,

|

COZAARXQ

5/100 g

https://trungtamthuoc.com/

BOY TE

i 0 F 1 2043

CUC QUAN LY DUQC
PAPHEDUYET |

wnjsseyod uelieso| g auidipojwe)

.OX 4¥¥Z0)

COZAARXQ"

(amlodipine & losartan potassium)

For Oral Use

30 Tablets

COZAARXQ"

(amlodipine & losartan potassium)

Chi dinh, Chang chi dinh, Cach dirg va cac thang tin khac:

vui long xem té hudrg dan st dung dinh kem.

BOC KY HUGNG DAN 50 DUNG TRUGC KHI DUNG.

N5X, HD, 54 |6 5X: xem "Mfg. date”, "
‘Lot Mo trén bao bi

Exp. date’,

Manufactured by/San xudt bai:
Hanmi Pharma, Ca,, Ltd. (Palt
893-5, Hajeo-ri, Paltan-myean,
Hwaseong-si, Gyeongg-do,
445-913, Korea

Packed by/Béng gai b
Merck Sharp & Dohme {Australia) Pty Limited,

54-88 Ferndell Street,
South Granville, NSW 2142, Australia

SEM s

THUOC BAN THEO PON

Fach tablet contains 7 84 mg

Contraindications,
Precautions/Warnings,
see accompanying circular.

1
|
!
e amlodipine tamsylate {eégui\ral'enr
g ' DE XATAMTAY TRE EM to5mg arrladlp|ne]and—1ﬂﬂmg
f % | losartan potassium. \ &
£4a Mdéi vign nén bao phim chia 7,84 mg emlodipine camsylate N B
23 | {tuang dudgng § mg amlodipine] va 100 mg losartan patassium, Store below 30°C.
18 o, . Store inthe original package. ==
= s | Hop 3 vix 10 vién nén bac phim. Pratect from maisture and Tight.
8
ok : 5 i 3 p g g i
R § | Bao quan dudi 30°C, trong bao bi gdc. Tranh 3m va anh sang, For Desage and Administratian,
X
|
r

DNNK: Cang ty C8 phin
Duge ligu TW 2,

24 Nguyédn Thi Nghia,
Quén 1, Tp. Ko Chi Minh

[l

goooolgooo

30 Tallets:

HHRHKKHBO

COZAAR XQ" HIITEN

{amlodipine & losartan potassium)

Aeoman



https://trungtamthuoc.com/

Single Platform Template 12296

Version: 01 | Platform Size: 80 x 118 mm

Product: COZAAR QX 10 tablets

[J MMDA’s Draft Artwork acceptable by Market

[] Market's Draft Artwork acceptable by MMDA

Name (Print Please):

Sign : Date:
Country:
i 0 \',I Vi - 8
COZAARXQ™ | COZAARNQY } E
(amlodipine camsylate & losartan potassium; | (amlodipine camsylate & lokartan potassium) . §
5/100mgTablet | 5/100 mg Tablet &
9 MSD 1 €3 MsD '
—————————————%——————————-—4—*——
COZAARXQ™ « COZAARXQ™
(amlodipine camsylate & losartan potassium) | {amladipine camsylate & losartan potassium] {=E
5100mgTablet | 5/100 mgTablet S
€9 MSD [ €3 MsD
_____________ e e s e R
|
COZAARXQ™ ' COZAARXQ™ |
{amlodipine amsylate & losartan potassium| : {amlodipine ramsylate & losartan potassium) E
5/100mgTablet |  5/100 mgTablet I8
€3 MsD : €3 mMsD
————————————— e ettt I 2
COZAARXQ™ | COZAARXQ™ |-
| (amlodipine camsyfate & losartan potassium) | (amlodipine @msylate & losartan potassivm) |~ - E =N
5/100mgTablet | 5/100 mg Takilet Ik
€» MSD : € mso T /AN R
TR DAt BEN =
Manufactured by: : Packaged by: .
Hanmi Pharm. Co., Ltd. | Merck Sharp & Dohme e
(Paltan site), | (Australia) Pty. Bimited, g
Korea 'i Australia |8
LOT NO, | EXP.DATE
|
|

COZAAR XQ 5/100mg

10 Tablets

TRADE Blister Foil
MALAYSIA

86 x 27 x 121 mm

B Process Black C

Musirans
Confidantlal
0 usw onty

Text Free Area
Platform is embossed. No Laser Etching

= Die Line (Does not print)
——————————— Perforations (Do not print)

Tablet positions
& centres (Do not print)

Market Artwork to be added to "ARTWORK" layer



https://trungtamthuoc.com/

N

o

THUOE Aﬁ_THEO"Bﬁls{ MKO0954F-VNM-2013-005762

Al HA NOI/<) THONG TIN SAN PHAM
NP4 COZAAR XQ¥, vién nén bao phim
. (losartan kali/amlodipine camsylate, MISD)

NHOM TRI LIEU

Cozaar XQ® (losartan kali/amlodipine camsylate) la thuc phdi hop cia mét chit déi khang thu thé
angiotensin II (tip ATI) va mot chat chen kénh calci.

THANH PHAN
Hoat chit

Cozaar XQ vién nén bao phim hinh bdu duc mau tring chira 50,00 mg losartan kali an\SQ mg amléd:pme

camsylate (trong duong 5 mg amlodipineg). \ y

Cozaar XQ vién nén bao phim hinh biu duc mau hdng sang chira 100,00 mg losartan kak va 7,84 mg
amlodipine camsylate (tvong duong 5 mg amlodipine).

Td diegc

M®bi vién chira cac ta dugc sau: hydroxytoluen butyl hoa, tinh bt natri glycolate, cellulose vi tinh thé, D-
mannitol, povidon, crospovidon, magnesi stearate, hypromellose, hydroxypropylcellucose, titan oxid, va
bot talc.

CHI PINH

Cozaar XQ (losartan kali/amlodipine camsylate) dugc chi dinh ding diéu tri cao huyét ap vo can & ngudi
16m khéng kiém soat tt véi don tri liéu bing amlodipine hay losartan.

LIEU LUQONG VA CACH DUNG
Liéu khuyén céo ctia Cozaar XQ I ngay mdt vién.
Cozaar XQ cd thé diing trong hoic ngoai bita an. Cozaar XQ nén duge ubng vdi nude.
Cozaar XQ c6 thé dugc dung véi cac thude chéng ting huyét ap khac.

Losartan la thube ¢6 hiéu qua diéu trj ting huyét ap, lidu mdi ngay mot lan 50 mg dén 100 mg, con
amlodipine c6 hiéu qua & licu 5 mg dén 10 mg khi ding don tri lidu. Liéu t8i da duge khuyén cao cia
Cozaar XQ 14 100 mg/5 mg.

Bénh nhén cd hpyét ap khong kiém soat tot bing losartan don déc hodc amlodipine don ddc c6 thé chuyén
sang di€u tri phoi hop bang Cozaar X0.

Cozaar XQ 50 mg/5 mg duge ding cho bénh nhén c¢é huyét ap khong kiém soat tdt bang losartan 50 mg
hoéc amlodipine 5 mg don doc.

Cozaar XQ 100 mg/5 mg duogc ding cho bénh nhan ¢é huyét ap khéng kiém soét tét bing losartan 100 mg
hoac Cozaar XQ 50 mg/5 mg.

Bénh nhén dang dung ca losartan ca amlodipine c6 thé chuyén sang Cozaar XQ (dang phéi hop liéu ¢b
dinh chita cung liéu cia méi thude) cho tién dung.

1
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Diing cho bénh nhdn suy thdn

Khong can diéu chinh liéu & bénh nhén suy thin mirc do nhe (dé thanh thai creatinin 20-50 ml/phit). Di
v&i bénh nhan suy thé_n miurc vira dén nang (dd thanh thai creatinin <20 ml/phiit) hodc bénh nhén chay than
nhan tao, khong khuyén cao dung Cozaar XQ.

