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A consenver dans Fernballage extérieur & origine. Tenir hors de b poribe et de |a vue des enfants.

Médicament sowmis 4 3 arescrptinn médicale.

For oral use. Do nat stare above 30 °C, protect from mesterg,
Stoe :h the original package. Keep out of the reach and sigh! of chiddren.
Medicinal product subiject fo madical prescriphon

Wla cral, Mo conservar a temperatura supanor a 30 °C, protéase de la humedad,
Conservar en &l embataje ong rai, Mantener feers des sicance y de La vista de es nifos,
Medicamentn sugels 3 prescnposbn médcs.
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valsartan 180 mg, hydracklorothiande 12 5 mg
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Rx - Thude bin

Dang o ché

Vién ncn bao phim.,

€0 nam ham lugmg,

5 mg amlodipine (dudi dang amlodipine besylate), 160 mg valsartan va 125 mg
hydrochlorothiazide, vién nén bao phim mau trdng, hinh biu duc, hai mat 16i, canh xién.
et khae cho “NVR™ trén mat mdt v chit *“VCL™ trén mat kia.

10 mg amlodipine (du6i dang amlodipine besylae). 160 mg valsartan va 12,5 mg
hydrochlorothiazide. vién nén bao phim mau vang nhat, hinh bau duc, hai mét |6i, canh
sicn. e khie chir "NVR™ trén mdl mat va chi “VDL" trén mat kia.

5 mg amlodipine (dudi dang amlodipine besylate). 160 mg valsartan va 25 mg
hydmrl::hlm'ulhiazidt. vién nén bao phim mau vang, hinh bau duec, hai mt [6i, canh xién,
ce khdie chir “NVR™ trén mot mat va chir “VEL" trén mat Kia

10 mg amlodipine (dudi dang amlodipine besylate). 160 mg valsartan va 25 mg
hydrochlorethiazide. vién nén bao phim mau ndu vang, hinh bau duc. hai mét 16, canh
sién. co khac chir “NVR™ trén mdt mdit va chiy “VHL™ trén mat kia.

Hy mg amlodipine (dudi dang amlodipine besylate), 320 mg valsartan va 23 mg
hydrochlorothiazide, vién nén bao phim mau ndu vang, hinh bau duc. hai mat 16i, canh
xién. co khae chir “NVR™ trén mot mt va chir “VFL™ trén mat kia.

Haat chiit

Amlodiping besvlate: 3-Ethyl-5-methy| (£)-2-[(2-minoethoxy)methyl]-4-(2-chlorophenyl)-
LA-dihydro-6-methyl-3,5-pyridinedicarboxylate. mono-benzenesulphonate.

Valsartan: (S)-N-valeryl-N-{| 2'-( IH-tetrazol-5-yl)biphenyl-4-y | methyl | -valine.

Hydrochlorothiazide:  6-Chloro-3.4-dihydro-2H-1.2.4-benzothiadiazine-7-sul fonamide- 1, | -
dioxide.

MGt 56 ham luomg ¢é thé khing 6 sn o tal ca cic nude.

-
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CHI DINH
Piéu tr] tang huyét ap vé can,

Su p]lm hop thude lidu cd dlnll nay klmng duac chi dinh dé diéu tr khai diu tdng huyét ap
(xem phin LIEL LUONG VA CACH DUNG]).

LIEU LUQNG VA CACH DUNG

Licu lwgng

!.iéL_| dung duoe khuyén cdo la | vién/ngay (5 ham luong dugc ligt ké trong phan MO TA VA
THANH PHAN),

Bénh nhin co huyét ap khang duoc kiém sodt dﬁ;r du khi ding tri li¢u kép cia hai trong ba
nhom thude chen kénh calei, (e ché men chuyén angiotensin, lgi tiéu thiazide thi co thé
chuyén true tiép sang diéu tri plml hop bang Exforge HCT.

(3¢ thudn tién, nhimg bénh nhan dang dung valsartan, amlodipine va HCTZ ¢o thé chuyén tic
dang vién riéng ré sang Exforge HCT chiia cling liéu cia cdc thanh phan nay. Bénh nhin co
cac phan ¢mg phy lam han ché liéu dimg cua bt ky sy két hop kép cac thanh phin cia
Exforge HCT ¢6 thé chuyén sang Extorge HCT chia mét liéu thap hon cha thanh phén do dé
dat duge sy giam huyét dp tuong 1w,

Co thé tang liéu sau 2 tuan. Tac dung ::hmuj tén&, huyét ap 16i da cua Exforge HCT dat duoe
trong vong 2 tuan sau khi thay d8i lidu, Liéu 10i da cia Exforge HCT duge khuvén cdo 1a
10/320/25 mg,

Cie nhdm bénh nhin dic biét

Ngwiri cao tudi L},

Khang cdn diéu chinh liéu khoi ddu doi voi bénh nhan cao wéi tir 65 tdi trr 1én (xem phin
DUOC LY LAM SANG),

Tre em

Khong khuyén cdo ding Exforge HCT cho bénh nhin dudi |8 tudi do thidu dif liéu vé do an
todn va hidu gua.

Suy thin

Do thanh phau hydrochlorothiazide, chang, chi dinh ding Exforge HCT & bénh nhan bj vi
niéu (xem phin € HDND CHI BINH) va can than trong khi sir dyng & bénh nhin bi bénh than
nang (toc dé loc cua Lﬂl! thin (GFR) < 30 ml/phit) (xem phan CANH BAO VA THAN
TRONG va xem thém phan DUOC LY LAM Sﬁu"\%f.'} Thude Iqri tiéu thiazide khong co higu
quéa dudi dang don tri liéu trong suy thin ndng (tde do loc cua ciu thin < 30 ml/phit) nhun;—,
¢d thé hitu ich o nhing bénh nhin nay khi duoc su dung vai su thdn trong thich dang. phoi
hop v&i mét thude loi tiéu quai (loop diuretic) ngay ca ¢ nhiing bénh nhin cé tde do loc cua

L]
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ciu than < 30 ml/phit. Khong cin diéu chinh liéu Exforge HCT d6i véi bénh nhan suy thin
nhe dén trung binh.

Suy gan

Do cac thianh phin valsartan, hydrochlorothiazide va amlodipine, cin thin trong dic bigt khi
sir dung Exforge HCT cho bénh nhan suy gan hodic c6 cac roi loan tac nghén dudmg mat (xem
phin CANIH BAO VA THAN TRONG va xem thém phan DUOC LY LAM SANG).

Cich dung

Exforge 1ICT ¢ thé ding cing hofic khdng cing vai thire n. Nén ding Exforge HCT vai
mat it nuoc.

CHONG CHI DINH

Trong bénh su c¢d tinh trang qua mdn vai amlodipine, valsartan. HCTZ, cic thude dn sudt tir
sullonamide khac hodc vai bat kY thanh phan nao cua 1a duoc,

Phy it co thai (xem phin PHU NI CO KHA NANG MANG THAL PHL NU' CO THAL
CHO CON BU VA KHA NANG SINH SAN),

Do thanh phin hydrochlorothiazide, chong chi dinh ding Exforge HCT o bénh nhin bi vo
miéu.

Sir dyng dong thoi céc thude doi khang thy thé anymensm {thude chen thy thé angiotensin -
ARB) - bao gém ca valsartan - hodc cac thude i ché enzyme chuyén angiotensin (ACED)

vai aliskiren o bénh nhan bj dai thio dudng Type 2 (xem phin TUONG TAC THUOC, tiéu
myc sy phong bé kép hé renin-angiotensin - RAS).

CANH BAO VA THAN TRONG

Do ki" leedng din sii- dung trade ki ding, Néw cdn thém thing tin, xin héi § hién bic sT.
Thube nay ¢hi ding theo don ctia bdc sT. !

Ddc tinh logi D doi wiki plg i ¢i thai

Str dung cdc thude tédc dong trén hé renin-angiotensin trong 3 thang gitra va 3 thing cudi cua
thai k§ lam giam chife ndng thin cia thai, lam tang bénh 1t va tr vong o thai nhi va ire so
sinh, Két qua lh:cu di co the lién guan w.;rl giam san phoi va bién dang xuung o thai nhi, Cac
téc dung phu tiém dn o tre so sinh bao gdm giam san so, vo nidu, ha huyét dp, suy thin va w
vong. Khi phit hién ¢6 thai, phai ngimg Exforge HCT cang sam cang tét.

