gdm gidm san xuong so, v6 niéu, ha huyét ap, suy
than va tir vong. Khi phat hién c6 thai, phai ngimg COZAAR cang sém cang tot.

Nhung két qua c6 hai trén thudng lién quan véi vige str dung nhimng thubc nay trong ba thang
gilta va ba thang cudi ciia thai ki, Hau hét c4c nghién ctru dich t& hoc khao sat cac bét thuémg
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& thai sau khi phoi nhiém thude chéng ting huyét 4p sir dung trong ba thang diu cia thai ky
da khong phén biét cdc thubc anh huéng dén hé renin- anglotensm v6i cac thudce chdng tang
huyét 4p khac. Viée xir tri thich hop téng huyét 4p & ngudi me trong khi mang thai 13 diéu
quan trong dé tdi wu hda két qua cho ca me va thai.

Trong trromg hop dac biét khi khong cé phuong phép diéu trj thay thé nao thich hop cho viée
tri liéu bang thube anh huong dén hé renin- angiotensin d6i voi mdt bénh nhan riéng bi¢t, phai
béo cho ngudi me biét v& nguy co c6 thé xay ra d6i véi thai. Can thyc hién klem tra siéu am
hang loat dé danh gia moi truong trong mang bi. Ngimng ding COZAAR néu quan sat thay
thidu &1 trir khi thude nay duge xem la thubc ciru mang sbng cho nguoi me. Xét nghiém thai
c6 thé thich hop, dya trén tuln tudi thai. Tuy nhi€n bac si va bénh nhan nén biét rang thidu 6i
¢6 thé khong biéu 16 cho dén sau khi thai da bj ton thuong kéo dai khong thé hdi phuc. Can
theo ddi chat ch& nhitng tré so sinh c6 tién sir phoi nhifm COZAAR trong tir cung vé cac bidu
hién ha huyét 4p, thiéu niéu va ting kali huyét.

PHU NIUJ CHO CON BU

Chwa 18 liéu losartan duoc tiét vio sita ngudi me hay khong. Do nhiéu thude duwge tiét vao
sita nguti me va do tiém ning xuat hién cac tac dung ngoai ¥ cho tré bil me, nén quyét dinh
hodc ngirg thude hodc ngimg cho con bi, can nhiic dén tam quan trong cia thude do1 véi me.

SU DUNG CHO TRE EM
Tré so sinh c6 tién sir phoi nhiém COZAAR trong tir cung;

Néu thiéu ni¢u hoac ha huyet 4p xay ra, chu ¥ tnuc tlep vao viéc hd trg huyet ap va tudi mau
than. C6 thé can phai truyén thay méau hogic thdm phan nhu mét bién phap dé 1am dao nguoe
tinh trang ha huyét 4p va/hogc thay cho chirc nang than bi réi loan.

Téc ddng ha huyét 4p cia COZAAR & bénh nhi tir >1 thing tu01 dén 16 tudi bi tang huyét ap
da duoc chimg minh. Sir dung COZAAR ¢ nhitng nhom tudi nay d4 duge cing cb bdi cac
bang chimg tir cac nghién ctru ¢6 dbi chimg tét va thich hop trén bénh nhi va ngudi 16n ding
COZAAR ciing nhir bdi cic vy van vé sit dung thube & bénh nhi.

Céc déc tinh duge dong cia losartan da duo*c nghién ciru trén 50 bénh nhi tir >1 thang dén
<16 tubi bj tang huyét ap dung thube mdi ngdy mét 14n voi lidu tir 0, 54 — 0,77 mg/kg (lleu
trung binh). Chét chuyén héa ¢6 hoat tinh cta losartan dugc tim thiy & tit ca cac nhém tudi.
Cac déc tinh dugc ddng cua losartan va chét chuyen hoa c6 hoat tinh nhin chung tirong tu
nhau & cée nhém tudi duge nghién efru va phi hop véi cée dit liéu duoc déng hoc cia thude &
nguoi lém.

Trong mdt nghién ctu 14m sang bao gdm 177 bénh nhi tir 6 dén 16 wéi bi ting huyét 4p,
nhimg bénh nhi cén ning tir > 20 kg dén < 50 kg dung losartan hang ngay véi lidu 2.5 mg,
25 Mg hodc 50 mg, va nhimg bénh nhi néng > 50 kg ding 5 mg, 50 mg hodc 100 mg losartan
mdi ngay. S dung losartan ngay mét lan lam giam huyét 4p thdi diém day theo liéu dung.
Dap g theo liéu cia losartan duge ghi nhén & tat ca céc phan nhém (vi du: tudi, cac giai
doan day thi theo thang d¢ Tanner, gi6i tinh, chiing téc). Tuy nhién, liéu thép nhét dugc
nghién ctz 1a 2,5 mg va 5 mg, tuong (ng voi liéu trung binh hang ngay 0,07 mg/kg, dudmg
nhu khong dem lai hi¢u qua ha huyét 4p 6n dinh. Trong nghién ctu nay, COZAAR duge dung
nap tot.

Vi nhitng bénh nhi ¢6 thé nubt dugc vién thube, lidu duge khuyén cdo la 25 mg 1 lc:m;’ngay 6
nhimg bénh nhin nang > 20 kg dén < 50 kg Co thé tang lidu dén tdi da 13 50 mg ngay 1 14n.
O nhimng bénh nhan > 50 kg, lidu khéi ddu 14 50 mg, ngay 1 1in. C6 thé tang liéu dén téi da
100 mg, ngay 1 lan.

Trén cAc bénh nhi ¢6 tinh trang giam thé tich tuin hoan, cin didu chinh tinh trang nay trude
khi diing COZAAR.
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Nhimg phan tng cé hai xay ra & bénh nhi khi sir dung thudc ciing tuong tw nhu nhimg phan
{mg da quan sat thay & ngudoi 1on,

Khéng khuyén cao st dung COZAAR & nhimg bénh nhi c6 do loc cdu thin
<30 mL/phat/1,73 m®, & nhimg bénh nhi bj suy gan, hoic & tré so sinh vi chua ¢6 dir liéu.

SU DUNG CHO NGUGI CAO TUO!

Trong céc nghién ciru ldm sang, khong ¢6 su khic bigt vé mit hidu qua va an toan cia
losartan lién quan dén tudi téc.