Dimg cho bénh nhdn bi mdt nuée trong mach p\ )
péi VvGi bénh nhén bi mét nudc trong mach (nhu bénh nhin ding thudc loi niéu liéu cao), nén lidu
khoi déu 25 mg losartan ngay 1 ldn (xem muc Thén trong). Vi khdng ¢ liéu 25 mg losartan trol: ﬁnoS/
Cozaar XQ, nén can ding lidu nay bang loai losartan don tri liéu.

Dimg cho bénh nhan suy gan

Trong nhimg truong hop cin ding losartan liéu thép (25 mg ngay 1 ldn) cho bénh nhan c6 tién sir suy gan,
khéng khuyén cao ding Cozaar XQ.

Dung cho ngudi cao tudi

Nguéi cao tudi co d6 thanh thai giam, nén viéc diéu tri amlodipine can khoi dau & liéu 2,5 mg mdi ngay.
Nhung khong cé lieu 2,5 mg amlodipine trong thudc Cozaar XQ, nén can dung lidu nay bang loai
amlodipine don tri liéu.

Diing cho nguoi vi thanh nién va tré em

Vi dé an toan va hiéu luc cia thude Cozaar XQ chua xac dinh duoc & tré em <18 tudi, nén khéng khuyén
cao diung Cozaar XQ.

CHONG CHI PINH

1. Bénh nhén da biét co tién sit nhay cam v&i cac hoat chat hoac dihydropyridine

2. Phu nir mang thai hoac co thé ¢6 thai hodc ba me cho con bi
3. Suy gan ning
4. Hep van déng mach chi ning
5. Bénh nhan bj séc

THAN TRONG
Cozaar XQ

Bénh nhan bi giam thé tich (vi du nhimg ngudi dugc diéu tri bang thuéc loi tiéu)
Bénh nhan c6 ché dé an han ché mudi nghiém ngat

Bénh nhan suy than trung binh dén ning (tirc 12 d6 thanh thai creatinine < 20 ml/phit) hoic bénh nhan
dang tham phan

Bénh nhén bi tang kali huyét
Tut huvét 4p

Nhimg bénh nhan bi giam thé tich mau trong mach (nhu bénh nhén dung liéu cao thuée lgi niéu) hodc bi
hep 16 dong mach chii nang, c6 thé xay ra tut huyét ap triéu chimg. Giam thé tich mau trong mach can
dugc diéu chinh trude khi ding Cozaar XQ, hodc cin ding liéu khai dau thip (xem LIEU LUONG VA
CACH DUNG). Vi khéi du tac dung dan dan, nén tut huyét ap thuomg khéng xay ra.

Suv gan
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Dua vao két qua nghiép ciru duge ddng hoc, nr:fmg d6 losartan trong huyét tuong ting ¢6 y nghia & bénh
nhan xo gan, do d6, can ding liéu losartan thap hon cho bénh nhén suy gan (xem LIEU LUONG VA
CACH DUNG va BAC TINH DUGQC PONG HOQCQ).

Vi amlodipine bj chuyen hod rit manh & gan va nira doi thai trir khoi huyét trong (t,,) 12 56 gitr & bénh
nhén bj suy gan, cdn tang hodc giam lidu cham khi dung amlodipine cho bénh nhén suy gan nidng.

Losartan
Qua min: Phit mach (xem TAC DUNG PHU).

Mt can bang dich va dién giai

M4t cén bang dién giai thudng gap & bénh nhin suy thdn, c¢6 hodc khdng kem dai thao du‘c
quan tim. Trong mét nghién ciru 14m sang duoc tien hanh trén bénh nhan dai thao duong tlp
nigu, ty 1¢ tang kali huyét & nhém diéu tri losartan cao hon nhém placebo, tuy nhién, it bén
ngimg diéu tri do tang kali huyét (xem TAC DUNG PHU va Cdc kér qua xél nghiém).

V

._Icﬁ“m dugc
O'protei

Do hiu qua cua su e ché hé renin-angiotensin, nhimg thay ddi chirc nang thén ké ca suy than da dugc bao
céo & nhirng c4 nhan nhay cam; nhirng thay déi vé chitc nang thin nay c6 thé phuc héi khi ngimg diéu tri.

Suy thin

Nhitng thude khac anh huong dén hé renin-angiotensin c6 thé lam tang uré huyét va creatinin trong huyét
thanh & céc bénh nhén hep déng mach hai bén than hodc hep déng mach than ciia ngudi con mot than. Tac
dung tuong tr ciing da duoc bao cao voi losartan; nhitng thay ddi nay ciia chirc nang than cd thé phuc hbi
khi ngimg diéu tri.

Amlodipine

Tang dau thit ngure hodc nhdi méu co tim

Dau thit nge va nhdi méu co tim chp cé_thé phat trién sau khi bt diu hoac tang liéu amlodipine, dic biét
la & bénh nhan bi bénh déng mach vanh tic nghén manh.

SU DUNG O PHU NU' MANG THAI

Khi diing cho ngudi ¢6 thai vao ba thiang thir hai hodc thir ba ciia thai ky, nhimg thubc tac dung
trirc tiép trén hé renin-angiotensin c6 thé gay ra cho thai dang phat trién bi ton thwong va thiam chi
chét. Khi phat hién ¢6 thai, cin ngirng diing Cozaar XQ cang sé'm cang tbt.

Mic du chua c6 kinh nghiém dung Cozaar XQ cho phu nif ¢é thai, nhung nhitng nghién citu losartan kali
trén dong vét ching minh thai hodc con méi sinh ra bj ton thwong hoic bj chét, co ché dugc tin 14 do tac
dung duogc ly trén hé renin-angiotensin. O ngudi, qua trinh hinh thanh thén cho thai, tuy con phu thudce vao

sur phat trién cua hé renin- anglotensm thudng bat dau vao ba thang thir hai; do dé, nguy co cho thai ting,
néu Cozaar XQ dugc ding vao ba thang thir hai hodc thi ba cia thai ky.

Con chura c6 nhitng nghién ctru thich hgp va duoc kiém tra tét cia amlodipine & phu nir mang thai.

SU DUNG O PHU NU CHO CON BU

Con chua biét losartan hoic amlodipine c6 tiét duoc vao sita me khong. Vi nhiéu thude tiét duoc vao sira
me va vi kha nang co thé géy tac hai cho tré bii me, cAn phai suy xét nén ngirng cho con bii hodc ngirmng
ding thudc, tuy theo tim quan trong cia thude déi véi ngudi me.

SU DUNG O TRE EM

Vi dé an toan va hiéu luc cia Cozaar XQ cho tré <18 tudi chua x4c dinh duoc, nén khéng khuyén cdo
dung Cozaar XQ.

SU DUNG O NGUOT LON TUOI

Trong cdc nghién ctru 1am sang, khong thay cé lién quan vé tudi dén higu qua hoic tinh an toan cua
losartan.
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Vi d6 thanh thai cua am]odlplne giam & ngudi cao tudi va két qua la AUC tang khoang 40-60%, nén tri
ligu amlodipine can bt dau bang lleu mdi ngay 2,5 mg. Do liéu amlodipine 2,5 mg khéng c6 trong thuée
Cozaar XQ, nén can ding liéu nay bing loai amlodipine don trj liéu.

TUONG TAC THUOC
Cozaar XQ

Chura tién hanh nghién ciru tuong tac thudc ciia Cozaar XQ va cac thude khéac, nhung timg thudc losartan
va amlodipine da duoc nghién ciru nhu mo ta dudi day.

Losartan

Khéng c6 tuong tac thude-thude vé dwoc déng hoc ¢é y nghia 1am sang duoc tim thiy trong céc nghién
ciru vé tuong tac véi hydrochlorothiazide, digoxin, warfarin, cimetidine va phenobarbital. Rifampin la
chat giy cam tng chuyén héa thude, 1am giam ndng dd ciia chit chuyén héa c6 hoat tinh. & ngudi, hai
chat irc ché 3A4 da duoc nghién ciru. Ketoconazole khéng anh hudng dén sir chuyén déi losartan thanh
chat chuyén hoa cé hoat tinh sau khi tiém tinh mach losartan, va erythromycin khong c¢6 anh huérng coy
nghla lam sang sau khi dung losartan dudng uéng Fluconazole 1a chét trc ché P450 2C9, 18m jam néng
do ctia chit chuyén héa c6 hoat tinh. Cac hiu qua cia viéc sir dung ddng thri losartan va cac\c it lic ché-
P450 2C9 chua dige xem xét. Cac ddi tuong khéng chuyen héa losartan thanh chét chuyén hoa\se—l(at
tinh da dvoc chimg minh 13 ¢6 s khiém khuyét dac hiéu, hiém gap vé cytochrome P450 2C9. Nhing dir
liéu nay cho thay sur chuyen ddi losartan thanh chét chuyén hoa c6 hoat tinh chii yéu la qua trung gian
P450 2C9 va khong phai P450 3A4.