Hg huyét dp o bénh whin giam thé tich hoge mat muii

Ha huyét ap quéd mic, h'm pom ha huyét ap thé dimg da duoe ghi nhin o 1,7% bénh nhan
duoe diéu tri bing licu 161 da cua Exforge HCT (10/320/25 mg) 5o véi 1,8% bénh nhan dung
valsartan/MCTZ (32025 mg), 0.4% bénh nhin ding E]ﬂﬂDdlplllE-"\"'!lSﬂl‘iﬂl‘l (107320 mg) va
(.2% bénh nhin ding HOTZ/amlodipine (25/10 mg) trong mdt thir nghidgm co dbi chimg
trén nhiing bénh nhdn ting huyét ap trung binh dén ndng khéng ¢d bién chimg. O bénh nhan
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ca hé renin- nnyul:nsm dupc hmt Ivéa nhur bénh nhin dang liéu cao thude loi tigu bi giam
thé tich hodc mat m uoi, ha huytl ap triéu chimg co theé xay ra & bénh nhan ding thudc chen
thy thé angiotensin. Céin diéu chinh tinh trang néy trude khi sirdung Exforge HCT.

Exforge HCT chua duge nghién ciu o bénh nhin bi suy tim, nhdi mau co tim gan day hode o
nhitng bénh nhin trai qua phiu thuat hodc tham Fhén Bénh nhin suy tim hodc sau nhdi mau
co tim duge dunb valsartan thudng co giam huyet dp mdt chay, nhumg vige ngimg didu tri do
tiép tuc ha huyét ap trigu cimn], thiremg khéng can thiét khi tudn the huong dan ding thude.
Trong cac thu nghi¢m ¢ doi chimg @ bénh nhan suy tim, ty 1§ ha huyét ap & bénh nhan duge
diéu tri bang valsartan la 5,5% so vo1 1,8% o benh nhan duwoc didu irj bang gia duge. Trong
thir nghiém vé valsartan trong nhéi mau co tim cap (VALIANT), ha huyét ap ¢ bénh nhin
sau nhdi mau co tim dan dén nging didu lr1 vinh vién xay ra ¢ 1,4% bénh nhan dugc diéu tr
béng valsartan va 0.8% bénh nhan duge diéu tri bing captopril.

VI s gian mach gy ra boi amlodipine khm phal tir tir, hiém khi e6 bdo céo ha huyér dp cp
sau khi ding dudmg uun;;, Khang bit diu didu i bing Exforge HCT o hénh nhan ki hep
diéng mach chu hodc hep van 2 1 hode bénh co tim phi dai tic nghén.

Ntu xay ra ha huyc! ap qud mie vai Exforge HCT, nén dat bénh nhén o thé nam ngua va
néu cin thiét, truyén tinh mach dun[, dich mudi ding truong, Pap urnb ha hu_}el ap thoang
qua khang phai 1a chdéng chi dinh doi voi didu tri thém ma thubng cé thé tiép tuc khdng gap
kI khan khi huyét ap da dn dinh.

Tiang dau thilt ngue vihode nhoi méu co tim:

Tang dau that ngue va nhol mau co tim cip co thé xuat hién sau lidu khoi ddu hoac tang liéu
Amladipine. dic biét trén cac bénh nhiin tic nghgn ding mach vanh niing.

Say giam clure nang thin

Nhiimg thay doi vé chiic nang thin bao gdm ca suy thin cip co thé duge giy ra boi cac loai
thude irc ché hé renin-angiotensin va thude loi tigu, Nhimg bénh nhin co chirc nang than phy
thuge mdt phan vao hoat ddng cua hé renin- nng.iotcnsin (vi du bgnh nhin bi hep dong mach
than, bénh thin man tinh, suy tim sung huyét nang hodc gidm thé tich) co thé dac biét co
nguy co phat trién suy than cip khi ding Exforge HCT. Ciin theo ddi dinh ky chirc nang
thin o nhimg bénh nhdn nay. Phai xem xét it lai hodic ngimg diéu ti o nhing bénh nhin b
giam chire ning than cé vy nghia lam sang khi ding Exforge HCT.

T4

Phai tranh s dung thude chen thu the angiotensin (ARB) - bao gom ca valsartan - hode
thucie 1re che enzyme chiyén angiotensin (ACED veai aliskiven o bénl ahdn bi suy thdn nang
fioe cdo fire cuer cein then < 30 mi phiny fxem pm.i'n TUUNG TAC THUOC, tiéu mre sir phong
he kép hié renin-angiotensin - RAS)

Suy tim
Exforge HCT chua duge nghién el o bénh nhén suy tim.

Cae nghién i vai amlodiping: N6i chung, cén theo ddi sat khi su dung tlml::}r,: chen kénh
calei, bao gom theo doi chat ché tinh trang dich, dign giai, chirc nang than va huyét ap o bénh
nhin suy tim. Amlodipine (5-10 mg/mgay) da duge nghién cdu trong mat thar nghigém ¢o doi
chimg vai gia duge o 1.153 bénh nhan suy tim d§ 11 hode d¢ 1V theo phin loai cua Hiép hoi
lim New York (NYHA) khi dang ding cac liéu on dinh cua thude (e ché enzyme chuyén
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angiotensin (ACF). digoxin va thude lgi tiéu. L.m theo ddi it nhat 6 thang, trung binh khoang
I4 thang. Khéng o tac dung bit lgi noi chung vé ty I¢ song con hodc ty 1§ mag bénh tim (nhu
duge xde dinh hm loan nhip de doa tinh mang, nhdi mau co tim cﬂp hoac nhédp vién do tinh
frang suy tim xiu di) Amlodipine di duge so sinh véi gia duge trong 4 nthm Cuu tir 812
twan & nhimg bnh nhén suy tim d 1711 theo phin loai cua NYHA, gom thng 56 697 bénh
nhan. Trong nhimg nghién ciu nay, khong cd bang chimg suy tim xdu di dya trér- cac dinh
gia vé sir chiu duge gang site. phan loai cua NYHA, cic triéu chimg hodc phan sO thng mau
that trai (LVEF),

(e meluén cirn vii valsartan: MOt s bénh nhin suy tim d3 phat trién tang nito uré huyét,
creatinine va kali huyét thanh khi ding valsartan. Nhitng tic dung ndy thudng nhe, thodng
qua va co nhiéu kha nang xay ra ¢ nhimg bénh nhin bi suy thin tr wudc, Co thé c¢in phii
piam li¢u va'hode ngimg ding thude loi tidu vahodc valsartan. Trong thu nghiém veé
valsartan trong suy tim. trong d 93% bénh nhdn duge ding déng thoi véi thude e ché
enzyme chuyén angiotensin (ACE). viéc diéu trj da bi ngimg lai do tang creatinine hodc kai
{1ang eong la 1.0% khi dung vnlmnan so voi 0.2% khi ding gia duge). Trong thu n|,hu:rﬂ ve
valsartan trong nhdi mau co tim cip (VALIANT), vige ngimg diéu tri do cic loai rdi lean
chire nang thin khac nbaw say m o 1,1% bénh nhin duge diéu tri l‘.ﬂnt' valsartan va 0.8%
hénh nhin duoc diéu tri bing captopril. Viée danh gia bénh nhan suy tim hodc sau nhoi mau
co tim phai ludn bao gom danh gid chire nang than.

Phan g qud min

Phan g qui man voi hydrochlorothiazide co lh_é xay ra & b¢nh nhin co holic khdng co
ticn su bi dj tng hode hen phe quan, nhung co nhiéu kha nang o bénh nhan co tien su ndy.

Lapus baw do hé Hufﬂg

D3 co béo cao cac thude loi tigu thiazide gy ra dot cip hodc hoat hda bénh lupus ban do hé
thdng,

Tweerng tiac veii lithi

Nl chung khong nén ddng lithi ¢lng vii thiazide (xem p}'_lﬁn Tuong tic vai cic thube khic
vil cac dang twong tic khac muc Hydrochlorothiazide, tiéu muc Lithi,
Y

Miir cin bfiﬂg dign gidi va chuyén hia
Amlodipine -Valsarien - Hydroehlorothiazicde

Frong mot thu nghiém vé L\Inrge HCT ¢d doi chimg o bénh nhan tang huyet ap trung binh
dén nang. ty 1¢ g giam kali huyét (kali huyét thanh < 3,5 mEq/L) vao bat cir thei diém néo sau
st ghi nhan ban dau véi lidu 16i da cua Exforge HCT (100320025 mg) 1a 10% so vdi 25% vdi
HCTZamlodipine (25/10 mg), 7% woi valsartan/HCTZ (320125 myg) va 3% vdi
amlodipine/valsartan {[ﬂd"ﬂ mg). Mt bénh nhin (0.2%) da ngimg diéu tri do phan ing phy
giam kali Im}r:l trong méi nhom ding Exforge HCT va HCTZ amlodipine. Ty 1€ ting kali
huyet (kali huyet thanh > 5.7 mEq/L) 1d 0,4% voi [.xlnrg,e HCT so vai 0.2-0,7% véi d:r:u Iri
kép. Can theo doi d||1h ky cic chit dién giai trong huym thanh dua trén viée su dyng Exforge
HCT va cac yéu u t6 khde nhu ehiic ndng than, cac thude khic hodc tién s mit cin bang dién

gihii.
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Hyvdrochlorothivzide

Hydrochlorothiazide o thé gdy giam kali huyét va LIHIH natri hu;,fet Giam magnesi huyet co
thé din dén giam kali huyét, dutng nhu kho diéu tri mac di day di kali. Nhimg thude {ic
ché hé renin-angiotensin co thé gdy tang kali huyét. Cin theo dai dinh ky cac chit dién giai
trong huyét thanh.