CHUNG TOQC

Dhra trén Nghién ciru déanh gid hi¢u qua gidm huyét 4p khi can thiép bing losartan (Losartan
Intervention For Endpoint reduction in hypertension — LIFE), 1¢i ich lam giam ty 1€ mic va ty
I¢ tr vong do bénh tim mach trén ngudi bénh dung COZAAR so sanh v&i nhom dung atenolol
khéng thé ap dung cho nhom ngudi bénh da den bi ting huyet ap va phi dai that trai mic dau
hiéu qua ha &p trén ca hai nhém ngudi bénh da den nay déu nhu nhau. Pdi v6i quén thé chung
cia nghién ciru LIFE (n=9.193), COZAAR lam giam 13,0% nguy co (p=0,021) so v sit
dung atenolol ddi véi tiéu chi chinh phbi hop cac bién ¢ tir vong do tim mach, dot quy va
nhdi méu co tim. Trong nghién cta nay, COZAAR gidm duge nguy co mic va tir vong do tim
mach so vé&i sit dung atenolol cho ngudi bénh khong thude nhém chung tde da den, bi ting
huyét 4p ¢6 phi dai thét trai (n=8. 660), dugc danh gis bing tiéu chi chinh phdi hop cac bién cb
tr vong do tim mach, dét quy, nhdi mau co tim (p=0,003). Tuy nhién trong nghién ciru nay,
ngudi bénh da den dugc didu tri bing atenolol lai it cé nguy co gip cac bién c6 phéi hop hon
nhém ngudi bénh da den ding COZAAR (p=0,03). Trong phin nhém ngudi bénh da den
(n=533, chiém 6% luong ngudi bénh trong nghién ciru LIFE), da ¢6 29 trudng hop trong 263
ngudt bénh dung atenolol gép nhém bién c¢b nay (11%; 25,9 cho mdi 1.000 ngudi bénh-nam)
va 46 trudng hop trong sé 270 ngudi bénh ding COZAAR (17%; 41,8 cho mdi 1.000 nguoi
bénh-nédm).

TUONG TAC THUOC
Céc thudc tri ting huyét 4p khéc ¢6 thé lam ting tic dung ha huyét 4p cia losartan. Ding
ddng thdi voi cac chit khdc ma cé thé giy ha huyét 4p nhu mot phan vmg bt lgi (nhir thudce
chéng trim cam ba vong, thudc chéng loan than, baclofen and amifostin) c6 thé 1am ting
nguy co ha huyét 4p.

Losartan chtl yéu diroc chuyén héa béi cytochrom P450 (CYP) 2C9 thanh chét chuyén hoa
acid carboxy co6 hoat tinh. Trong mgt thir nghiém 14m sang, da thay fluconazol (thubc vc ché
CYP2C9) lam giam ndng d6 chit chuyén hda ¢6 hoat tinh khoang 50%. Piéu di dwoc tim
thiy 1a didu trj ddng thoi losartan vdi rifampicin (thube gy cam Ung céc enzym chuyén hoa)
dem lai sy giam 40% ndng d6 chit chuyén hoa cé hoat tinh trong huyet twong. Chua 13 ¥
nghia lam sang cua tac dyng nay. Khong tim thdy su khic biét vé ndng do véi viée didu tri
dong thoi voi fluvastatin (thude tre ché yéu CYP2C9).

Ciing nhu véi céc thude khdc chen angiotensin II hodc cic tac dung cia nd, viée dimg dbng
thoi véi cac thude khac gift kali (vi dy thubc loi tiéu gir kali: amilorid, triamteren,
spironolacton) hodc cé thé lam tang n(}jng do kali (vi du heparin), chét bo sung kali hodc chét
thay thé mudi c6 chira kali ¢6 thé din dén tang kali huyét thanh, Khéng nén dung thuc déng
thoi.

Tang ¢6 hdi phuc vé& nong d6 lithium huyét thanh va ddc tinh d duoce béo cdo trong khi ding
dong thoi lithium véi thude Gc che men chuyén. Cac trudmg hop rét hiém gip cing da dugc
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bdo cao véi thude déi khang thu thé angiotensin II. Vie dung dong thoi lithium va losartan
can duoc thue hién than trong. Néu su két hop nay ching to la can thiét, khuyén céo theo di
ndng d6 lithium huyét thanh trong khi ding ddng thoi.

Khi ding déng thdi thube déi khing angiotensin 11 véi thude chdng viém khéng steroid
(NSAID) (tae la thubc e ché chon loc COX-2, acid acetylsalicylic & liéu chéng viém va
thube chong viém khéng steroid khéng chon loc), su giam téc dung ha huyét ap o thé xay ra.
Dung ddng thoi thude dbi khang angiotensin I hodc thude loi tidu va thudc chéng viém
khong steroid co thé din dén tang nguy co xAu di chire nang than, bao gdm ca suy than clp ¢6
thé gap va tang kali huyét thanh, dic biét 12 & nhimg bénh nhan co chirc néng than kém ti
trude. CAn than trong khi dung su két hop nay, ddc biét 1a & ngudi cao tudi. Nén bu nude day
du cho bénh nhin va nén xem xét theo ddi chirc nang than sau khi bat dau diéu tri dong théi
va dinh ky sau d6.

Di ligu thtr nghiém 14m sang da cho thay trc ché kép hé renin-angiotensin-aldosteron (RAAS)
qua viéc ding két hop thuoc i ché men chuwen thube chen thu thé angiotensin II hodc
aliskiren c6 lién quan véi tan suft cao hon Ve céc phan img bét loi nhu ha huyet ap, tang kali
mau va gidm chirc ning than (bao gdm ca suy than cip) so véi ding mét thude tic dung 1én
renin-angiotensin-aldosteron don ddc¢ (xem phdn CHONG CHI BINH, THAN TRONG va
CAC PAC TiINH DUGC LUC HOC).

TAC DUNG NGOAI Y

Trong nhimg thir nghiém lam sang vé téng huyét ap co dbi chimg, nhin chung COZAAR dugc
dung nap tdt. Céc tic dung ngoai ¥ vé& ban chit thuomg nhe va thoang qua, khong can phai
ngimg thude. Ty 18 chung céc tdc dung ngoai y cia COZAAR c6 thé so sanh twong dwong véi
placebo.