Ciing nhu céc thudc khic phong bé angiotensin II, dung déng thoi céc thudc loi niéu giit kali (nhu
spironolacton, triamteren, amilorid), cac thuéc bd sung kali, hodc cac chét thay thé mudi cé chira kali cé
thé lam tang kali trong huyét thanh.

Ciing nhu cac thudc khac c6 anh hudmg dén su thai trir natri, su thai trir lithi c¢6 thé giam. Do do, ham
lwong lithi trong huyét thanh can theo d@i can than néu cac mudi lithi cing dung phéi hop véi thude déi
khang thu thé angiotensin I1.

Céc thube chong viém khong steroid (NSAID) ké ca cac thube e ché cyclooxygenase 2 (COX-2) chon
loc, c6 thé lam giam tac dung ciia cac thude loi niéu va cac thube chong ting huyel ap khac. Do do, tac
dung chéng tang huyét ap cia cac thudc ddi khang thu thé angiotensin II hodic cac thude e ché ACE c6
thé giam bai cac NSAID ké ca céc thude trc ché COX-2 chon loc.

O mét s6 bénh nhan ¢6 chire ning thén suy giam (nhu bénh nhan cao tudi hodc bénh nhan co thé tich mau
giam, ké ca bénh nhén ding thude lgi niéu), néu dugce diéu tri bing thudc chong viém khong steroid, ké ca
thuoc irc ché cyclooxygenase-2 chon loc c6 thé bi tn hai thém chirc nang thén, ké ca co thé giy suy than
cap. Cac tac dung nay thuéng phuc hdi. Do do, su phdi hop cén rét than trong & bénh nhan c6 chirc ning
than suy giam.

Amlodipine

Cdc két qua in vitro

Cac két qua nghién citu in vitro cho thdy amlodipine khong c6 tac dung trén syr lién két vai protein huyét
tuong ngudi cia digoxin, phenytoin, warfarin, va indomethacin.

Cimetidin

Dung amlodipine cling véi cimetidin khéng anh huéng dén duoc dong hoc ctia amlodipine.

Nude buai ép

Dung phéi hop 240 ml nude budi ép véi mot liéu uéng duy nhét ciia amlodipine 10 mg cho 20 ngudi tinh
nguyén khoé manh, khong thay c6 tac dung cé y nghia trén duge dong hoc cuia amlodipine.
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Thuéc chéng acid magnesi v nhom hydroxyd

Diing phéi hop thudc chéng acid nhur magnesi va nhém hydroxyd véi mét lidu duy nhat ciia amlodipine
khéng c6 tac dung co y nghia trén dugc dong hoc cia amlodipine.

Sildenafil

Mot lidu duy nhit 100 mg sildenafil cho ngudi bi ting huyét ap vo cén khong co tac dung trén céac théng
s0 dugc dong hoc cia amlodipine. Khi amlodipine va sildenafil dung phoi hop, mai thude c6 tic dung ha
huyét ap riéng doc lap voi nhau.

Atorvasiatin

Dung phdi hop nhiéu lidu 10 mg amlodipine v&i 80 mg atorvastatin khong lam thay dbi c6 v nghia can
bang déng hoc cia céc thdng s duge dong hoc cta atorvastatin.

Simvastatin

Sir dung két hop nhiéu lieu amlodipine 10 mg véi simvastatin 80 mg dan dén tang 77% vé mirc tiép xiic
vdi simvastatin so voi khi ding simvastatin don ddc. Gidi han liéu simvastatin & bénh nhan dang dung
amlodipine dén 20 mg/ngay.

Digoxin

2 ol N B
Ding phoi hop amlodipine véi digoxin khéng lam thay doi nong dé digoxin trong huyﬁt 1Qanh, ciing
khong lam thay déi d6 thanh thai than ciia digoxin & ngurdi tinh nguyén binh thudmg. '

Ethanol (Cén)

Dung liéu duy nhat hodc nhiéu lidu 10 mg ciia amlodipine khéng cé tac dung c6 ¥ nghia trén duoc ddng
hoc cia ethanol.

Warfarin

Dung phdi hop amlodipine véi warfarin khéng 1am thay ddi thai gian dap img prothrombin ctia warfarin.
Twomg tdc thude véi cdc thong s6 xét nghiém

Chua biét.

TAC PONG CUA THUOC KHI LAI XE VA VAN HANH MAY MOC

Chura tién hanh nghién ciru nao cia COZAAR XQ vé anh hudng dén kha nang 1ai xe va van hanh may
mée. Tuy nhién, mot sé tac dung ngoai ¥ ciia COZAAR XQ da duoc bao céo co thé anh huong dén dén
kha néang cua ngudi bénh trong vi€e lai xe va vén hanh may moc. Déap ing cia timg ca nhan véi COZAAR
XQ la khac nhau (Xem phan TAC DUNG PHU).

TAC DUNG PHU
Cozaar XQ

b6 an toan cua Cozaar XQ di dugc danh gia & 325 bénh nhén bang tri liéu phéi hop losartan/amlodipine
camsylate trong s6 646 bénh nhén bi tang huyét ap v6 can trong ba thir nghiém lam sang (cac nghién ciru
56201, 301 va 302) trong 8 tuin. Céc phan tng bét lgi da duroc béo cao gdm:

Thwong gap (=1/100, <1/10)
Réi loan hé thdn kinh: Choang vang, Nhirc dau.
it gdap (=1/1000, <1/100)

R6i loan hé thén kinh: Bubn ngi.
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Réi loan chung va khu tri: Suy nhuge, Kho chiu ¢ nguc, Pau nguc, Chong no, Phi ngoai bién, Phii 4n
16m.

R6i loan tiéu hod: Bung kho chiu, Kho tiéu, Budn nén, Viém thuc quan trao nguoc.
R6i loan da va mé dieéi da: Ngira (toan than), May day (toan than).

Réi loan tim: Danh tréng nguc.

Réi logn mach: D6 bimg, Ha huyét ap tu thé dirng.

R6i loan hé hdp, nguc va trung that: Khé the.

Réi loan co quan cam gidc: Chéng mit.

R6i loan than va tiét niéu: Dai rat.

Théng tin b6 sung déi voi cdc hoat chat

Céc phan img bit loi sau da duoc bao céo vdi cac thanh phén cua COZAAR XQ:
Losartan

Do céac thir nghiém ldm sang duge tién hanh trong nhiing didu kién rét khac nhau, nén ty 1é phan img bat
loi quan sat dugc trong cac thir nghiém 1am sang ctia mot thubc khong thé so sanh truc tiép t'rpnlg oﬂic thur
nghiém ldm sang cua thudc khac va cé thé khong phan anh duoc ty 1€ phan (mg bat lgi qu’an'sﬁl\duqc
trong thue té. Wy g

Losartan n6i chung dung nap tét trong céc thir nghi¢m ldm sang chira cao huyét ap co kiém tra, tac dung
phu thuong nhe va thodng qua, va khéng can phai ngimg thuoc. Ty 1¢ chung tic dung phu cia losartan
tuong duong véi placebo.

Trong nhimg thir nghiém lam sang c6 kiém tra khi diéu tri ting huyét ap vé cin, choang vang la tac dung
phu duy nhét xay ra véi thudc ¢é ty 1€ 16n hon placebo & hon 1% bénh nhan diing losartan. Ngoai ra, tac
dung ha huyét ap tu thé dimg c6 lién quan dén liéu xay ra & dudi 1% bénh nhén. Ban da rét hiém xay ra,
tham chi trong cac thir nghiém lam sang, ty 1€ ban da con it hon placebo.