Néu giam kali Im:rel kém theo cac diu higu lam sang (vi du }cu cao, ligt nhr;.- hode cic thay doi
trén dién tim do (ECG), phai nglrn;, ding Exforge HCT. Khll}E]I cdo ditu chinh sy giam kali
huyét va bit ky giam magnesi huyét nio cing ton tai trude khi bat dau ding thiazide.

Hydrochlorothiazide ¢6 thé lam thay déi sy dung nap glucose va lam tang nong do
cholesterol va triglyceride trong huyét thanh.

IHydrochlorothiazide c6 thé lam ting nong d acid uric trong huyét thanh do lam giam do
thanh thai cua acid uric. ¢6 the gdy ra hogc lam ndng thém tinh trang ting acid uric huyét va
thic day bénh git & nhimg bénh nhan nhay cam.

Hydrochlorothiazide lam giam su bai tiét calci trong nude ticu va co thé [am 1ang calei huyét
thanh. Cin theo ddi nong dé calei o nhimg bénh nhdn bi tang calei huyét khi sir dung
Fxforge HCT,

Cin thi ciip tinh v Glaucom gée déng thir cip

Hydrochlorothiazide la mdt sulfonamide cd Lhé gay ra phan (mg dac ing. din dén cin thi
llmang qua cip tinh va glaucoma goc déng cip tinh. Céc triéu c]umg bao gum khai phat cap
tinh vé giam thi luc hodc dau mat va thm:mb xdy ra trong vong vai gio. dén vai tuan khi bat
diu dung thude. Glaucoma goc dong cip tinh khong duoe diéu trj o thé din dfn mit thi lue
vinh vién. Diéu tri ban ddu 1 ngimg hydrochlorothiazide cang nhanh cing h::t Cu the cin
phai xem xét cle phumm phap digu tri m;.-l khoa hodc ngoai khoa ngay tirc thi néu vin khdng
kiém soat duge ap sudt trong mat. Céc yeu 6 nguy co phét trién glaucoma gde déng cp tinh
c6 thé bao gdm tién su di (mg véi sulfonamide hode penicillin,

PHAN UNG PHI CUA THUOC J?
7

Kinh sglviém i cde thee nghiém fam sang

Do cie nghién ciu ldm sang duge tién hanh trong nhimg diéu kién rat khdc nhau, khong thé
so sdnh tnre tiép ty 18 phan (ng phu trong cac nghién ciu 1dm sang cua mot thude voi ty 1€
phan (g phy trong cdc nghién ciru 1dm sang cua mét thude khae va cd thé khang phan anh
duge ty 1€ quan st thay trong thue hanh lam sang,

Trong mot tha nghiém lam sang vé Exforge HCT ¢d déi chimg chi ddnh pid lieu t&i da
( 10/320/25 mg). cde dir ligu an toan da dat duge o 582 henh nhan bi tang hu}fel ap. Cac phan
img phy vé ban chét thutmg nhe vi thodng qua va it khi can phai ngimg diéu tri.

Tiin suéit chung vé ¢ac phan (mg phu twong tu giira nam va nd, bénh nhan tré (< 65 wéi) va
bénh nhin cao waoi (= 65 toi), bgnh nhan da den va da tring. Trong mat thir nghiém lam
sang ¢o doi ching vai thude khdc, ngimg diéu tri do phan g phu xay ra & 4,0% bénh nhén
duge diéu tri bang Exforge HCT 10/320/25 mg so véi 2.9% bénh nhin duge diéu tr] bang
valsartan/HCTZ 320/25 mg. 1.6% bénh nhdn duge diéu tri bing amlodipine/valsartan

fy
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10320 mg va 3.4% bénh nhan duge diéu tri bang HCTZ/amlodipine 25/10 mg. Ly do
thudmg gap nhat gay ngimg diéu tr bang Exforge HCT 1a chdng mat (1.0%) va ha huyét ap
(0,7%).

Céc phan (g phy thuomg gip nhat xay ra trong thir nghiém lam sang co doi chimg voi
thude khac gap o it nhit 2% bénh nhan diéu tri bing Exforge HCT dugce trinh bay trong
bang dudi diy:

Aml/VallHCTZ Val/HCTZ Aml/Val HCTZ/Aml

Thuit ngir 10/320/2S mg 320/25 mg 10/320 mg 2510 mg
durgre chon N=582 N=559 N=566 N=561

0 (%) n(%) n (%) n (%)
Ching mat 48 (8.2) 40(7.2) 14 (2.5) 23 (4,1)
Phii 38 (6.5) 8(14) 65(11.5) 63 (11.2)
Nhe divu 30 (5.2) 31 (5,5) 30 (5.3) 40(7.1)
Kho tiéu 13(2.2) 5(0,9) 6(1.1) 2(0.4)
Mét moi 13(2.2) 15(2,7) 12 (2.1) 8(1.4)
Co thit cor 13(2.2) 7(1.3) 7(1,2) 5(0.9)
Dau hrng 12 (2.1} 13.(2:3) 5(0.9) 12(2.1)
Budn nin 12(2.1) T(1,3) 11.8) 12 (2,1}
Viém miii hong 12 (1) 13 (2.3) 13 (2.3) 12 (2,1)

Cic phan (g phy lién quan dén tu thé dimg (ha huygt ap thé dimg va chong mat ur thé) duoe
ghi nhidn o 0.5% bénh nhin. Cac phan (mg phy khac xay ra trong cac thir nghiém lam sang
voi Extorge HOT (> (0.2%) duge ligt ké dudi diy. Khong the xic dinh co phai nhiimg phan
tng phy ndy ¢ moi quan hé nhan qua vai Exforge HCT hay khéng.

R loan tim: nhip tim nhanh

R&i loan 1ai va mé dao: chong mat, 0 1ai

R&i logn mat: nhin mo

RGi loan tiéu hoa: tiéu chay, dau byng trén, ndn, dau byng. dau rang. khd miéng, viém da
déy. i

R&i Toan toan thiin va tinh trang tai chd dimg thude: suy nhuge, dau ngue khéng do tim, ﬁn%
lanh, kha chiu

Nhiém tring va nhiém ky sinh tring: nhiém irun;, dm&nf_., hd hap trén, viém phé quan cum,
viém hong, dp xe rang, viém da day rudt do virus. nhiém tring dudng hd hap. viém mii.
nhidm tring duomg tiél niéu

Ton thuong. ngd die va cac bién chimg do thu thudt: ton thuong & lung. dung gidp. bong gin
khip, dau do tho thudt

Xét nghiém: tang acid uric huyét, ting creatine phosphokinase huyét, giam ciin

Roi loan chu;. ¢n héa va dinh dudng: giam kali huyét. dai thao duémg, tang lipid huyét, giam
natri huyét
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Rm loan co xuong khap va md lién két: dau & céac chi, dau khap, dau co xuong Lln’fp yéu co,
véu cor xwong khip, cimg co xuong khap, simg khop, dau eb, viém xuong khap, viém gin

Rbi loan hé thin kinh: di cam, budn ngu. ngt, hdi chimg éng cd 1ay, réi loan ehi y. chang
mat tu thé, réi loan vi gide, kho chiu o dau. ngu lim, nhirc ddu do viém xoang. run

Rai loan tam thin: lo du. trdm cam, mat ngu

R&i loan than va tiét niéu: tidu dat

Réi loan hé sinh sin v tuyén vi: réi logn cuong

Réi loan hé hap, ngue va trung thit: kha tho, sung huyét miii. ho, dau hong-thanh quan

R&i loan da va mé dudi da: ngira, tang tiét md héi, ra md hoi ban dém, néi ban

R&i loan mach: ha huyét ap

Céc truomg hop rigng le vé phan (ng phy dang chi ¥ trén lam sdng sau day durge quan sit

thiay trong ciac tht nghiém lam sang: chan dn, 140 bon, mé! nudc, kho tiéu, 1ang su ngon
miéng. nhiém virus.