Trong céc thir nghiém 14m sing 6 déi chimg v& tang huyét 4p vd can, & mot sé ngudi bénh
didu tri béng COZAAR, chong mét 1a tic dung ngoai y duy nhét lién quan dén thude duge bio
cho voi ty 1& > 1%, cao hon so véi placebo. Ngodi ra, cdc tac dung ha huyét 4p tur thé dimg
lién quan dén lidu lugng chi thiy < 1% s nguoi bénh. Hiém gip ban dd, tuy nhién ty 1€ gép
trong céc thir nghiém 1am sang ¢ dbi chimg lai thiy thap hon ca & placebo.

Trong nhimg thir nghiém 1am sang mu ddi ¢6 dbi chimg vé tang huyét 4p v6 cin, cdc tac dung
ngoai ¥ sau day duogc béo cdo véi COZAAR, xay ra & > 1% ngudi bénh, bat ké 1ién quan dén
thudc hay khéng.

COZAAR Placebo
(n=2.085) (n=3535)
Toan than
Pau bung 1,7 1,7
Suy nhuge/mét moi 3.8 3.9
Pau nguc 1,1 2,6
Phiv/sung 1.7 1,9
Tim mach
Dénh trbng nguc 1,0 0,4
Nhip tim nhanh 1,0 157




COZAAR Placebo
(n=2.085) (n = 535)
Tiéu héa
Tiéu chay 1,9 1.9
Kho tiéu 1,1 1,5
Budn non 1,8 2.8
Co xuong
Dau lumg 1.6 1,1
Chudt rut (vop be) 1,0 1,1
Thén kinh/Tém thén
Choéng mat 4,1 24
Nhire déu 14.1 17.2
Mt ngt 1,1 0,7
H6 hdp
Ho 3.1 2,6
Sung huyét mii 1,3 I,1
Viém hong 1,5 2,6
Chimg rdi loan xoang 1,0 1,3
Nhim tring dudng hd hip trén 6,5 5,6

Trong cac thir nghiém 14m sang c¢6 ddi chimg trén ngudi bénh tang huyét ap ¢ phi dai thét
trai, nhin chung COZAAR dugc dung nap t6t. Nhiing tic dung ngoai y lién quan dén thude
hay giip nhét 1a chodng vang, suy nhugce/mét méi va chéng mit.

Trong nghién ciru LIFE, trong s6 ngudi bénh khéng bi dai thio dudng trude lic nghién ciru,
ty 18 dai thao dudong méi méc & nhom ding COZAAR thép hon nhém ding atenolol (tuong
ung 1a 242 so vdi 320 ngudi bénh, p<0,001). Do khéng cé nhém dung placebo trong nghién
ctu nay nén khéng rd day la tdc dung c6 lgi cia COZAAR hay la tdc dung c6 hai cua
atenolol.

Trong mdt nghién ctru 1am sang c6 dbi chimg trén nguoi bénh dai thao dudmg typ 2 ¢6 protein
niéu, ndi chung COZAAR duge dung nap tot. Cac tac dung ngoai y c6 lién quan dén thube
hay gip nhét 1 suy nhuroc/mét méi, chodng vang, ha huyét &p va ting kali mau (xem THAN
TRONG, Ha huyét 4p va Mt céin biing nuéc/dién giai).

COZAAR noéi chung duge dung nap t6t qua cac nghién ctru lam sang cé déi chimg trén bénh
nhan suy tim. Kinh nghiém ngoai v quan sat duoc 13 nhitng tic dung dic thu da bidt trude
trong nhém bénh nhén nay. Cac tic dung phu lién quan thubc thuémg gip nhat 13 chéng mit
va ha huyét ap.

Trong nghién ciru HEAAL (Heart Failure Endpoint Evaluation of Angiotensin II Antagonist
Losartan) (xem phan cic nghién ciru lam sang, HEAAL) céc tac dyng ngoai y quan trong trén
14m sang c6 lién quan thube gap nhiéu hon trén céc bénh nhén str dung COZAAR 150 mg so
véi COZAAR 50 mg, bao gdm tang kali mdu, suy than, ha huyét ap, ting creatinin mau va
tang uré mau. CAc tic dung ngoai y ndy khong 1am ting c6 ¥ nghia ti Ié ngung thubc & cac
bénh nhan dang diéu tri v6i COZAAR 50 mg.
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C6 thém nhitng tac dung ngoai ¥ sau day duge bao cdo sau khi thube duoc dura ra thi truong:
Qud man: ¢4c phan (mg phan vé, phir mach, ké ca phu thanh quan va thanh mén géy
tdc dudng thé vavhodc phu mat, mdi, hong va/hodc ludi dd duge bao cdo & mét so
hiém nguoi bénh dung losartan, vai nguoi trong s6 nguti bénh nay truce do da timg bi
phit mach khi diing c4c thudc khac bao gdm cac chat 1rc ché men chuyén. Viém mach
mau, k& ca ban Henoch- Schoenlein, di duoc bio céo, tuy hiém gip.

Tiéu héa: Viém gan (hiém gip), chitc nang gan bét thudng, ndn.
Réi logn toan than hodc tai noi ding thuée: khoé chiv.
Huyét hoc: thiéu mau, giam tiéu cdu (hiém gip).
Co xuong: dau co, dau khap.
Heé thong than kinh/tam than: dau nira dau (Migraine), loan vi giac.
Réi logn co quan sinh san va ngiee: 161 loan cuong duong/bét luc.
H6 hdp: ho.
Da: may day, ngira, d6 da toan than, nhay cam véi anh sang.
BAO NGAY CHO BAC ST HOAC DUGC SI NEU GAP BAT KY TRIEU CHUNG NAO
KE TREN HOAC CAC BAT THUONG KHAC.
Cdc xét nghiém cin ldim sang

Trong cac thi nghiém lam sang ¢ déi chimg vé tang huyet 4p vb can, cac bién d6i ¢6 ¥ nghia
quan trong vé 14m sang cua cac thong sb xét nghiém hiém khi lién quan dén viée sir dung
COZAAR. Trong cdc thir nghiém 14m sang vé ting huyét ap, tang kali mu (kali huyét thanh
>5,5mEg/L) gip & 1,5% ngudi bénh. Trong mét nghién ciru 14m sang tién hanh trén ngudi
bénh dai thao dudmg typ 2 c6 protein niéu da gap tang kali mau trong 9,9% ngudi bénh dung
COZAAR va 3,4% ngudi bénh ding placebo (xem THAN TRONG, Ha huvét ap va Mét can
bang nudc/dién giai). Hiém gap truong hop tang ALT va thuong hdi phuc khi ngimg thuée.