Trong nhitng thir nghiém 1am sang mi déi ¢6 kiém tra dé diéu trj tang huyét ap v can, cic phan (g bat
loi sau da durge bao cao ¢ nhém losartan xay ra >1% bénh nhén, bat ké la co lién quan dén thuoc khong:

Losartan Placebo
(n=2085) (n=535)
Toan thdn
Pau bung 1.7 1.7
Suy nhuge/Mét moi 3.8 39
Pau nguc 1.1 2.6
Phi/Sung 1.7 1:9
Hé tim mach
Danh trong nguc 1.0 04
Nhip tim nhanh 1.0 1.7
Hé tieu hoa
Tiéu chay 1.9 1.9
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Kho tiéu 1.1 1.5

Budn nén 1.8 2.8
Hé xuong-co

Bau lung 1.6 1.1

Corit co 1.0 1.1
H¢ thn kink/Tdm than

Choang vang 4.1 24

Nhirc déu 14.1 17.2

Mit ngii 1.1 0.7
Hé hé hdp

Ho 3.1 26

Sung huyét miii 1.3 1.l

Viém hong 1.5 2.6

Réi loan xoang 1.0 1.3

Nhi&m khuan duong ho hip 6.5 5.6 A .

Losartan néi chung dung nap tit trong thir nghiém Idm sang c6 kiém tra & cac bénh nhén tang huﬁet ag,éo
phi dai that trai. Céc tic dung phu c6 lién quan dén thudc thuong gap nhét 1a: choang vang, suy nHuUE/met
moi va chong mat.

Ciing trong nghién ciru trén, cdc bénh nhan chura hé bi dai thao duong ¢6 ty I¢ méc dai thao duong méi do
diing losartan thip hon so véi atenolol (theo thir tir 1a 242 so vé&i 320 v&i p<0,001). Vi khong c6 nhém
placebo trong nghién ciru, nén khéng biét day la do tac dung cd lgi cia losartan hodc do tai bién cia
atenolol.

Losartan néi chung dung nap tét trong mét thir nghiém ldm sang co kiém tra & bénh nhan déi thdo dudong
tip 2 kém protein niéu. Tac dung phu c6 lién quan dén thude thuomg gip nhét 1a suy nhuge/mét moi,
choang vang, tut huyét ap va tang kali huyét (xem THAN TRONG, Tut huyét dp va Mat cdn bang dich va
dién giai).

Céc phan tng bit loi thém sau day da dugc bao cao sau qua trinh tiép thi:

Mén cam: cac phan img phan v€, phti mach ké ca sung thanh quan va thanh mén gy ra tic dudng hd hap
va/hogc sung mat, moi, hong va/hodc ludi da dugc bio cao tuy hiém & bénh nhén dung losartan; mot so
trong céac bénh nhan nay di bi phu mach tir trude do cac thudc khac ké ca thuéc trc ché ACE. Viém mach
ké ca ban xuét huyét Henoch-Schoenlein ciing da cé bao cio tuy hiém.

Tiéu hod: Viém gan (hiém gap), chirc nang gan bt thuémg, nén.
Réi loan chung va khu trii: Ngudri kho chiu.

Huyét hoc: Thiéu mau, giam tiéu cau (hiém gap).

Hé xwong-co: Dau co, dau khop.

H¢ than kinh/tam than: Dau nira dau, loan vj gidc.

Hé sinh san va réi loan ¢ nguee: R6i loan cuong/bét lue.
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H6 hap: Ho.
Da: May day, ngira, ban da, ting nhay vdi anh sang.
Amlodipine besylat

Do céc thir nghiém lam sang duoce tién hanh trong nhitng dleu kién rit khac nhau, nén ty 1€ phan img bét
loi quan sat duoc trong céc thir nghiém 1am sang clia mét thuéc khong thé so sanh truc tiép trong cac thir
nghiém lam sang cia thuéc khac va co thé khéng phan anh duoc ty 1é phan img bat lgi quan sat dugc
trong thuc té.

Amlodlpme besylat da duoc danh gia vé tinh an toan & trén 11.000 bénh nhén trong cac thir nghiém trén
toan thé gi¢i. Noi chung, diéu tri bang amlodipine besylat dung nap tt & liéu hang ngay dén 10 mg. Phan
{ing bat loi nhiéu nhat trong diéu tri amlodipine besylat chi & mirc d nhe hodc vira phai. Trong nhlmg thir
nghiém lam sang c6 kiém tra so sanh truc tiép amlodipine besylat (N=1730) & liéu dén 10 mg véi placebo
(N=1250), cén phai ngimg diéu tri amlodipine besylat do tai bién chi khoang 1,5% bénh nhan va khéng
khac nhau ¢6 y nghia so v&i placebo (khoang 1%). Tac dung phu thuong gap nhat 14 nhirc diu va phu. Ty
1 (%) tac dung phu xay ra tuy theo lidu ding la nhw sau:

i 2.5 mg 5.0 mg 10.0 mg Placebo
Phan irng bat lgi :
N=275 N=296 N=268 N=§2\0 il\,
Phi 1.8 3.0 10.8 06\ ”\/
Choang vang 1.1 34 34 1.5
Po birng 0.7 1.4 2.6 0.0
Panh trong nguc 0.7 1.4 45 0.6

Cac phan ng bat lgi khac khong lién quan r6 rang dén liéu ding, nhung da dugc bao cio véi ty 1€ 16n hon
1% trong cac thir nghiém ldm sang c6 kiém tra bang placebo nhur sau:

Nghién ciru cé kiém tra véi placebo
Amlodipinee besylat (%) Placebo (%)
(N=1730) (N=1250)
Nhire diu 73 7.8
Mét moi 45 2.8
Buédn nén 29 1.9
Pau bung 1.6 03
Ngu ga 1.4 0.6

Nhiéu phan img bét lgi ¢6 lién quan dén thubc va liéu, c6 ty 1€ tai bién & nir 16n hon & nam khi diéu tri
bang amlodipine besylat dugc chi trong bang sau:
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Amlodipine besylat Placebo
Phan irng N
: Nam (%) Nit (%) Nam (%) Ni¥ (%)
bat lgi

(N=1218) (N=512) (N=914) (N=336)

Phu 5.6 14.6 1.4 5.1

Do bung 1.5 4.5 0.3 09

Tréng nguc 1.4 33 0.9 0.9

Ngu ga 1.3 1.6 08 03

Céc phan img bit loi sau dy xay ra dudi 1% nhung >0,1% bénh nhan trong thir nghiém 1dm sang c6 kiém
tra placebo hodc ca trong thir nghiém m¢& hodc trai qua tiep thi, trong d6, moi tuong quan nhan qua chua
chac chan. Ching dugrc liét ké dé canh bao thay thudc biét 1a c6 thé c6 lién quan:

He tim mach: loan nhip tlm (ké ca nhip nhanh thét va rung nhi), nhip tim chim, dau ngyc, tut huyét ap,
thiéu mau ngoai bién, ngat, nhip tim nhanh, choang vang tu thé, tut huyét ap tu thé, viém mach.

Hé thdn kinh trung wong va ngoai bién: giam cam giac, bénh than kinh ngoai bién, loan cam c rup(
chong mat. \| /

Hé tiéu hod: chén in, tao bon, khé tiéu', loan ngén ngir, ia chay, chwdéng bung, viém tuy, nén, tang’san loi.
Toan than: phan ang di (mg, suy nhuéc', dau lung, néng bimg, nguai khé chiu, dau, rét run, ting cén,
giam can.

Hé xirong co: dau khop, hu khap, co mt co', dau co.

Tdm than: r6i loan tinh duc (nam' va nir), mat ngu, cing thing thin kinh, trim cam, mo bét thuéng, lo 4u,
mat nhan cach.

HE hé hdp: khé thd', chay mau mii.

Da va cac phcfn phu: phit mach, ban do6 da dang, ngira', ban da, ban do, ban dat san.
Gide quan: rbi loan thi giac, viém két mac, song thi, dau mét, 1 tai.

Hé tiét niéu: dai nhiéu lan, réi loan tiéu tién, tiéu tién dém nhiéu lan.