Auleadipine

Amlodipine da dugc danh gid vé an wan o hon | 1.000 bénh nhin tai M3 va céc tha nghiém
lam sang o nude ngoai. Nhimg phan (ng phy khde khéng duge gt ké o trén d3 duge bio
cdo < 1% nhung > 0,1% bénh nhin trong cac thir nghiégm lam sing ¢6 doi chun;_., hodc treng
cie diéu kién cua thu nghiém ma hoge theo kinh nghiém tiép thi trong do mdi quan hé nhan
qua khéng chic chan la:

Tim mach: loan nhip (bao pdm nhm nhanh that va rung nhi). nhip tim chiam. dau nguc. thicu
mdu cuc b vimg ngoai bién, su,aL ha hu}ﬂ dp w thé, viém mach

H¢ thin kinh trung wong va ngoai bién: bénh thin kinh ngoai bién. run
I'iéu héa: chan dn, kho nudt, viém tuy, 1ang san loi

Toan than: phan (g di img. ndng birmg, kho chju, rét run, 1én cén ‘%/ -
Heé co xuong khop: bénh khdp, co eimg oo

Tam thin: rdi loan chire ndng sinh duc (nam va ni), ban chén, giﬁc me bit thudmg. mat nhin
cich

Da vi phin phu: phit mach. ban do da dang. ban do. ban dat sén
Céc gide quan dac biét: nhin bit thuimg, viém két mac, song thi. dau mit, 0 tai
HIé tiét nidu: tidu nhiéu lan. roi loan tidu tién, tigu dém

HE than kinh tu déng: tang tiét mo hoi
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Chuyén hoa va dinh dudng: ting dudng huyét, khat
Huyét hoe: giam bach céu, ban xudt huyét, giam tiéu ciu

Cac phan ing phy khac da duoe bao cdo vai amlodipine o tin suét < 0,1% bénh nhan bao
gnm SUY tn-n mach khang dtu. ngoai tdm thu, da d6i mau, nbi mé day, khé da, rung toc,
viém da, yéu co, co gl&t mét dicu hoa, tang trrong e, dau nia déu, da lanh va am udt, lanh
dam. ]-.ich dong, quen viém da day. lé’mg sy ngon migng, phan long, viem mai, kho tiéu, da
niéu, roi loan khirm gidc, sai léch vi gide, diéu tiét thi lye bdt thudmg va kho mat, Cac phan
trng khac xay ra khong thudng xuyén va khéng thé phin biét duge do thude hay do tinh trang
bénh déng thai nhu nhdi mau co tim va dau thit nguc.

Cic phan (mg phy da duge bio cdo i vai amlodipine vé cac chi dinh khde ngoai tang huyét
ap cd the duge 1im thay trong théng tin ké don day du cua chat nay.

Felsertan

Valsartan d3 dvoc danh gid vé an toan & hon 4.000 bénh nhan ting lmyét_ ap trong cic thu
nghiém lam sang. Trong nhimg thir nghiém so sanh valsartan vai mot thude (e ché enzyme
chuyén angiotensin (ACE) co hode khdng co gia duoc, ty I¢ ho khan cao hom dang ké o
nhom ding thude e ché ACE (7,9%) so véi o cac nhom dm;!:: dimg valsartan (2.6%) hodc
gia duge (1.5%). Trong mdt tha n;luém o 129 bénh nhin gidgi han tén bénh nhin ho khan

khi trude day ho da duoc ding thuoe te ché ACE, ty 1¢ ho & bénh nhin duge ding valsartan,
HCTZ hode lisinopril 12 20%, 19% va 69% tuong (mg (p < 0.001).

Cac phan (g phy khic khong duoe 1iét ké o trén xay ra & > 0,2% bgnh nhén trong cdc thu
nghiém |dm sang voi valsartan co ddi ching 1a:

Tiéu hoa: diy hoi
Ho hap: viém xoang, viém hong
Nigu sinh duc: bat lue

Céc phan img phu khéc da duge bdo cio voi valsartan vé ce chi dinh khdc ngodi ting huyét
ap co the duge tim thay trong théng tin ké don cho Diovan.

I velrocorothiazide

Cac phan tng phy khac khdng duge ligt ké o trén da duoc bio cao vai hydrochlorothiazide.
khong lién quan dén quan hé nhan qua, duge lidt ké dudi day:

Toan than: yéu

Tigu hoa: viém tuy, vang da (ving da it mat trong gan), viém tuyén nude bot, chudt rit, kich
ung da day

Huyét hoe: thidu mau bat san. mét bach ciu hat. thidu mau tan huyét
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Qud mdn: nhay cam anh sang, _mfli mé day. viém mach hoai wr (viém mach va viém mao
mach da). sét. truy ho hdp bao gom ca viém phdi v phit phdi, phan (mg phan vé

Chuycn hoa. glucose nigu, tang acid uric Iulyf'.:l
Heé thiin kinh/dm thin: bon chin
Than: suy thin. réi loan chirc nang than. viém thin ke

ya: ban do da dang bao gom ca héi chimg Stevens-Johnson, viém da rée vay bao gom ca
hoai t bidu bi nhiém dac

Cac gide quan dac biét: nhin mé thodng qua, chimg thdy sic ving.

Két qun xér nghiém

Két qua xét nghiém doi voi Extorge HCT di dat duoe irong mat thi nghi¢m ::6 dbi chimg sur
dung Exforge HCT voi liéu 161 da 10/320/25 mg 50 voi liéu tdi da ciia cac dieu tri kép, tic la
valsartan/HCTZ 320/25 mg. amlodipine/valsartan 10/320 mg va HCTZ/amlodipine 25710
mg. Céc két qua déi véi nhimg thanh phan cua Exforge HCT da dat duge tir cac thu nghiém
khac.

Creatinine: O bénk nhin tang huyét ap, creatinine ting trén 50% xay ra o 2.1% bénh nhin
ding Exforge HCT so v6i 2,4% bénh nhan ding valsartan/HCTZ, 0.7% bénh nhan dung
amlodipine/valsartan va |,8% bénh nhiin ding HCTZ/amledipine.

() bénh nhan suy tim, ¢a quan sét thiy creatinine tﬁn], trén 50% & 3,9% bénh nhin dupe dicu
tri bing valsartan so vdi 0,9% bénh nhan duge diéu tri bang gia dwm: () bénh nhan sau nhoi
mau co tim, il quan st thily creatining trong huyét thanh tang gap d6i o 4,2% bénh nhin
duoc diéu tri bing valsartan va 3,4% bénh nhin duoe diéu tri bing captopril.

Xt ngliém elue nang gem: Thinh thoang ting cic thanh phiin héa hoc cua gan (cao hom
150%) xay ra o bénh nhan duoc diéu trj bing Exforge HCT.

Néter weé et (BUN)- O bénh nhan tang huyét dp. da quan sat thay tang trén 50% vé nito
urd Im:.n:l 0 30% bénh nhdn duoc diéu tri hﬂng Exforge HCT so voi 29% bénh nhin dugc
diéu trj bang valsanan/HICTZ, 15,8% bénh nhin duoc diéu Ir bing amlodipine/valsartan va
l85 @ bénh nhin duoc diéu trf bang HCTZ/amlodipine. Phan [6n cdc trj sé nito uré huyér
viin duy tri trong gidi han binh thudmg,

() bénh nhin suy tim, da quan sit thiy tang trén 50% vé nito uré huyét @ | 7% bénh nhén
duge diéu tri bang valsartan so vii 6% bénh nhin duge diéu tri bang gia duge.

Chet dién giai irong hyét thanh (Kali): O bénh nhin taing huyét p, da quan sat thay giam
trén 20% vé kali huyét thanh 0 6,5% bénh nhin dugc diéu tri bang Exforge HCT so voi 3.3%
bénh nhan dwoc didu trj bing valsartanHCTZ, 0.4% bénh nhdn duge diéu tri bing
amlodipine/valsartan 'ua 19,3% bénh nhin duge diéy trj bing HCTZ/amlodipine. Pa quan sat
thily tang trén 20% vé kali & 3,5% bénh nhin duge diéu trj bang Exforge HCT so voi 2.4%
bénh nhdn duoc didu trj bing valsatan/HCTZ, 6.2% bénh nhan duoc diéu tri bing
amlodipine/valsartan va 2,2% bénh nhin duoc diéu tri héng HCTZ/amlodipine.

l,

- Tfrw °
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() bénh nhin suy tim. da quan st thiy tang trén 20% vé kali hu}é: thanh o 10% bénh nhan

duge diéu trj bang valsartan so vai 5,1% bénh nhan duq:: diéu trj bﬂrq, gia duge ivem Cinh

béao va thin trong khi su dung, Miir can bing dign giai vi chuyén hia)

Giigm hach can trung tinh: Giam bach ¢hu trung tinh (< 1500/L) da duge quan sdt thay o
1.9% bénh nhan duge diéu v bang valsartan va 0.8% bénh nhéin dugc diéu tr bing gia

durgi.