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

Chua ¢6 nghién ciru ndo vé tic déng trén kha ning 14i xe va vén hanh may moc da duge thuc
hién. Tuy nhién, khi I4i xe hodc van hanh may moe, phai luu y rang chéng mat hodc budn ngl
d61 khi c6 thé xay ra khi ding li¢u phap chéng ting huyét ap, dac biét 1a khi bat ddu didu tri
hoac khi tang lidu.

CAC PAC TINH DUQC LUC HOC

Losartan la chit d6i khang thy thé angiotensin II (typ AT), dung dudng uong Angiotensin II
gén vao thu thé AT, & nhiéu loai md (vi dy, co tron mach mau, tuyén thuong thin, than, tim)
va tao ra cac tac dung sinh hoc quan trong, bao gdm co mach va tiét aldosterone. Angiotensin
II ciing kich thich sy tdng sinh té bao co tron. Céc thir nghiém sinh hoc vé su giin két va duoc
1y hoc d4 cho thiy losartan gan c6 chon loc vao thu thé AT,. Qua két qua in vitro va in vive,
ca losartan va cac chat chuyén ho acid carboxylic ¢ hoat tinh duoc ly hoc (E-3174) s& (e
ché moi tac dung sinh 1y néu trén cta angiotensin II, bt ké ngudn géc hoic con duomg téng
hop cia angiotensin I1.

Khi ding losartan, phan héi 4m tinh cia angiotensin 11 d6i véi tiét renin s& khong con, dén t6i
tang hoat tinh renin trong huyét tuong va cubi cing lam tang angiotensin Il trong huyet tuong.
Mic dit ting nbng dd cac chét nay nhumg tic dung 1dm ha huyét 4p va git nong do
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aldosterone khéng cao trong huyét tuong vin duge duy tri, chimg to téc dung e ché hiru hiéu
thu thé angiotensin 11.

Losartan gfm ¢o chon loc vao thu thé AT|, ma khéng gfm vao hodc (rc ché cac thu thé hormon
khac hoiic cac kénh ion quan trong trong su diéu hoa tim mach. Hon nita, losartan khong tc
ché men chuyén angiotensin (ACE) (kininase II), 13 men phan hay bradykinin. Vi viy, nhimg
tac dung nao khéng lién quan dén sy 1ac ché thu thé AT, nhu 1a ting tac dung qua trung gian
bradykinin hay tac dung gay phi n& (losartan 1,7%; placebo 1,9%) déu khong xay ra khi ding
losartan.

Losartan (rc ché cdc dap img véi cac angiotensin I va II ma khong c6 anh hudng t6i cac dap
mg véi bradykinin, phét hién nay phit hop véi co ché tac dung dac hiéu ciia losartan. Nguge
lai, cac chit trc ché men chuyén ACE lai chen cac dap (g véi angiotensin 1 va lam tang dap
¢mg véi bradykinin ma khéng \rc ché dap tmg véi angiotensin 1. Day la diém khac biét vé
dugc luc hoc gitra losartan va cac thude e ché men chuyén ACE.

Trong 1 nghién ctru duoe thiét ké dac biét dé danh gia ty 16 ho & bénh nhan dung COZAAR
so voi bénh nhan ding thube e ché men chuyén ACE, ty 18 ho & ngudi diung COZAAR hodc
nhém dimg hydrochlorothiazide 13 ngang nhau va thip hon d4dng ké so v6i & nhém ding thube
trc ché men chuyén ACE. Ngoai ra, mdt phan tich tng hop tir 16 thir nghiém 14m sang thiét
ké mu d6i trén 4.131 ngudi bénh cho thiy ty 1& ho theo bao cdo tu nguyén & ngudi bénh sir
dung losartan (3,1%) cling twong ty nhu & ngusi bénh st dung placebo (2,6%) ho#c
hydrochlorothiazide (4,1%), trong khi ty 1é ho khi sir dung chét (tc ché men chuyén ACE la
8,8%.

O ngudi bénh tang huyét 4p khéng bi tiéu dudng va ¢6 protein niéu, losartan lam giam r rét
protein niéu, giam thai albumin va lgG. Losartan duy tri 46 loc cdu than va giam thé tich loc.
N6i chung, losartan lam giam acid uric trong huyét thanh (thuomg < 0,4 mg/dL), tac dung nay
14u bén khi ding losartan kéo dai.

Losartan khong ¢6 anh huong toi cac phan xa than kinh thyuc vat va khéng c6 tac dung lau dai
1én norepinephrine huyét tuong.

V&i ngudi bénh suy thét trdi, lidu 25 mg va 50 mg losartan gdy céc tic dung tich cuc trén
huyét dong va than kinh thé dich, dic trung béi su tang chi s tim va giam ap luc mao mach
phodi bit, strc can cua mach mau toan than, huyét ap trung binh toan than, nhip tim va giam lan
lugt ndng d6 aldosterone va norepinephrine trong mau. Ha huyét 4p & nhitng ngudi bénh suy
tim nay phu thuédc liéu ding.

Trong céac nghién ctru ldm sang, ding COZAAR mdi ngdy mét 14n & ngudi bénh o ting
huyét 4p v6 ciin nhe va trung binh d3 lam gidm c6 ¥ nghia huyét 4p tdm trrong va tAm thu: tac
dung ha huyét 4p duge duy tri cho t6i mot nam trong cac nghién ctra 14m sang. Po huyét ép &
thdi diém day (24 glo sau khi uéng thubc) so vo1 thoi diém dinh (5-6 gi®r sau khi dung thubc)
da ching minh ¢6 gidm huyet ap On dinh qua sudt 24 gio. Tac dung ha huyét ap dién ra tuong
tmg véi nhip sinh hoc huyét 4p. Hidu qua giam huyét &p lic cudi khoang 1iéu bing khoang
70-80% hidu hre dat duge sau khi ding thude 5-6 git. Ngimg ding losartan & ngudi ting
huyét 4p khéng lam huyét 4p ting dot ngdt tr& lai. Mic dii ¢6 giam dang ké v& huyét ap, ding
COZAAR khéng c6 anh hudng 1am sang r6 rét 1€n nhip tim.