Heé than kinh tw dgng: kho miéng, md héi nhiéu.

Chuyén hod va dinh dieomg: tang glucose huyét, khat.

Hé tao mdu: giam bach cau, ban xuit huyét, giam tiéu cau.

Nhlmg phan (ing bat loi nay xay ra duéi 1% trong cac thir ngh1¢m ¢6 kiém tra véi placebo, con ty 1é
phan img bét loi trong cac nghién ciru diing thude nhiéu lidu la giira 1% va 2%.

Nhitng phan i img bt lgi sau day xay ra & <0,1% bénh nhan: suy tim, mach bét thudmg, ngoai tm thu, mau
da thay déi, may day, kho da, rung téc, viém da, co yeu gidt co, van dong mit diéu hoa, tang trirong luc,
dau nira dau da lanh va am u6t, lanh cam, vat va, 1 14n, viém da day, them an tang, phan nhao nhogt, ho,
viém mili, tiéu tién kho, tiéu tién nhiéu, loan khiru giac, loan vi gidc, diéu tiét thi giac bt thuong, va kho
mit.

Cac phan umg khac xay ra khong thuémg xuyén va khong thé phan biét do ding thude hodc do dién tién
clia bénh nhir nhdi mau co tim va dau that ngyec.

Cac phan g bét loi khic sau day da duoc bao céo trong kinh nghiém hau mai:

Vi cac phan (g bt loi nay dwoc bao cdo do ngudi dan twr phat hién c6 mirc dd khéng chiic chén, nén
khéng thé danh gi tin ciy vé tin s hoac méi turong quan nhan qua khi phoi nhiém véi thube.
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Céc phan img bt loi qua qua trinh tiép thi sau day duoc béo cao khong thudng xuyén va mbi tuong quan
nhan qua khong chac chan: chung to via & dan 6 ong. Vang da va enzym gan tang (hdu hét kém véi o mat
hodc viém gan), trong mot so trudong hop nang can phai nam vién da duoc bao céo 1a do ding amlodipine
besylat.

Chua ghi nhdn nhitng bdo céo tac dung khong mong mudn nghiém trong & bénh nhan bi bénh phéi téc
nghén man tinh, suy tim sung huyet con b tot, bénh déng mach vanh, bénh mach ngoai bién, dai thio
dudng, va rbi loan lipid huyét c6 dung amlodipine besylat.

Cdc két qud xét nghigm
Cozaar XQ

Nhip tim chim d3 thdy & mot sé bénh nhén sau 8 tuin dung losartan/amlodipine, nhung thay déi nhip tim
khong cé y nghia lam sang.

Tang creatinin huyét va ting enzym gan da dugc bao cdo & mdt s bénh nhan, nhung khéng cin xét
nghiém theo déi dac biét.

Losartan

Trong nhitng thir nghiém lam sang co6 kiém tra d1eu tri tang huyét ap vd can, nhimg thay dm Ianp sang /
quan trong vé cac thong sb xét nghlem chuén rat hiém gap khi ding Cozaar XQ. Tang kali huyéﬁ ka]*f
trong huyét thanh >5,5 mEq/L) xay ra & 1,5% bénh nhan trong céc thir nghiém lam sang chira tang htlyel
ap. Trong mét nghién cuu lam sang duoc tién hanh & 2 bénh nhan dai thao duong co kem protem niéu,
9,9% bénh nhan dugc diéu tri bing Cozaar XQ va 3,4% bénh nhan didu trj bang placebo phit trién Ling
kali huyét (xem THAN TRONG, Tur huyet dp va Mt cén bang dich va dién giai). Tang ALT xay ra hiém
va thudmg dugc giai quyét bang ngimg thudc.

Amlodipine

Diéu tri amlodipine Khong thay xay ra nhimg thay déi c6 y nghia 1am sang céc théng sb xét nghiém
thuong quy. Khong c6 nhimng thay doi c6 lién quan den lam sang duge ghi nhén vé kali huyét thanh,
glucose huyét thanh, triglycerid tong sb, cholesterol téng sb, HDL-cholesterol, acid uric, nitrogen uré
huyet hoéc creatinin.

BAO NGAY CHO BAC SI HOAC DUGC SI NEU GAP BAT KY TRIEU CHUNG NAO KE TREN
HOAC CAC BAT THUONG KHAC.

PAC TiINH DUQC LUC HQC
Cozaar XQ

Cozaar XQ 6 hiéu qua trong viéc lam ha huyét ap. Ca losartan ca amlodipine déu lam ha huyét ap do lam
giam sirc can ngoai bién. Su phong bé dong calci vao va sy giam angiotensin II, giam co that mach la
nhitng co ché co ban.

Losartan

Losartan irc ché huyét ap tam thu va tam trrong do angmlensm II. & dinh d1em, 100 mg losartan kali trc
ché khoang 85% cac dap irng nay; 24 gio sau khi dang liéu duy nhéat hoac nhiéu lidu, sur trc ché khoang
26-39%.

Sau khi ding losartan, sur loai bo héi tac im cia angiotensin 11 trén s tiét renin lam tang hoat tinh renin
trong huyét twong. Tang hoat tinh renin trong huyét trong dan dén ting angiotensin trong huyét twong,
Trong khi diéu trj lau dai (6 tuan) cho bénh nhan tang huyét ap bing losartan Ileu 100 mg/ngay, thay
angiotensin II trong huyét tuong tang khoang 2-3 lan vao thdi gian thuoc dat nong dd dinh trong huyét
twong. O mét s6 bénh nhén, con tang 16n hon, dac biét la trong thoi gian diéu tri ngan (2 tuan). Tuy nhién,
tac dung chong tang huyét ap va irc ché nng d6 aldosteron trong huyét twong da thdy vao 2 va 6 tuin, lic
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thu thé angiotensin II bi phonghbé co hiéu qua. Sau khi ngirng losartan, hoat tinh renin trong huyét twong
va noéng d¢ angiotensin II tré vé mirc chua diéu trj trong vong 3 ngay.

Vi losartan la thubc déi khang dac hiéu thu thé angiotensin II tip AT1, thudc khong irc ché ACE (kininase
D), l1a enzym gay thoai bién bradyktmn Trong mdt nghién ciru so sanh tac dung cua liéu losartan 20 mg
va 100 mg véi mdt thude irc ché ACE trén dap trng véi angiotensin 1, angiotensin II va bradykinin, thiy
losartan phong bé dap img ctia anglotensm I va angiotensin II ma khéng anh hudng den dap i{mg cia
bradykinin. Két qua nay phi hop vdi co ché tac dung dac hiéu cua losartan. Ngugc lai, thudc trc ché ACE
phong bé dap trng cua angiotensin I va tang cuong dap (g cua bradykmm mé khéng lam thay doi dap
g ciia angiotensin II. D6 1a su khac biét vé duge Iuc hoc giira losartan va céc thude e ché ACE.

Nong d6 losartan va chat chuyén ho con hoat tinh ciia né trong huyét twong va tac dung chong tang huyét
ap cua losartan tang khi tang liéu. Vi losartan va chat chuyén hoé con hoat tinh ctia né déu 1a nhirng chat
d6i khang thu thé angiotensin II, nén ca hai déu dong goép vao tac dung chong tiang huyét ap.

Trong mot nghlen ciru & nam gidi binh thuong, ding lleu mdt lan 100 mg losartan kali trong ché do an
mudi cao va mudi thap, khong lam thay ddi toc do loc cau than va hu luong hodc phén suat loc huyet
tuong qua than. Losartan c6 tac dung lgi natri nigu, tac dung nay manh hon khi an ché d6 an it mum va |

khéng c6 lién quan dén vrc ché tai hap thu natri & éng lron gan. Losartan ciing gdy tang thoang\ua G\u thai”
trir acid uric niéu. \

O bénh nhan tang huyét ap khéng b dai thao duéng nhung lai bj protein ni¢u (= 2 g/24 gio) duc_rc dlcu tri
trong 8 tudn, ding losartan kali 50 mg didu chinh dén 100 mg lam giam cé y nghia protein niéu khoang
42%. Sur thai trir albumin va IgG ciing giam c6 y nghia. O nhitng bénh nhén nay, losartan vin duy tri duoc
tc d6 loc cAu than va lam giam phan suit loc.