Kinde nghicm b mdi

Cac phan g phu bd sung sau day da duge bao cio lheq kinh nghiém hau méi. Do nhimg

phan tng nay duoe bdo cao W phdt U n‘nﬁt nhém din s0 co kich thude khéng chac chan,

khdng phai ludn ding tin cdy dé ude tinh tan sudt hodc thiét lip mdi quan hé nhan qua vé su

liép niic voi thuoc.

Amlodipine

Vaoi amlodipine, chimg vii 1o o nam gidi da dugc bdo cao khdng thudng xuyén va mbi guan

hé nhan qua khéng chac chan. Vang da va tang enzyme gan (hiu hét pha hop vai ¢ mat hodic

viém gan), trong mot s trudmg hop nidng du dé phai nhap vién da ducc bao cdo lién quan

véi viée su dung amlodipine.

Valsartan

Cde phan tng phu bd sung sau diy dd duge bao cdo theo kinh nghigm hiu mai véi valsartan
hodic valsartan/hydrochlorothiazide:

Mau va bach huyét; Ca cac bao cao rat hiém gap vé giam tiéu céu
Qua min: Co cic bao cdo hiém gap vé phi mach

liéu hoa: Tang enzyme pan va céc bio cio rat hiém gdp vé viém gan
Ihin: Suy giam chire ndng thin

Xét nghiém; Tang kali huyét

Da: Rung 16¢ ‘J}/

Mach: Viém mach
Hé thin kinh: Ngat

Cée trwimg hop hiém gip vé tiéu co van da duge bao cdo o bénh nhin dimg thude chen thy
thé angiotensin 11,

Hvdrochlorothiazide

Cdc phan (mg phy bo sung sau diy di duge bido cio theo kinh nghiém hiu mai vai
hydrochlorathiazide:
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Suy thin cap, rbi loan than, thiéu médu bét san, ban do6 da dang, sot, co that co, suy nhuge,
glaucoma goc dong cép tinh, suy tiy xuong, su kiém sodt bénh dai thao dudmg xdu di, [.,mm
kali huyét. tang lipid huyét, giam natri huyét, giam magnesi huyét, tang calci huyét. nhiém
kigm giam clo huyét.. bat lye, giam thi lue.

Nhing thay dai bénh Iy vé tuyén cdn giap & bénh nhan tang calei huyét va giam phosphate
huyet di dugc quan sit thiy & mat vai bénh nhan digu tri bang thiazide kéo dai. Néu tang
calci xay ra, can danh gia thém ve chan doan.

Thang bio cho bic st nhing tde dung khing mong mudn gdp phai khi si dung thuic.
TUONG TAC THUOC

Valsartan - Hydrochlorothiazide )
Nhitng tuong tac thude sau ¢ the xuat hién do ca hai thanh phan ( Valsartan vi/hodc
Hydrochlothiazide) coa Exforge HCT:

Lithium: Tang néng dé Lithium trong mau cé thé dao nguoc va déc tinh di dugc bio cdo khi
st dung dong thai Lithium véi cac chat e ché ACE, cac chat khang thy thé Angiotensin |1
hofic cicThiazide. Vi dd thanh thai & than cia Lithium giam do cac Thiazide, nguy co déc
tinh cua Lithium cé thé tang hon vdi Exforge HCT. Vi vdy theo déi can than nong dd
Lithium trong mau trong sudt qua trinh diéu tri phdi hop duoc khuyén céo.

Amlodipine

Simvastatin: Su dung doéng thoi Simvastatin véi Amlodipine lam tang néng d coa
Simvastatin. Li€u gidi han cho Simvastatin trén bénh nhén dang dung Amlodipine 1a 20 mg
mol ngdy,

Chilt tic ehé CYP3A4: Khi sit dung déng thai vai cdc chit ie ché CYPIA4 (mire di trung
binh va manh) gy tang nong dj cua Amlodipine va co thé cin phii giam liéu Amlodipine.
Can theo doi cac trigu chimg ha huyét ap va phi khi sir dung Amlodipine cling véi cac chit
frc ché CYP3A4 dé xac dinh sy cin thiét phai didu chinh liéu hay khong,

Chiit cam timg CYP3A4: Khong ¢ théng tin vé mirc d§ anh hudng cua cac chit cam (ing
CYPIA4 1én Amlodipine. Nén theo dai huyét ap khi st dung déng thai Amlodipine vai cic
chat cam (mg CYP3IA4,

Trong don trj liéu, amlodipine an toan khi ding véi thude loi titu nhém thiazide, thude chen
beta, thuoe (e ché men chuyén angiotensin, cac nitrate tac dung kéo dai, nitroglycerin ngam
dudi ludi, digoxin, warfarin, atorvastatin, sildenafil, Maalox™ (hydroxide nhom dang gel,
magnesi hydroxide va simeticone), cimetidine, thude chéng viém khang steroid, khing sinh
va thude lam giam glucose huyét dang uéng.

Valsartan 12/

Nhiing tweng tic thude sau co thé xudt hién do Valsartan, thanh phan coa Exforge HCT:

Kali: Cin than trong khi ding ddng thivi vai cde thude bd sung kali, thude li tieu gitr kali,
cdc chét thay thé mudi ¢6 chira kali hodc nhimg, thude khdc cé thé 1am tang ndng do kali (nhu
heparin. v.v...) va nén theo ddi thudng xuyén nong do kali.

Thuie ching viém Mn’]ng steroid (NSAID) bao gém thuie e dm chon o
Cycloaxygenase-2 mmn{' e ché COX-2): Khi su dung dong thoi thudc déi khan&,
angiotensin 11 v&i cac thude NSAID, sy giam hiéu qua ha huyét ap ¢ thé xay ra. Hon niva, ¢

| i
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nhitng hénh nhin cao tudi, giam thé tich (bao gdm ca bénh nhin diéu tri bang thudc loi tiéu).
hodic co thn I|1IJDHL chirc nang than, st dung dong thii céc thube doi khing nnhiulcnsin I va
NSAID co thé dn deén tang nguy co suy chiic ndng thin tram trong. Vi vay, khuyen cdo theo
ddi chiic nang than khi bat dau hodic khi thay dai diéu tri & bénh nhén st dung valsartan dong,
thoi vai NSAID.

Chit vin clruyé én: Kétqua tir mot nghién et in vitro voi mé gan nguai cho thay valsarian la
mot cor chit cua OATPIBI |4 chdt van r:huycn thude vio gan va co chit cia MRP2 la chit
vin chuyén thudc ra khoi gan. Sir dung két hop cde thuoe dc ché chat vin Ehll}'f.‘ﬂ vaD
(rifampin, ciclosporin) hode chdt vin chu:,'c..n ra (ritonavir) co thé lam tang mae liép xic todn
thin vai valsarian.

Trong don tri liéu véi valsarian, chua thiy twong tac thudie nao cd ¥ nghta trén lam sang khi
ding véi cac thude sau: cimetidine, warfarin, firosemide. digoxin. atenolol. indomethacin,
hydrochlorothiazide. amlodipine, glibenclamide.

Hyvdrochlorothiazide

Nhiimg tong tie thude sau ¢o thé xuit hién do Hydrochlorothiazide, thanh phin cia Exforge
HCT:

Ciic thuie ching rang .'myfr dp khie: Cac thiazide lam manh thém tac dung chong ting
huyét ép caa cic thude ching tﬁn!, huyét dp khac (vi d\l guan:lhldulc methyldopa, thudc
chen beta, thude gdy gidn mach, thude chen kénh ealei. thude e che men chuyén angiotensin.
thudc chen thy thé angiotensin (ARB) vt thude tic ché renin trye n:p{DRJsH

Thuic gidn co vin: Cac thiazide, bao gdm ca hydrochlorothiazide lam manh thém tic dung
gidn co vin nhu cac din xudt cua curare.

Ciic thuic dnh Irreomg dén ning dd kali .fgny;fl thanh: Tac dung lam giam Kali huyét cua
thute lgi tieu ¢o the tang lén do s dung dong thai vai thuoe lgi tidu lam bai tiet kali nigu,
corticosteroid, ACTH, amphotericin. carbenoxolone, penicillin G, cac dan xudt cua acid
salicylic hodic thude chdng loan ship (xem phan CANH BAO VA THAN TRONG).