Ubng COZAAR SOTIOO mg, ngay mét 1an, s& gdy ha huyét ap o rét hon so vdi captopril 50-
100 mg, ngay mét lan. Tdc dung ha huyét ap cia COZAAR 50 mg tuong duong véi tac dung
cua enalapnl 20 mg, ubng ngay mot 1an. Tac dung ha huyét 4p cua COZAAR 50-100 mg ngay
udng mét 14n c6 thé so sanh twong dwong vai atenolol 50-100 mg, ubng ngay mot 1an. Tac
dung clia COZAAR 50-100 mg, ubng ngay mét lan ciing tuong duong vdi felodipine vién
phong thich kéo dai 5-10 mg & ngudi bénh cao tudi ting huyét ap (> 65 tudi) sau 12 tuan didu
tri.
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COZAAR ciing c6 hiéu luc twong duong khi dung & nam ciing nhu nit, & ngudi tre tudi (< 65
tu01) hodc 16n tudi (> 65 tudi) bi tang huyét ap. Mac du COZAAR co6 tac dung ha huyét ap ¢
tAt ca cac chung téc, nhung ciing nhu cac thube tac dong trén hé renin-angiotensin, nguoi da
den bi tang huyét ap c6 dap img thudong kém hon so véi ngudi khong phai da den khi ding
don tri liéu losartan.

Khi phéi hop véi thude loi tiéu nhom thiazide, COZAAR ¢6 tac dung hiép luc 1am ha thém
huyét ap.

Nghién ciru LIFE

Nghién ctru LIFE (Losartan Intervention For Endpoint reduction in hypertension - Nghién ctru
danh gia hiéu qua giam huyét ap khi can thiép bing losartan) & nguoi bénh ting huyét 4p 1a
mét nghién ctru 16n, da trung tam, da quéc gia, thiét ké ngau nhién, mu ba, c6 so sanh véi
thube khac, duoc tién hanh trén 9.193 nguoi bénh tang huyét ap, tum 55-80 (trung binh 67
tudi) c6 bang chimg dién tAm db phi dai thit. Trong s6 nguoi bénh tuyén chon, ban dau da c6
1.195 ngudi bi dai thao duong (13%), 1.326 ngudi b tang huyét ap tim thu don thuan (14%),
1.468 (17%) bénh mach vanh va 728 (8%) c6 bénh mach méau ndo. Muc dich cua nghién ciru
1a chimg minh tac dung béo vé tim mach ctia COZAAR nhiéu hon so véi atenolol va vuot
trén loi ich kiém soat huyét 4p don thudn (huyét 4p do & thoi diém day). Dé dat muc tiéu do,
nghién ciru duoc thiét ké sao cho ca hai nhom diéu tri dat duge tri sb huyét 4p nhu nhau.
Nguoi bénh duoc chon ngau nhién dé udng mdi ngay mét 1dn COZAAR 50 mg hodc atenolol
50 mg. Néu khoéng dat dugc huyét ap muc tiéu (<140/90 mmHg), thi trudc hét thém
hydrochlorothlazlde (12,5 mg) va khi can thi tang lleu COZAAR hoic atenolol 1én 100 mg,
udng mdi ngay mét lan. Khi can c6 thé thém cac thude ha huyét ap khac vao ché do diéu tri
dé dat mirc huyet 4p mong mudn (vi du: tang liéu hydrochlorothiazide 1én 25 mg hodc thém
céc thude loi tiéu khac, thude chen kénh canxi, Chf;l'l alpha hodc thude tac dong than kinh
trung uong, nhung khong dwoc thém thube irc ché ACE, thude déi khéng angiotensin II hodc
chen beta).

O ca hai nhém diéu tri, huyét 4p giam dang ké dén mirc tuong duong va ty 16 ngudi bénh dat
huyét 4p muc tiéu ciing tuong duong. Thoi gian theo doi trung binh 1a 4,8 nam.

Tiéu chi chinh phbi hop ty 1€ mic va tir vong do bénh tim mach duoc danh gia béng su giam
ty 1¢ phéi hop cac bién cb tir vong do tim mach, ddt quy va nhdi méu co tim. Cac két qua cho
thdy dung COZAAR lam giam 13,0% nguy co (p=0,021) so véi nguoi bénh dung atenolol
trén nhitg nguoi bénh dat dugce tiéu chi chinh (xem hinh 1).

— Atencicl

Mirc gidm nguy cor da hiéu chinh: 13,0%; p =0,021

T§ 1& (%) bénh nhén cé bién cd ddu tign

6 12 18 24 30 36 42 48 51 &0 66

$6 thang nghién ciru

Hinh 1. Bleu d6 Kaplan-Meier vé tiéu chi chinh phéi hop ty I8 tir vong do tim mach, djt
quy, hoac nhdi mau co tim & céc nhém dung COZAAR va atenolol hiéu chinh theo dlem
sb Framingham ban diu vé nguy co va mirc d§ phi dai tim thit trén dién tam dd

Dung COZAAR lam giam dén 25% nguy co dot quy so v&i atenolol (p=0, 001). Ty 1€ tir vong
do tim mach va nhdi mau co tim khong khac biét ¢6 ¥ nghia gifra hai nhém diéu tri. Tac dung
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cua COZAAR trén tiéu chi chinh phéi hop ¢é vé trbi hon va vuot trén lgi ich kiém soat huyél

ap don thudn (xem bang sau).

CAC TIEU CHI DANH GIA CUA NGHIEN CUU LIFE

COZAAR Atenolol
Kétqua | (n=4.605) | Ty1e* | m=4.588) | Ty1é* | Nguy co giam** | Giatrip
n (%) n (%)
Tiéu chi
chinh phéi | 508 (11%) | 23.8 | 588(13%)| 27.9 13% 0,021
hop
Céc thanh phan ¢ia tiéu chi chinh phdi hop
Tuvengdo | 501 a0y | 92 | 234(5%) | 10,6 11% 0,206
tim mach
Dotquy | 232(5%) | 10,8 | 309(7%) | 14,5 25% 0,001
Rboimaw | 1og paen 92 | 188(4%) | 8.7 “7% 0,491
cotim

* Trén méi 1.000 nguoi bénh - ndm theo doi

** Hi¢u chinh dia vao diém sé Framingham ban ddu vé nguy co va mike dg phi dai tam thét trdi trén
dién tdm do.

Cac ti€u chi danh gia 1am sang khac cua nghién ctru LIFE gom ty 1€ t vong toan bg, ti 1€
nam vién do bénh tim hodc dau l.hat ngue, thi thuat tai cip méu mach vanh va mach mau
ngoai bién va ngimg tim duoc ciru séng. Khong ¢6 khac biét dang ké vé ty 18 cac bién ¢b nay
gitra cac nhom nghién ciru. Ngudi bénh ding COZAAR ¢6 giam 18 rét céc chi s6 dién tdm db
vé phi dai that trai, so véi nhém ding atenolol.