O phu nir tang huyét ap sau khi da man kinh dugc diéu trj bang losartan kali 50 mg trong 4 tuan khéng
thay c¢d tac dung trén ham lugng prostaglandin trong than hoéc toan than.

Losa}rtan khéng c6 tac dung trén phan xa tu dong va khdng cb tac dung duy tri dugce norepinephrin trong
huyét tuong.

Losartan kali diung & liéu cao dén 150 mg ngay mot lan, khéng gay nhiing thay déi quan trong vé 1im sang
nhur triglycerid luc doi, cholesterol tong so hoac HDL-cholesterol & bénh nhén bi tang huyét ap. Nhimg
lieu losartan nhu vdy khong cé tac dung trén ham luong glucose huyet lic doi.

N6i chung, losartan 1am giam acid uric trong huyét thanh (thudng <0,4 mg/dL) va van duy tri khi diéu trj
lau dai.Trong cdc thir nghiém 14m sang c6 kiém tra & bénh nhén bj tang huyet ép, khong c6 bénh nhan nao
phai ngirng thuoc 1a do tang creatinin hoac kali trong huyét thanh.

Trong mot nghién ciru thiét ké song song 12 tudn & bénh nhan suy that trai (d¢ I1-TV theo phén loai chirc
ndng cia Hoi tim New York), héu het cac bénh nhéan da timg dung thudc loi niéu va/hodc digitalis, nay
dung losartan kali ngay mét lan cac lidu 2,5; 10; 25 va 50 mg so sanh véi placebo. Cac liéu 25 mg va 50
mg lam ting tic dung huyet dong luc va than kinh thé d;ch cac tac dung nay duy tri trong sudt thoi gian
nghién ciru. Dap ing huyét dong luc duoc dic trung bang lam tang chi s6 tim va lam giam vé: ap suat
ném mao mach phm sirc can mach toan than, huyét ap toan thén trung binh va nhip tim. Tut huyet ap xay
ra c6 lién quan dén lidu & cac bénh nhén suy tim. Tac dung than kinh thé dich dugc dic trung bang giam
ham lugng aldosteron va norepinephrin trong tuin hoan.

Amlodipine

Huyet dong lyc hoc: Sau khi ding lidu diéu tri cho bénh nhan bi tang huyét ap, amlodipine giy giin mach
dan dén giam huyét ap tu the nim ngira va tu thé dimg. Huyet ap giam nay khong kém véi su thay dbi c6
y nghia ve nhip tim hogc nong do catecholamin trong huyét tuong khi dung lau dai. Mac du tiém tinh
mach cip amlodlpme lam giam huyel ap dong mach va lam tang nhip tim trong cdc nghién ciu huyet
déng luc cia bénh nhén by thiéu mau co tim man tinh én dinh. Amlodipine dung uong lau dai trong cac
thir nghiém 1am sang khéng lam thay ddi ¢6 y nghia lam sang vé nhip tim hoic huyét ap & bénh nhan thiéu
mau co tim c6 huyét ap binh thudong. Véi cach udng thude ngay mot lan kéo dai nhiéu ngay, hiu qua
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chéng tang huyét ap van duy tri it nhat 24 gi&. Nong do thudc trong huyét twong cé lién quan véi tac dung

& bénh nhan ca tré ca ngudi cao tudi. Bién do huyél ap giam do amlodipine cung cd lién quan véi muc
tang huyét ap trude diéu tri; vi du, nhimg ngum tang huyét ap mirc vira (huyét ap tm truong 105-114
mmHg) ¢6 dap img 16n hon khoang 50% so v&i bénh nhin tang huyel ap nhe (huyét ap tam truong 90-104
mmHg). Nhimg ngudi huyét 4p binh thudng khong cé thay ddi huyét ap c6 ¥ nghia lam sang (+1 dén -2
mmHg).

O nhimg ngudi tang huyét 4 ap c6 chirc nang thén binh thudng, nhitng liéu diéu trj amlodipine lam giam sirc
can mach thin va lam tang t6c do loc cdu than va luu luong huyet tuong ¢6 hiéu qua qua than ma khéng
thay déi phan suit loc hodc protein niéu.

Ciing nhu v6i cac thudc chen kénh calci khac, cac tri sé huyét dong luc hoc cua chire néng tim lic nghi va
khi gang sirc (hoac dat may tao nhip tim) & bénh nhan cé chirc nang that binh thiong ding amlodlplne
lam tang it chi so tim ma khong anh hucmg c6 y nghia dén dP/dt, hoac trén huyét 4 ap hoac thé tich cudi tim
trirong thét tréi. Trong nhimg nghién ciru huyét déng lrc hoc, amlodipine khéng c6 tic dung giam co bép
khi dung trong pham vi liéu diéu tri cho ddng vét nguyén ven va ngudi, thdm chi khi ding cing voi thudc
chen beta cho ngudi. Tuy nhién, nhimg két qua tuong tur ciing thiy & bénh nhén suy tim con«-bmh thucmg
hoic suy tim con b tét véi cac thude ¢6 tac dung giam co bop tim c¢é y nghia.

Téc dung trén dién sinh 1y hoe: Amlodipine khéng 1am thay déi chirc nang nit xoang nhl hoac d‘g-{ I.I)‘ICI-]/
nhi that & dong vét nguyén ven hodc ngudi. & cac bénh nhan thiéu mau co tim man tinh én dinh, tién i
mach 10 mg khéng lam thay ddi c6 ¥ nghia dan truyen A-H (tir tim nhi dén bé His) va H-V (tir b6 His dén
tim thit) va thoi gian phuc héi nut xoang sau khi cdy may tao nhip. Nhimng két qua twong tu ciing thu
dugce & bénh nhan ding amlodlpme va thudc chen beta dong théi. Trong nhimg nghién ciru 1ldm sang ding
amlodipine phm hop véi thude chen beta cho bénh nhin hodc ting huyét 4p hodc dau thit nguc, khéng
thay ¢6 tai bién trén cac théng sb dién tim dd. Trong nhimng thir nghiém lam sang trén bénh nhan chi bj
dau thit nguc, amlodipine khong 1am thay dbi cac khoang trén dién tim dd hoac gay bléc nhi that mirc dé
cao hon.

PAC TINH DUQC PONG HOC

Trong céac nghién ciru dé danh gia vé duoc dong hoc cua san pham két hop, cac nghién ciru don trj liéu
trén chudt va cho cho thay khéng cé su khéc biét dang ké nao vé cac chi sé duoc ddng hoc cua amlodipine
va cac chit chuyén hoa hodc clia losartan va chit chuyén héa c6 hoat tinh EXP3174, khi ding amlodipine
camsylate va losartan riéng biét hay dung thudc két hop. Khéng thay c6 s anh huc'mg nio vé duge dong
hoc khi dung san pham két hop amlodipine camsylate va losartan & chuét va ch. Mét nghién ciru trén
nhimg d6i twong 1a ngudi khoe manh ciing x4c nhan 14 khong c6 sur tuong tac giira amlodipine camsylate
va losartan.

H. (fp thu
Losartan

Sau khi uéng, losartan hip thu tét va bj chuyén hoa budc diu & gan, tao thanh mét chét chuyén hoa acid
carboxylic cén hoat tinh va cac chét chuyén hoa khac khéng con hoat tinh. Sinh kha dung toan thédn cia
vién losartan khoang 33%. Néng d¢ dinh trung binh cia losartan va chét chuyén hoa con hoat tinh theo
thir tr la 1 glO' va 3-4 gio. Khéng ¢6 tac dung c6 y nghia 14m sang vé ndng do cua losartan trong huyet
tuong khi thude duge dung ciing véi bira an chuén.

Amlodipine

Sau khi udng amlodipine liéu diéu tri, sur hap thu giy ra ndng dé dinh trong huyet tuong giira 6 va 12 gid.
Sinh kha dung tuyét ddi 14 64-90%. Sinh kha dung ctia amlodipine khong thay déi khi co thirc an.