Ciic thuie dnh hugng dén nédng d5 natei haydt thanh: Tac dung Jam giam natri huyét coa
cdc thube Ipi tiéu co thé tang 1én do sir dung ddng thai voi céc thude nhw thude chdng trdim
cam. thude chng loan than, thudc chong dgng kinh, v.v... Can phai thin trgng khi sir dung
nhimg thudc ndy dai han (xem phiin CANH BAO VA THAN TRONG).

Thum; r.f.-m:g dii thdo dwdmg: Cic thiazide ¢6 thé lam thay dbi sy dung nap glucose. CO thé
cin phai digu chinh liéu insulin va cac thude didu tri dai thio duwang dang uang.

Glycoxide digitaliy: Giam kali Imyel hodc glam magnesi huyét do thiazide co thé xay ra dudi
dang cac tic dung khong mong muon, lam dé khdi phat loan nhip tim do digitalis (xem phan
CANH BAO VA THAN TRONG).

Thuic .:'hﬁug viém khing steroid (NSAID) vi thude tic ché ehon lpe COX-2: Dung dong
thoi voi cde NSAID (vi dy cde dun xudt cua acid salicylic, indomethacin) ¢6 thé lam yéu hoat
tinh loi tiéu va chong tang huyét ap ::tla thanh phdn thiazide trong Exforge HCT. Giam thé
tich mau dong thai co thé gdy suy thin cip.

- . =
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Allopurinol: Sir dung déng thoi voi céc thudc lgi tiéu thiazide (bao gom ca
hydrochlorothiazide) ca thé lam tang ty 1é phan img qua min véi allopurinol.

Amantadineg: Su  dung _dﬁng thoi v6i cac thubc lgi tiéu thiazide (bao gém ca
hydrochlorothiazide) co thé lam tng nguy co cac tic dung phy do amantadine.

Ciic thudic eﬁmrg Huil a fin sinh (vi du cyuluphnspha:mde H‘IET.hﬂII‘E\E!E'I Sur dung dong
thai viri thude Igi tiéu thiazide co the lam giam sy bai tiét cac thude giy doc té bao qua thin
vi liam tang cuong tac dung tic ché ty.

Ciic thuie khdng chelinergic: Sinh kha dung cua cac thudc loi tiéu nhom thiazide co thé
ting lén do cac thude khang choli merglr.' (vi dy atropine, biperiden), duong nhu do giam nhu
dong da day-rudt va toc dd lam mn; da day. Nguge lai, céc thum: hd trg nhu dong
(prokinetic) nhu cisapride co thé lam giam sinh kha dung cua thude lgi tiéu nhom thiazide,

Resin traw doi ion: Sy hip thu cée thubde loi tiéu thiazide, bao gom ca hydrochlorothiazide. bi
giam do cholestyramine hodc colestipol. Tuy nhién, ding xen ke liéu hydrochlorothiazide va
resin bing cich sir dung hydrochlorothiazide it nhit 4 gitr trude hodic 4-6 gidr sau khi dimg
resin s& co khia nang giam thigu sy twong téc.

Vitwmin D: Su dung cic tlll.l_f:]t lgi tiéu thiazide, bao g{:‘:m ca hydrochlorothiazide, vai vitamin
[ hodie cac mudi calei ca theé [am ting manh calei huyet thanh.

Cielosporin: Diéu 1ri dong thoi véi ciclosporin cd thé 1am ting nguy o tng acid uric huyé
vi cac bien chimg dang bénh git

Muii caleiz Su dung dong théi vai cac thude loi tiéu nhom thiazide c6 thé dan dén tang calci
huyét do tang 1ai hdp thu calei o dng thin.

Diazaxide: Cic thuoc loi tiéu thiazide co thé lam 1@ng tac dyung ting dudng huyét cia
diazoxide.

Meithyldapa: Di co bao céo trong y viin vé thiéu méu tan huyét xay ra khi ding dong thai
hydrochlorothiazide va methyldopa.

Ruou, barbiturate hode thude nga: Si dung déng thoi cie thude loi tiéu nhom thiazide voi
rugu. barbiturate hodc thude ngu cé the lam ting ha huyét ap thé dimg.

Ciic amine vin mych: Hydrochlorothiazide ¢6 the lam giam dap (ng véi cac amine  wvin
mach nhu noradrenaline. Y nghia lam sang cua tic dung nay chua rd va khang du dé ngan
can vige sur dung ching,

PHU NE {"D KHA NANG MANG THAI (WOCBP), PHU NU'CO THAL, CHO CON ’(?
BU VA KHA NANG SINH SAN

Phy oo ed ks nang mang thai

Ciing nhu véi bat ky loai thude nao khic ciing tic dong tryc tiép trén hé renin-angiotensin-
ﬂldu'\lcronc (RAAS). khdng duge ding Exforge HCT & phy niv dy dlnh ¢o thai, Cac chuyen
ria y 1€ khi ké don bd! ky thude nao tac dong trén hé RAAS nén tw van cho nhimg phy nir c6
kha nang mang thai vé nguy co tiém in coa nhimg thude nay trong thai ky.,
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Phu nir ¢d thai

Ciing nhir vai biit ki loai thude nie khac cling tde dong trie 1iép trén hé renin- anbmlensm
aldosterone (RAAS). khong dwge ding Lmimyz HCT @ phu nit ¢o thai (xem phin CHONG
CHI HINH} Do ¢o ché tic dung cua cic chit dm khdng angiotensin 11, khéng thé loai tris
gLy co ddi vivi thai. Viée ding cac chat e ché men :hu}fr:n angiotensin (ACE) (la nhom
thude ddc higu tac dung trén hé renin-angiotensin-aldosterone) ¢ho phy niv mang thai trong 3
thang gita va 3 thang cudi cua thai ky da dugc bio cdo gay ra 1in thwng va chét thai dang
phat trién. Ngoai ra. theo cdc dir ligu hdi elu, viée ding céc chit lic che men chuyén
angiotensin trong 3 thang déu cia thai ki cé lién quan vai nguy co tiem an vé khu:ﬂtt tat ham
sinh. Hydrochlorothiazide di qua nhau thai. Da cé bao cdo vé siy thai nr nhién, it dich &i va
rdi loan chire nang than & tr¢ so sinh khi ngudi phy ni mang thai vo ¥ ding valsartan.

Chua co du dir ligu lim sang vai dmludlpuw @ phy nit mang. thai. Cac nghién el v
amlodipine trén dong vit cho thay dic tinh dbi véi sy sinh san & liéu pip 8 lan lieu 16i da
khuyén cdo cho ng:.:én la 10 mg (xem phan CAC DU LIEU AN TOAN PHI L AM SANG).
Chira 1d nguy co tiém an déi v nguai.

Phoi nhigm trong tu cung vai thum: lgi tiéu thiazide, bao gdém ca hydrochlorothiazide co lién
quan vai ving da hodic giam tiéu céu & thai hodc tré so sinh va ¢d thé lién quan vdi cde phan
ung phu kKhdc xay ra & ngudi [om,

Tﬁ:éu phét hién 6 thai trong thoi gian diéu tri, phal ngimg ding Exforge HCT clng sdm cang
161

Cho con b

Chura 15 6 phai valsartan va/hoic amlodipine duge bai tiét vao sira me hay khong. Valsartan
¢d bai tiél vao siva cua chudt cong cho con bi. Hydrochlorothiazide dirge bai tié; viio siia me.,
Vi vy khong khuyén ding Exforge HCT d6i vai nhimg phy nit dang nudi con bing sita me.

Kha niing sinh san

Khong co thang tin vé tac dung cua amlodipine, valsartan hodc hydrochlorothiazide trén kha
nang sinh san o ngudi. Cac nghién ciu trén chudt céng khong cho thay bat ky tic dung nao
cua amlodipine, valsartan hoac hydrochlorothiazide trén kha nang sinh san (xem phan CAC
DU LIEL) AN TOAN TIEN LAM SANG).

QUA LIEU J?z/

Chura ¢6 kinh nghigm vé qua liéu Exforge HCT. Trig¢u chimg chinh cia qud liéu valsarian cé
thé 14 ha huyét dp rd kém chong mat. Qué liéu amlodipine o 1hé din dén gian mach ngoai
hién qua mire va cd thé lam nhip tim nhanh phan xa. D3 cé bao cao vé ha huyét ap toan than
i@ rét va co hha ndng kéo dai ké ca din dén sde voi kér cude 1 vong,

g huyél ap ¢o y nghla lam sang do qua liéu amludlpm: bt bude phai hd o tim mach tich
cye hao gom ca theo doi thutng xuyén chire ndng tim va hd hip, ndng cao cdc chi va cha y
dén thé tich dich lru théng va lugng nude tiéu.