Tac dung cua COZAAR so véi atenolol ve ty 1¢ méc bénh va tir vong do tim mach duge quan
sat trén cac phan nhém nguoi bénh cé sin tlen su dai thao duong (n=1.195) hodc téng huyét
ap tdm thu don thuén (n=1.326). Cac két qua vé tiéu chi chinh phéi hep & cac phan nhom nay
phn hgp véi nhan dinh vé loi ich didu tri bing COZAAR trong quén thé chung ca nghién
ciru: giam 24% nguy co (p=0,03) & ngudi dai thdo duong va giam 25% nguy co (p=0,06) ¢
ngudi ting huyét 4p tam thu don thudn. Phi hop v6i céc két qua trong quin thé chung, giam
dot quy cting la mét dong gép quan trong vao loi ich quan sat duoc ¢ ngudi bénh dai théo
dudng hoic ting huyét ap tim thu don thuin.

Chung téc

Theo nghién ciu LIFE, lgi ich cia COZAAR trén ty1é méc bénh va tr vong so Vi atenolol
khong ap dung cho ngudi bénh da den bi tang huyét 4p va phi dai tAm thit trai, mic du ca hai
phéc d6 didu tri déu lam giam huyét 4p hitu hiéu & ngudi bénh da den. Trong nghién ciu
LIFE, COZAAR lam giam nguy co mac bénh va tr vong so véi atenolol & nguoi bénh khong
phai da den bi tang huyét ap kém phi dai thit trai (n= 8. 660) dugc danh gia bang tiéu chi phdi
hop chinh céc ty 1€ tr vong do tim mach, d6t quy va nhéi mau co tim (p=0,003). Tuy vay,
trong nghién ctru ndy ngudi beénh da den ding atenolol lai ¢ nguy co thdp hon vé tiéu chi
phdi hop chinh so véi & ngudi bénh da den dung COZAAR (p =0,03). Trong phan nhém ngudi
bénh da den (n=533; chiém 6% tong sb nguorl bénh tham gia vao nghién ciru LIFE), c¢6 29
bién ¢ ph01 hop chinh trong 56 263 ‘ngudi dung atenolol (11%; 25,9/1.000 bénh nhan-nam)
va 46 bién c6 phdi hop chinh trong sé 270 bénh nhan dung COZAAR (17%; 41,8/1.000 bénh
nhédn-nam).
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Trong nghién ctru nay, COZAAR n6i chung dugc dung nap tot va dung nap tot hon atenolol,
vi ¢6 ty 1€ ngumg thuoc do tac dung ngoai y thap hon 6 rét.

Nghién ctiru RENAAL

Nghién ciru RENAAL (Reduction of Endpomts in NIDDM with the Angiotensin II receptor
Antagonist Losartan - Nghién ciru danh gia hiéu qua giam bién cb khi diéu tri bang thudc vrc
ché thu thé Angiotensin II 13 losartan cho nguodi bénh dai théo dudng khong phu thude
insulin) la mot ngh1en ciru 16m, da trung tam, ngdu nhién, mu ddi, c6 d6i chimg placebo dugc
tién hanh trén toan cau & 1.513 nguoi bénh dai thao dudomg typ 2 c¢6 kém protein niéu (751
ngudi dung COZAAR) va cé hodc khong co ting huyét 4p kém theo. Muc dich ctia nghién
clru la chung minh tac dung bao v¢ thén cia COZAAR vuot trdi va vugt trén tac dung kiém
soat huyet ap don thuan. Dé dat muc tiéu nay, nghién ctru duge thiét ké sao cho hai nhém diéu
tri déu dat muc huyét ap kiém soat nhu nhau. Ngudi bénh c6 protein ni¢u va creatinin huyet
thanh 1a 1,3-3,0 mg/dL dugc chon ngau nhién dung COZAAR 50 mg, ngay uong mot 1an va
chinh lidu theo dap tmg cua huyet ap, hodc dung placebo, dé bd sung vao 1 thudc ha huyet ap
thuomg 1é dang dung, ngoai trir thudc trc ché men chuyen ACE va thubc déi khang
angiotensin II khac Cac nha nghién ciru duge yéu clu diéu chinh liéu thudc nghién ciru den
100 mg, mdt lan m&i ngay cho phi hqp C6 72% ngudi bénh ding ligu 100 mg COZAAR mdi
ngay trong phin 16n thoi gian tham gia nghién ciru. Co6 thé thém céac thudc ha huyel ap khac,
néu can, cho ca hai nhém (thudc loi tiéu, chen kénh canxi, chen alpha va beta, thubc tac dong
than kinh trung wong). Ngudi bénh duoc theo dai cho téi 4,6 nam (trung binh 3,4 nam).

Tiéu chi chinh cua nghién ciru nay 1a tiéu chi ph01 hop danh gia su tang gip doi nong do
creatinin huyét thanh, bénh than ~giai doan cudi (can Phal tham phan mau hodc ghép than),
hoic tir vong. Cac két qua cho thiy COZAAR (327 bien ¢6) so véi placebo (359 bién co) lam
giam 16,1% (p—O 022) nguy co trong s6 ngudi bénh mic tidu chi chinh phdi hop. Két qua
cling cho thdy giam cé y nghia nguy co timg thanh phin cia céc tiéu chi chinh xét riéng hogc
danh gié chung & nhom dung COZAAR nhu sau: giam 25,3% nguy co ting gap ddi nong do
creatinin huyét thanh (p=0,006); giam 28,6% nguy co tién tnen dén bénh than giai doan cudi
(p=0,002); giam 19,9% nguy co bénh thén giai doan cubi hodc tir vong (p=0,009); glam
21,0% nguy co tang gip doi nong do creatinin huyét thanh hoc bénh than giai doan cudi
(p=0,010). Ty 1é tir vong do moi nguyén nhan khong khéc biét cé ¥ nghia gifra hai nhém diéu
tri.