Phin bé

Losartan
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Ca losartan ca chit chuyén hoa con hoat tinh cia né lién két véi protein huyét tuong >99%, chu yéu la véi
albumin. The tich phéan bd cia losartan 12 34 lit. Nhitg nghién cifu & chudt cong trang chi rang losartan di
qua hang rdo mau-nao rat kém, néu khong muén ndi la hoan toan khéng.

Amlodipine

Nhitng nghién ciru ex vivo chi rang khoang 93% thudc trong tuin hoan lién két vai protein huyét trong
cua bénh nhin ting huyeét ap.

Chuyén hod

Losartan

Khoang 14% liéu losartan udng hoac tiém tinh mach chuyén thanh chét chuyén hoa con hoat tinh. Sau khi
uodng hodc tiém tinh mach losartan kali danh déu "'C, hoat tinh phéng xa trong huyét twong chii yéu 14 cua
losartan va chit chuyén hoa con hoat tinh ciia n6. Swr chuyén hoa it cia losartan thanh chat chuyén hoa con

hoat tinh ctia né chi thay & khoang 1% s& ngudi droc nghién ciru.
n

N
Cung véi chat chuyen hoa con hoat tinh, cac chét chuyén hoa khéng con hoat tinh ciing dugc tao\ tl-égu
gbm cé 2 chét chuyén hoé chinh do swr hydroxyl hod cia mach bén butyl, va mdt chat chuyén hc{
luong it & dang N-2 tetrazol glucuronid.

Amlodipine

Amlodipine bi chuyén hoa rat manh (khoang 90%) thanh cic chat chuyén hoa khong con hoat tinh qua
chuyén hoa & gan. Khoang 10% chit me va 60% cac chét chuyén hoa thai trir trong nudre tiéu.

Thai trir

Losartan

D6 thanh thai huyét tuong cua losartan va chat chuyén hoa con hoat tinh ctia n6 theo thir tu vao khoang
600 ml/phit va 50 ml/phit. D6 thanh thai thén clia losartan va chét chuyén hoa con hoat tinh ciia nd theo
thir tw vao khoang 74 ml/phut va 26 ml/phiit. Khi udng losartan, khoang 4% liéu dung duoc thai trir &
dang khéng dbi trong nudce tiéu, va khoang 6% liéu dung duoc thai trir trong nurée tiéu dang chét chuyen
hoa cén hoat tinh. Duge dong hoc cua losartan va chit chuyen hoa con hoat tinh ciia n6 ty 1€ thuan véi lidu
ubng cua losartan kali dén ligu 200 mg.

Sau khi uéng, ndng dd trong huyét tuong cia losartan va chét chuyén hoé cua né giam theo ham ‘sé mii
v&i nira doi thai trir cyéi cung theo thir tw khoang 2 gio va 6-9 gio. Trong khi dung ngay mot lan lieu 100
mg, ca losartan ca chat chuyén hoa con hoat tinh cia né déu khéng tich luy c6 y nghia trong huyét turong.

Losartan va chét chuyén hoi ciia né déu bj thai trir ca qua mét va qua nudc tiéu. Sau khi ubng mét liéu
losartan danh dau "“C & ngudi, khoang 35% hoat tinh phéng xa thiy trong nuréc tiéu va 58% trong phéan.
Sau khi tiém tinh mach mét liéu losartan danh diu cho ngudi, khoang 43% hoat tinh pnéng xa théy trong
nude tiéu va 50% trong phan.

Amlodipine

Su thai trir khoi huyét thanh theo hai pha véi nira doi thai trir pha cudi khoang 30-50 gio. Néng do
am]udipine\ trong huyét tuong ¢ trang thai ¢an bang dong hoc dat duge sau 7 dén 8 ngay khi dung lién tuc
ngay mét lan.

Piic diém bénh nhin

Cozaar XQ

Cozaar XQ di khong dugc nghién ciru trong‘m(‘)t quén thé bénh nhan dic biét nao, la do ban chit cia
losartan va amlodipine da dugc bict rit r5. Can than trong khi ding losartan cho ngudi suy thén va suy
gan va chéng chi dinh cho phu nit nuéi con bi. Chura tién hanh nhiing nghién ctm chinh thirc & nguoi cao

tudi va tré em. PSi voi amlodipine, cn than trong & ngudi suy gan, va chdng chi dinh & ngudi c6 bénh tim
mach khéng dn dinh va phu nir cé thai hodc nudi con bii.
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Losartan

Néng do losartan va chét chuyér} ho4 cén hoat tinh ctia nd & nam gi6i cao tudi tang huyét ap khong khéc
v&i nam giGi con tré bi tAng huyét ap.
\Iong d6 losartan trong huyét twong & phu nif tang huyét 4 ap cao hon 2 1an so v&i nam giGi tang huyét 4 ap.

Nong d6 chét chuyén hoa con hoat tinh thi khong khac nhau giira nam va nit. Sur khac nhau vé duge dong
hoc nay da duoc danh gia va théy 1a khéng c6 y nghia 1am sang.

Sau khi uong O bénh nhan bi xo gan do rugu mifc d6 nhe va vira, ndng dd trong huyét twong cia losartan
va chat chuyén hod clia nd theo thir tur 16n hon gép 5 1an va 1,7 13n so v&i ngudi tinh nguyén nam giéi con
tré.

Néng dé losartan trong huyét tuong khong thay déi & bénh nhan c6 do thanh thai than trén 10 ml/phit. So
véi bénh nhin c6 chire néng thin binh thudng, AUC cua losartan 1én hon khoang 2 1An so v&i bénh nhan
chay thin nhin tao. Nong d¢ trong huyét trong ctia chét chuyen hoa con hoat tinh khéng thay déi & bénh
nhan suy than hodc chay thin nhén tao. Ca losartan ca chét chuyén hoa cia n6 déu khéng bi loai bo khi

chay thin nhan tao. N

A\
Amlodipine \ N

\

Duoc dong hoc cuiia amlodipine khong bi anh hudng ¢6 ¥ nghia khi suy thin. Do d6, bénh nhén suy ﬂﬁh /
c6 thé dung 1iéu khéi dau nhu binh thuéng. \

i

Bénh nhén cao tudi va bénh nhan suy gan c6 d6 thanh thai amlodipine giam, nén AUC tang khoz‘mg.flﬂ—
60% va cén phai dung lieu khoi dau thap hon. AUC tang twong tu nhu vay ¢ bénh nhan suy tim mirc d¢
vira dén ning.

62 bénh nhan tang huyét ap do tuf}i tir 6 dén 17 dé ding liéu amlodipine tir 1,25 dén 20 mg. Néu tinh quy
ra cdn nang thi d¢ thanh thai va thé tich phan bé ciing c6 gia tri trong tu ngudi 16m.

CAC NGHIEN CUU LAM SANG

Hiéu qua ha huyét 4p cia COZAAR XQ da duoc chimg minh trong 3 nghién ctru co déi chirg bao gbm
646 bénh nhén bi ting huyét ap vo cén. 325 ngudi trong s6 nay dugc didu tri bang COZAAR XQ trong 8
tuan. Bién hiéu qua chinh trong 14t ca cac nghién ciru la si thay d01 50 v&i ban dau vé huyét ap tim truong
(DBP) & tu thé ngoi tai diém két thut. Céc bién phu 14 thay ddi vé huyet ap tdm thu (SBP) & tur thé ngox va
1y 1¢ ngudi dap (ng. Thay doi vé huyét ap tim truong & tu thé 11g01 6 v nghia lam sang lic 8 tuan (tiéu
chi danh gia chinh) da duoc chiing minh véi COZAAR XQ so voi don tri liéu (losartan hodc amlodipine)
trong cac nghién ciru dugc thuc hién.

Trong mdt nghlen ctru mi dbi tim hiéu liéu, tbng céng 320 bénh nhan tang huyét ap nhe dén trung binh
nhén duge diéu tri bang 4 dang phéi hop cua amlodipine va losartan (5/50, 5/100, 10/50 va 10/100 mg)
hoac amlodipine don ddc (5, 10 mg) hodc losartan don doe (50, 100 mg). Tét ca céc liéu duoc bét diu &
lidu ngiu nhién. O tuln thi 8, cac d1éu tri phé] hop COZAAR XQ 5/50 va 5/100 tr6i hon c6 y nghia théng
ké so vm cac thanh phan don tri liéu vé mirc giam huyét 4p tAm truong & tu thé ngdi va huyét 4 ap tam thu &
tir thé ngdi.