I'hube giy co mach r:-:h thé hiw ich trong vu:c phut héi truomg lye mach va huyét dp. véi diéu
kién 1 khong bi chong chi dinh sir dyng. Néu moi ding thude, co thé xem xét giy ndn hojc

15
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ria da day, Sw dyng than hoat tinh cho nhing ngudi tinh nguyén khoe manh ngay lap e
hodc t&i da 2 giér sau khi ding amlodipine da cho thiy lam giam dang ké su hap thu
amlodiping, _

Tiém tinh mach Calcium Gluconate co thé ¢6 loi trong viée lam dao nguoc tac dong cua vige
{ic ché kénh Calci,

Ci valsartan va amlodipine khong chac c6 thé duoe loai b bang tham phan mau trong khi s
thanh thai HCTZ co the dat duge do tham phin.

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

Chura €6 nghién ciru nao vé tac dong trén kha nang lai xe va su dyng mdy moc duge thue
hign. Khi lai xe hay su dung méy méc nén tinh dén la déi khi ¢ thé xay ra chong mat hofic
mét moi,

DUGC LY LAM SANG
Durgre lre hoe (P

Lxforge HCT két hgp ba hop chat chong tang huyet ap voi co ché bo tro dé kiém soat huyét
ap o nhirng bénh nhin bj tang huyel dp vo can: amlodipine thuge nhom thude ddi khang calci.
valsartan thude nhom thude doi khang angiotensin Il (Ang I1) v hydrochlorothiazide thube
nhém thude loi tiéu thiazide. Su két hop ba thanh phén nay c6 tac dung bo tro cho tac dunfz
ching tang huyét ap, lam giam huyét ap dén mdt mie d manh hon so vai khi dimg moi
thanh phan don dc.

Amlodipine

Thanh phin amlodipine cua Exforge HCT ngan can sy di qua ming cua ion calei vio co tim
va co tron mach mau, Co che tac dung c:hErnL, I!aﬁ.115, huyét dp cua amlodipine 1& do tdc dung
lam gian trye tiép co tron mach mau. gdy ra giam khang lyc cua mach mau ngoai bién va
gidam huyét ap. Cac dir liéu trén thye nghiém cho thay la amlodlpmc gan két vai ca vi tri két
hop vai dihydropyridine va khong phai dihydropyndine, Ti ién trinh co that co tim va co tron
mach mau phy thudic vio sy di chuyén cac ion calci tir ngoai bao vao bén trong nhiimg 1& béo
nay qua céc kénh ion dac hidu.

Sau khi ding cac liéu dmu tri cho bénh nhan bj tang huyét ap, amlodipine lam gian mach din
dén giam huyét ap khi nam ngua va khi ding. Sy giam huyét 3 ap nay khong kém theo !hm ddi
dang ké cua nhip tim hodc nong dé catecholamine trong hu}el twong khi ding thude lrong

thin gian dai,
1 - H - v e ' - - = ' - .a';’-
: ‘¢ va bénh

Nong do thuoe trong huyét tuong co wong quan vai tic dyng trén ca bénh nhan tre
nhin cao twbi.

O bénh nhin tang huyét dp o ehire nang thin binh thuémg, liéu diéu tri ciia amlodipine dan
dén giam Khang lye cia mach méu than va lam tang toc dg loc cua cdu than va luong huyét
tomg qua than hiéu qua ma khong lam thay doi vé phan doan loc hodic protein niéu.

Ciing nhu céc thude khac chen kénh calei, cac chi sb vé I'uwc:l dong hoe ddi vai chire ndng

tim khi nghi va khi ganh sire (hodc di tirg budc) o bqnh nhén r..u chire nang tam thét hinh
thwong duoe diéu tri bing amlodipine thudng cho thiy tng nhe vé chi so tim ma khéng anh

I




trungtamthuoc.com

huong ding ké wén dP/dt hoac trén dp sut cubi kv tdm truomg & tdm that trai hodic trén thé
tich mau. Trong cac nghién ciru ve huyét déng hoe, amlodipine khéng lién quan véi tac dung
inotropic &m tinh khi duge dung o mirc |Iéll diéu tri cho dong vat thi nghiém va ngudi binh
thudmg. ngay ca khi ding két hop voi thude chen beta cho ngudi.

-"'l.lllludlpn‘lc khong lam thay doi chire nang nit xeang nhi hoac dén truyén nhi-thit o dong vt
hodic ngwai binh thuong. Trong cac nghién ciru 1am "san;: trong do amlodipine duge ding két
hop vai thude chen beta cho bénh nhan bj tang huyét ap hoac dau that nguc, khdng quan sét
thay phan dmg phy nao vé céc thdng sé trén dién tam do.

Amlodipine da cho thay tac dung co lgi trén lam sang 6 nhimg bgnh nhin ¢6 con dau thit
ngwe on dinh kéo dai, dau that ngue do co thit mach va bénh dong mach vanh da duge ghi
nhan bing chup mach mau.

Valsartun

Valsartan li mét chat déi khang thy thé angiotensin [1 ¢ hoat tinh, manh va dic hi¢u ding
dudmg udng. tac dgng mét cich chon loc 1én loai thy thé ATI chiu trich nhigm doi vai cie
tic dyng da biét cia angiotensin |1, Nong dd cia angiotensin 11 trong huyet tong tang |én
sau khi thu thé AT1 bi (e ché bing valsartan co thé kich thich thu the AT2 Khang bi e ché,
von co tac dung doi trong vai thy thé ATI. Valsartan khéng cho thay bat ky hoat tinh nao cua
chét ddng van timg phan tai thy thé AT va ¢6 i luc cao hon nhiéu (gip khoang 20.000 lan)
ddi voi thy thé AT so vai thy thé AT2.

Valsartan khéng (e ché men chuyén angiotensin (ACL), con duge goi la kininase 11, chuyén
angiotensin 1 thanh angiotensin 11 va lam thoai bién bradykinin, Do khong cé téc dung nao
irén men -:hu}fén angiotensin va khong ting tiem lyc cua bradykinin hodc chat P, thude déi
khang thu thé angiotensin 11 khéng chiic cé lién quan vai ho. Trong céc thu nghwm lam sang
so sanh valsartan vai mat chét de ché men chuyen angiotensin, ty 1& ho khan thap hon ding
ké (P < 0.05) o nhunh l)énh nhin duoge diéu tri hanb valsartan {2.6%) so v&i nhimg bénh nhén
duoc diéu tri bing chit te ché men chuyén angiotensin (7,9%). Trong mdt thu nghiém lam
sang o bénh nhn cd tién su ho khan trong khi dang diéu trj bing chat (ic ché men chuyén
angiotensin, [9.5% ngudi tham gia thu nghiém dugc didu tri bing valsartan va [9% ngudi
duoe diéu tri bang thudc loi tiéu thiazide bi ho so véi 68,5% ngudi duge didu tri bing chat te
ché men chuyén angiotensin (P < 0,05), Valsartan khéng gan két hodic chen céc thy thé
hormone khic hodc chen kénh ion ma da biét 1a quan trong trong viée diéu hoa tim mach,

Viéc su dung valsartan cho bénh nhan bi ting huyét dp din dén giam huyét dp ma khéng anh
huomg dén nhip mach.