Cac ti€u chi phu cia nghién clru nay la: thay ddi vé protein nigu, tbc dd tién trién bénh than,
ty 1& méc va tir vong tong hop do cac nguyén nhan tim mach (nam vién do bénh tim, nhdi mau
co tim, thu thuft tai cdp mau, dot quy, nhip vién do dau that nguc khong on dinh hodc tir
vong do bénh tim mach). Cac két qua cho thiy ¢ giam mmg binh 34,3% mic protein niéu &
nhom ding COZAAR (p<0,001). Ding COZAAR lam giam tdc do suy chirc ning than dén
13,9% ( p=0,003) trong giai doan nghlen ctru ding thude kéo dai (trung bmh cta toc d6 suy
than la 18,5% va6i p=0,01) khi danh gia qua tuong quan ty 1& nghich v&i nong do creatinin
trong huyét thanh. Khong c6 khac bi€t 1o rét giita nhom dung COZAAR (247 bién cb) vai
nhém placebo (268 bién cb) vé tiéu chi phéi hop ty 1¢ méc va tir vong do tim mach, mac du
nghién ctru nay khong du sirc manh thong ké dé tim ra tac dung nhu vay.

Trong nghién ciru nay, COZAAR n6i chung duoc dung nap tot dya trén bang chimg 1a ty 18
ngung thudc do tac dung ngoai y gifra hai nhom COZAAR va placebo tuong duong nhau.

Nghién ciru HEAAL: Nghién ciru d4nh gid hiéu qua thudc chen thu thé angiotensin I
Losartan trén suy tim (HEAAL) 1a mdt nghién ciru 1dm sang c6 dbi chimg tién hanh trén thé
giéi véi 3.834 bénh nhan tudi tir 18 dén 98 véi suy tim (D9 H-IV theo phan loai cua NYHA)
khéong dung nap véi diéu tri thuoc trc ché men chuyén. Bénh nhan dugc chia ngau nhién vao
nhém losartan 50 mg mot 1an mdi ngay hoac losartan 150 mg, trén nén diéu tri kinh dién
ngoai trir khong dung thude wrc ché men chuyén.
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Céc bénh nhén duogce theo doi qua 4 nam (trung binh 4,7 nam). Két cude chinh cia nghién ctru
12 tidu chi phdi hop tir vong do moi nguyén nhan hofic nhip vién vi suy tim.

Két qua cho thdy diéu tri v6i 150 mg losartan (828 bién c6) lam giam 10,1% (p=0,027, 95%
khodng tin céy 0,82-0,99) nguy co trong 56 bénh nhén mac tiéu chi chinh phdi hop. Két qua
nay duge quy két chu yéu la do giam ti 1¢ nam vién vi suy tim. Didu tri v6i 150 mg losartan
lam giam nguy co ndm vién do suy tim 13,5% so véi didu tri biang 50 mg losartan (p=0,025
95% khoang tin cdy 0,76-0,98). Ti 1 tir vong do moi nguyén nhan khéng khac biét dang ké
gifta cdc nhoém didu tri. Suy than, ha huyét 4p va ting kali mau thudng gip hon & nhém sir
dung 150 mg so v&i nhém 50 mg, nhung céac tdc dung ngoai ¥ nay khong 1am téng ti 1¢ nging
thude & nhém sir dung 150 mg.

Nghién ciru ELITE I va ELITE IH:

Trong nghién ciru ELITE kéo dai 48 tudn trén nhimg bénh nhan bi suy tim (n=722) (P II-1V
theo phén loat cia NYHA), khéng tim théy su khac biét vé tiéu chi chinh 13 suy than kéo dai
& bénh nhén diéu tri bing COZAAR v bénh nhén duge diéu tri bang captopril. Loi ich vuot
tréi cia COZAAR so véi captopril trong giam nguy co tir vong dugc quan sét thdy trong
nghién ctru ELITE nay di khéng dugc xac nhén trong nghién ctru cudi cing ELITE 11 vé ty 1&
song con duge mo ta dudi day.

Trong mdt nghién ctru trén nhilg bénh nhan suy tim dugce thiét ké quan sat theo thoi gian dé
danh gia ty 1¢ ta vong (ELITE 1I), mot ché dd diéu tri véi COZAAR 50 mg ngay mot lan
(khoi ddu véi liéa 12,5 mg téng dan 1én 25 mg va 50 mg ngay mdot 14n) duoc so sanh véi
captopril 50 mg 3 1an mdi ngay (khoi dau véi lidu 12,5 mg va tang din 1én 25 mg va 50 mg 3
1in m&i ngay). Trong nghién citu nay (n=3.152), nhitmg bénh nhan bi suy tim (d6 II-IV theo
phan loai cia NYHA) duoc theo di trong xap xi 2 niim (trung binh thoi gian theo d&i 1a 1,5
nim) dé danh gia COZAAR hiéu qua hon captoril trong giam ty 1€ tr vong toan bd hay
khéng. Tiéu chi danh gia chinh cho thdy khéng c6 su khac biét ¢6 y nghia thong ké gifta
COZAAR va captopril trong vi€c lam giam ty 1€ tir vong chung (17,7% d6i véi COZAAR va
15,9% dbi véi captopril, p=0,16). Tiéu chi dédnh gia thit 2 cho thay khéng c6 su khac biét c6 y
nghia thong ké trong viéc lam gidm dot tor do tim mach va/hodc ngung tim duge h01 strc
(9,0% ddi v6i COZAAR va 7, 3% ddi véi captopril, p=0,08). Tiéu chi danh gia thir 3 vé 1y 1
tir vong va‘hodc nhap vién do tt ca cac nguyén nhan cho thiy khéng c6 su khéc biét ¢b y
nghia théng ké gitta COZAAR va captopril (47,7% dbi véi COZAAR va 44,9% d6i véi
captopril, p=0,18). Nhin chung, nhimg tiéu chi danh gia khac vé ty 1 mic va tir vong bao
gbm ca su cai thién theo phan loai cita NYHA déu khong khéc nhau gifta cdc nhom diéu tri.
Trong ca 2 thir nghiém lam sang c6 d6i chimg trén bénh nhén suy tim, COZAAR dugc dung
nap tot va céc diic tinh v& tinh dung nap ciia COZAAR tét hon captopril, dugc danh gid dua
trén ty 18 ngung didu tri do tac dung phu va ty 1¢ ho thip hom dang ké.