Béng 2. Hiéu qua cua COZAAR XQ d6i v&i huyét ap tam truong & tr thé ngdi va huyét 4p tam thu & tu
thé ngdi lac 8 tuan

Losartan Losartan Amlodipin | Amlodipin | COZAAR | COZAAR COZAAR | COZAAR
X X
S0mg 100 mg 5 mg 10 mg £ AR Q Q
5/50 mg 5/100 mg 10/50 mg 10/100 mg
i T—ha)l,r ddivé | -7,0:8,6 -10,5+8,7 -11,7482 -16,4+7,6 -15,648,3 -16,1£7,6 -20,8+6,9 -18,3450
huyét ap mmHg mmHg mmlig mmHg mmHg mmHg mmHg mmHg
tAm truong,
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& tur the
ngdi (so voi
ban dau)*

Thay déi vé | -7,0213,7 | -16,0+16,3 | -155+13,9 | -23,6=12,1 | -257159 | -240+14,7 | -28,7+139 | -259+13,3
huyét ap mmHg mmHg mmHg mmHg mmHg mmHg mmHg mmHg
tdm thu ¢ tur
thé ngdi (so
v@i ban
dau)*

* non-placebo adjusted

Trong mét nghién ciru mu dai, déi ching vai hoat chét, tong cong 184 bénh nhén tang huyet 4p nhe dén
trung binh khéng dugc kiém soat day du khi dung amlodipine 5 mg da nhan duoc diéu trj bing COZAAR
XQ 5/50 hoac amlodlpme 10 mg. O tuan tht 8, COZAAR XQ 5/50 cho théy hiéu qua lam gidm huyét ap
tang thém tuong tu voi amlodipine 10 mg.

Bang 3. Hiéu qué 1am giam huyét 4p thém ciia COZAAR XQ sau 8 tudn & bénh nhan khong dugc kiém
soat bing Amlodipine 5 mg N

Chuyén sang Chuén d vai T s tang Bk |
COZAAR XQ 5/50 mg | Amlodipine 10 mg | (khoang tin ciy CI 95":;:6)"'

Gia tri p

Thay doi vé huyét éE -8,9 mmHg -9.4 mmHg -0,52

= b 252,100
p=0,6095

Thay ddi ve huyét ap -12,2 mmHg -13,4 mmHg -1,17

i 8" 442,209
p=0,4787

Ty 1& dap img* 89,1% 87,9% 88,52%

(toan bd) p=0,7960

*tyl1é 1‘&En}' nhén dat dugc huydt 4p muc tigu (huyet dp tam thu o tr thé ug i < 140 mmHg ho#ic huyét &p tam truomg
o tr thé ngcu < 90 mm Hg), hodc thay dfn vé huyét ap tam thu & tr thé ngoi hon 20 mmHg so véi ban dau hoac thay
ddi vé huyét ap tam tnrong & tu thé ngdi hon 10 mmHg so véi ban dau

Trong mét nghién ciru mu doi, dbi chung v&i hoat chét, tong cong 142 bénh nhén tang huyét ap nhe dén
trung binh khong dugc kiém soat dy du khi ding losartan 100 mg duoc chuyén sang COZAAR XQ
5/100mg hodc van con diéu tri bang losartan 100 mg. O tuan thir 8, COZAAR XQ 5/100 mg cho thiy héu
qua lam giam huyét 4p tang thém tréi hon so véi losartan 100 mg.

Bang 4. Hiéu qua lam giam huyét ap thém cia COZAAR XQ sau 8 tuan & bénh nhan khéng duoc kiém
soat bang Losartan 100 mg

Chuyén sang Van con dieu tri bang Tri s6 trung binh
COZAAR XQ 5/100 mg Losartan 100 mg (khoang tin cay CI 95%)
Giatrip

Thay doi vé huyét ap -11,7mmHg -3,2 mmHg 8,52

tam truong ¢ or thé

ngoi (so voi ban dau) (6,03, 11,00)
p<0,0001
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Thay di vé huyét ap -34mmHg | -3, mmHg 9,98
tim thu & tu thé ngoi
(s0 v&i ban ddu) (6,03, 13,20
p<0,0001
! Ty 1é dap ing* 90,0% 66,7% 78,2%
(toan bo) p=0,0008

* ty 1¢ bénh nhén dat dugc huyét 4p muc tiéu (huyét 4p tim thu & tr thé ngdi < 140 mmHg hodc huyét 4p tam trrong
& tr the ngdi < 90 mm Hg), hodc thay d6i vé huyét dp tdm thu & tr thé ngdi hon 20 mmHg so véi ban déu hoac thay
ddi vé huyét ap tim trwong ¢ tu thé ngdi hon 10 mmHg so voi ban dau

QUA LIEU
Cozaar XQ

0 - A 1rn A poqr A » 1 4 ropr A » . . X 2 i
Con chura co so6 liéu vé qua lieu cia Cozaar XQ & nguoi. Qud liéu ciia méi thanh phan amlodipine va
losartan diroc mo ta nhur sau:
Losartan ™

S6 liéu hién ¢6 vé qué liéu & ngum con han ché. Biéu hién thuémg gap nhit la tut huyet ap va nhég
nhanh; nhip tim chim c6 thé xay ra do kich thich dbi giao cam (day than kinh phé vi). Néu triéu chlr.ng
huyét ap xay ra, cin didu tri hé trg.

Ca losartan ca chit chuyén hoa con hoat tinh déu khong thé loai bo bang cach thém tach loc mau.
Amlodipine

Qué liéu c6 thé gay glan mach ngoai bién qua mirc din dén tut huyét 4p manh va ¢d thé dan dén nhip tim
nhanh phan xa. G ngudi, kinh nghiém qua lidu amlodipine ¢on han ché.

Liéu uong duy nhét amlodipine maleat twong duong 40 mg amlodipine/kg va 100 mg amlodipine/kg gy
ra chét theo thir tu & chudt nhét tréing va chudt cong trang Nhimg liéu udng duy nhét amlodlpmc maleat
tuong duong 4 mg/kg trér 1én hodc cao hon & ché (11 lan trd 1én liéu t6i da khuyén cao cho ngudi trén co
s& liéu tinh theo mg/m”) gay ra gian mach ngoai bién rit manh va tut huyét ap.

Néu xay ra qua_ liéu, theo dai tich cuc ngay tim va hé hip. Thudng xuyén do huyét ap. Néu xay ra tut
huyét ap, can hd tro tim mach ké ca néng cac chi 1én cao va dung dich dung cach. Néu tut huyét ap vin
khong dap ung vl cac blen phép 6n hoa nay, co thé ding thude tang huyét ap (nhu phenylephrm) nhung
can chii y dén thé tich tuin hoan va hiéu suét tiét niéu. Vi amlodipine lién két nhiéu vdi protein, thim tich
loc mau dudng nhu khdng co ich.

BAO QUAN
Béao quan & nhiét d6 dudi 30°C (86°F). Béo quan trong bao bi géc. Tranh dm.

HAN DUNG
24 thang ké tir ngay san xuét.

QUY CACH DPONG GO1
COZAAR XQ 50 mg/5 mg, 100 mg/5 mg: Hop 3 vi » 10 vién.
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KIEN BAC S
DE XA TAM TAY TRE EM.

— — . . W i R b, o
POC KY HUONG DAN SU DUNG TRUOC KHI DUNG. NEU CAN THEM THONG T[N\&FIN ”9)‘/

San xuét béi: Hanmi Pharm. Co., Ltd.
893-5, Hajeo-ri, Paltan-myeon, Hwaseong-si, Gyeonggi-do, 445-913, Korea (Han Quéc)
Doéng goi boi: Merck Sharp & Dohme (Australia) Pty. Limited

54-68 Ferndell Street, South Granville, N.S.W. 2142, Australia (Uc)
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