CAC PAC TINH DUGQC PONG HOC

£
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Hép thu

Sau khi udng, losartan hap thu 6t va qua chuyén hoa lan déu tién tao chit chuyén hoa acid
carboxylic con hoat tinh va céc chit chuyén hoa khéng c6 hoat tinh khéc. Sinh kha dyung toan
than cia vién nén losartan khoang 33%. Cac nong d6 dinh trung binh cua losartan va ctia chét
chuyen hoa ¢6 hoat tinh dat dugc sau khi udng moét gitr (v losartan) va 3-4 gi¢ (véi chat
chuyén hoa). Khéng ¢6 anh hudng r6 rét trén lam sang toi nong do losartan trong huyét
trong, khi ding thude ciing bira an binh thuomg.
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Ca losartan va chat chuyt‘%n hoa c6 hoat tinh gin > 99% vao protein huyé} twong, chu yéu vao
albumin. Thé tich phén b6 clia losartan la 34 lit. Nghién ciru trén chudt cong cho thay losartan
qua hang rao mau ndo rat kém, co the la khong qua dugc.

Chu}:én hoa

Khoang 14% liéu tiém tinh mach hogc lidu ubng cua losartan duoc chuyén thanh chét chuyén
hoa c6 hoat tinh smh hoc. Sau khi udng va tiém tinh mach losartan kali danh déu bang )
chit danh dal} tun hoan trong huyét tuong chit yeu la losartan va chét chuyén hoa c6 hoat
tinh. Su chuyén hoa t0i thi¢u cua losartan sang chat chuyén hoa c¢6 hoat tinh gap ¢ khoang 1%
s6 ngudi nghién ciru.

Ngoai chat chuyén hoa c6 hoat tinh, con c6 céc chat chuyén hoa khong c6 hoat tinh dugc tao
thanh, bao gom hai chat chinh dugc tao nén do hydroxyl hoa chudi nhanh butyl va mét chat
chuyén hoa phu 1a N-2 tetrazole glucuronide.

DPao thai

D¢ thanh loc huyét tuong cua losartan la 600 mL/phut, cia chat chuyén ho c6 hoat tinh la
50 mL/phut. B thanh loc qua than cua losartan 1a khoang 74 mprhut va cua chat chuyén hoa
c6 hoat tinh 1a 26 mL/phut. Khi dung losartan theo duong ubng, khoang 4% lidu dung s€ dao
thai nguyén ven qua nuéc tiéu va khoang 6% liéu dung s& qua nuéc tiéu dudi dang chat

chuyen hoé c6 hoat tinh. Dugc déng hoc ciia losartan va ciia chat chuyén ho 1a tuyén tinh véi
liéu udng losartan kali téi 200 mg.

Sau khi ubng, nong d cua losartan va cua chét chuyen héa c6 hoat tinh trong huyét twong
glam theo ham nhiéu sé mii véi thoi glan ban thai cudi cling khoang 2 gi0 (voi losartan) va 9
gio (véi chét chuyén ho4). V6i lidu mdi ngay 100 mg, ca losartan va chat chuyén hoa con hoat
tinh déu khéng tich lity dang ké trong huyét twong.

Losartan va chit chuyén ho4 déu thai qua mat va nuge tiéu. Sau khi uong mdt lidu losartan
danh ddu véi '*C, khoang 35% chét danh dau tim thdy trong nuéc tidu, 58% tim thiy trong
phan.

Dic diém ngudi bénh

0 ngudi bénh c6 xo gan nhe va trung binh do nghién ruou, ndng dd cua losartan va cua chit
chuyén héa trong huyét tuong cao gip 5 1an (voi losartan) va 1,7 1an (véi chat chuyén hoa) so
v6i nhimg ngudi nam tinh nguyén khoé manh sau khi uéng thudc.

Khéng thé loai losartan va chat chuyén hoa c6 hoat tinh khéi co thé bing thdm phan mau.

QUA LIEU
Tai liéu vé sir dung qué liéu & ngudi con han ché. Bidu hién c6 1& hay gap nhét ciia qua lidu 1a
ha huyét 4p va tim dép nhanh; cling ¢c6 thé xay ra tim dap cham do kich thich than kinh ph6

giao cam (than kinh phé vi). Néu ha huyét ap triéu ching xay ra, can tién hanh cac bién phap
diéu trj hd tro.

Khoéng thé loai bo losartan hodc chit chuyén hoa con hoat tinh cta losartan bing thim phén
mau.

BAO QUAN
Béo quan dudi 30°C (86°F). Béo quan trong bao bi gbc. Tranh 4nh sang.

DANG TRINH BAY
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M3i vién nén COZAAR 12,5 mg chira 12,5 mg losartan kali, dugc déng trong vi 10 vién. M&i
hop chira 3 vi hodc 30 vién nén.

M3i vién nén COZAAR 50 mg chira 50 mg losartan kali, dugc déng trong vi 14 vién. Mdi
hop chira 2 vi hoac 28 vién nén.

M3i vién nén COZAAR 100 mg chira 100 mg losartan kali, dwgc dong trong vi 10 vién. Mbi
hop chira 3 vi hodc 30 vién nén.

HAN DUNG
36 thang ké tir ngay san xuét.

THUOC NAY CHi DUNG THEO PON CUA BAC SI. POC KY HUONG DAN SU DUNG
TRUGC KHI DUNG, NGAY CA KHI BAN PA DUNG THUOC NAY THEO PON CUA
BAC ST TRUGC DPO. MOT SO THONG TIN TRONG TO HUGNG DAN TRUGC PAY
CO THE PA PUGC THAY POI. NEU CAN THEM THONG TIN, XIN HOI Y KIEN BAC
SL.

XIN LUU Y RANG THUOC NAY PUQC CHI PINH CHO CA NHAN BAN. KHO
PUJC DPUA THUOC NAY CHO NGUOI KHAC SU DUNG. DE XA TAM TAY TRE E

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

TUQ. CUC TRUONG
PTRUSNG PHONG
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