G hau hét bénh nhan, sau khi diing mot lidu don duding uﬁnb, khai phat tac dLIﬂL chong tang
huy:t dp xay ra trong vong 2 gior va sir gidm huyét dp dat dinh trong "-'GI'IL 4-6 gidr. Tac dyng
chéng tang I1L1}EI ap kéo dai trén 24 gid sau khi ding thude. Trong thei gian ding lap lai, tac
dung giam hu}fel ap t6i da & bit ky licu ding nao thudng dat duoc trong vong 2-4 tuan va duy
tri trong sudt thoi gian diéu tri dai han. Ngimg valsartan dt ngdt khong lién quan voi tang
huyét dp héi (mg hodc cac phan tng ¢é hai khac trén 1am sang,

Valsartan di duoc chimg minh lam giam dang ké thoi gian ndm vién o bénh nhin bi suy tim
man tinh (dé -1V theo phén loai cua Hoi Tim New York - NYHA), Loi ich dat duge nhiéu
nhat o bénh nhin khang diéu tri chit irc ché men chuyén angiotensin hodc thuéc chen beta.
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Valsartan con cho thiy lam gmm Ly Ié tr vong do tim mach & nhimg bénh nhan da én dinh
trén ldm sang voi suy that trai hodc rdi loan chire ning thit trai sau khi bi nhdi mau co tim,

Hydrochlorothiazide

Vi tri tac dung cua cac thude lgi tiéu thiazide chi yéu o dng hrgn xa cua thin, Ngudi ta da
thiy la c6 mot thy thé i lue cao & vo thin Ia vi tri gdn chu }'ﬂtl doi vai tac dung loi tiéu cua
thiazide va Llc ché sy van chuyén NaCl ¢ dng lugn xa. Co ché tac dung cua thiazide thong
qua sir (e ché hé thanp:, ddng van chuyén Na+Cl-, co I do canh tranh déi voi vi tri Cl— do do
anh hucmg dén co ché L hﬁp thu dién giai, ddn dén tang tryc tiép sy bai xuat natri vi
chloride dén mdt mire dd gan twong duong. Va gidn tiép do tac dung loi ticu nay lam glam
thé tich huyet teng. két qua la lam tang vé hoat L‘!ﬁng cha renin trong huyét tuong, sur tidt
aldosterone va mt kali qua nude tiéu, va giam kali huyet thanh,

Durgre dimg hyge (PK)

Su tuyén tinh

Valsartan, amlodipine va HC'TZ cho thay duee dong hoe tuyen tinh.
Amlodipine

Hip thu: Sau khi ding dudmg udng amlodipine don doc véi lieu diéu v, nong dd dinh cua
amlodipine trong huyét turomg dat duge sau 6-12 gié. Sinh kha dung tuy€t doi duee tinh 1a
fd-B0%. Sinh kha dung coa amlodiping khéng bi anh hwdng do ding thic an,

Phin bé: Thé tich phan bd khoang 21 livkg. Cac nghién ciu in vitro vai amlodipine cho thay
khoang 97.5% thuoe trong tudn hoan ghn két voi protein huyét twong,

Bién dii sinh hoe/C huyén hda: Amlodipine duoc chuyén hoa manh (khoang 90%) & gan
thianh cac chat chuyén héa RKhing cd hoat tinh,

Thai trire: Sy dao thai amlodipine khoi hu}fet twong ¢o dang 2 pha vai thoi gian bin thai cudi
cing khoang 30-50 gic. Nong dé thude trong huyet wong o trang thdi on dinh dat duge sau
khi ding lién tyc trong 7-8 ngay. 10% amlodipine ban diu va 60% chit chuyén hoa ciia
amlodipine duge thai trit qua nude tiéu

Valsartan J%

H'tip thu: Sau khi ding duong uéng valsartan don déc, nc'!lng dd dinh cda valsartan trong
hu;«,el wong dat duge sau 2-4 gio. Sinh kha dyung tuyét déi trung binh 1a 23%. Thic an lam
giam mic tiép xie vai valsartan (duge do bing dién tich dudi dudmg cong - AUC) khoang
40% va II{‘.lI'IL do dinh trong huiyét tremg (Cuay) khoang 50%. mac di khoang 8 gio sau khi
ding thuoe, nong do valsartan trong huyét twong nhy nhau & nhém da an va nhom nhin déi.
Tuy nh|:.r1 sy giam dién tich dudi dudng cong nay khong kém theo sir giam ¢6 ¥ nghia lam
sang vé hiéu qua diéu tri, vi vy valsartan co thé ding cung hede khdng eing vii thae in,

Phiin bés: Thé tich phan bo cia valsartan & trang thai on dinh sau khi ding dudmg tinh mach
khoang 17 1it cho thiy valsartan khang phin bd rgng rili vao cac mé. Valsartan gan két manh
voi protein huvét thanh (94-97%), chil véu la albumin huyét thanh.
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Bién dai sinh hpc/Chuyén hoa: Valsartan khong duge bién déi dén mét mirc cao vi chi
khoang 20% liéu ding duge tim thiy lai dudi dang cdc chat chuyen héa. Mat chit chuyén
héa hydroxy da duoc tim thiy trong huycl twong o nong d thip (dugi 10% cuoa dién tich
dudi dudmg cong cua valsartan). Chét chuyén héa nay khong ¢ hoat tinh duge 1y,

Thai friv: Valsartan cho thay dong hoe phén r theo kiéu ham sé mi da bdi (Lo < | gid va
i B khoang 9 git). Valsartan chu yéu duge thai dudi dang khdong doi trong phan (khoang
83% licu ding) va trong nudce tidu (khoang 13% liéu dimg), chi yéu la thude dang khong doi.
Sau khi dimg dudng tinh mach, d§ thanh thai cua valsartan trong huyét twong khoang 2 liv/gio
va d thanh thai cua thude qua than Ia 0,62 lit/gitr (khoang 30% d6 thanh thai toan phin).
Théi gian ban thai coa valsartan 14 6 gid.

Hydrochlorothiazide

Hiip tha: Sau khi dung mot licu uﬂnl. hydrochlorothiazide duge hap thu nhanh (thai gian dat
duoe ndng do cao nhit trong huy &t trong - T khodng 2 gitr). Sy ting dign tich dudi dudng
cong (ALIC) trung binh la Iu}'en tinh va tv 1§ vai lidu ding trong pham vi liéu diéu trj. Pa ¢6
bio cio ding dong théi vai thiic @n cong lam ting va lam giam kha dung toin than cua
hydrochlorothiazide so véi loc dai. Nhimg tde dung nay it quan trong va khing cod miy y
nghia trén lam sang. Sinh kha dung tuyét déi cua hydrochlorothiazide la 60-80% sau khi
ding dudng uong.

Phdn bir: Pdng hoe phin bé va thai trir thudng duge md ta dudi dang ham sd phin ra hai s0
mil, véi thii gian ban thai cudi ciing 1a 6-15 gio. Thé tich phan bo biéu kién 1a 4-8 livkg,
Hydrochlorothiazide trong tudn hodn gin véi protein huyét thanh (40-70%), chu yéu 13 vai
nlbunnn huyét thanh. Hydrochlorothiazide ciing tich Iy trong hong ciu gap khoang 3 lan
nong do trong huyét twong,

Bién doi sinh hoe/Chuyén hia: HCTZ duge bai tiét chi yéu dudi dang thude khdng doi.

Thai rrie: Hydrochlorothiazide dugce thai trir kKhoi huyét urmig vidi thii gian ban thai trung
hinh tr 6-15 gi&r trong phase thai trir cudi cung. Khong ¢6 thay doi vé dong hoc cua
hydrochlorothiazide khi ding ]JE[I. 1ap lai, va su tich lay thuoe rat it khi ding licu | Hn.fm,ag,
Hom 95% liéu hip thu duge bai tiét dudi dang hop chat khong doi trong nude tiéu.

Amlodipine’ Valsartan/ Hydrochlorothiazide J}/

Sau khi dl.'ull:, Fxforge HCT duémg udng o ngudi lon binh thuong khoe manh, nong do dinh
trong hmet tueng cua amlodipine dat duge sau 6-8 gior, valsartan sau 3 gio va HOTZ sau
2 gié. Téc dd va mic dé hip thu amlodipine. valsartan va HCTZ 1 Exforge HCT twong tu
nhu khi duge ding dudi dang cac dang bao ché riéng ré.

Cie nhom bénh nhiin dic biét
Ngudi cao tudi
Thoi gian dat dén nong do dinh trong huyét tuong cua amlodipine gidng nhau & ngudi cao

(i vii ngudi tre. O bénh nhén cao tubi. di thanh thai coa amlodipine €6 xu hirdng giam, lam
ting dicn tich duoi duomg cong (AUC) va tang thivi gian ban thai.
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Miic tiép xiic todn than véi valsartan tang nhe ¢ ngudi cao bi khi so vai ngudi tre, nhung
diéu nay khong cho thiy co bat ky y nghia lam sang néo.

Cic dir liéu con gidi han cho tha} |a dé thanh thai todn than coa hydmchlﬂmlluande giam o
ca ngudi khoe manh va ngudi cao i tang huyét 4p so vai ngudi tré tinh nguyén khoe manh.

Vi ba thanh phan ndy duge dung nap té1 nhu nhau o bénh nhan tré va bénh nhin cao wdi, ché
dd lidu ding binh thuong duoe khuyén cao (xem phan LIEL LUONG VA CACH DUNG).

Suy thin

Dugic dgng_ hoc cua amlodipine khong bi anh hudng dang ké do suy than. Khing cé méi lién
quan rd gitia chue ndng thin (duge do bang d thanh thai creatinine) va miic t!ép xlic Vi
valsartan (duge do bang dién tich dudi dudmg cong - AUC) & nhitng bénh nhan co cac miic
dd suy thin khic nhau. Vi vy, bénh nhdn bi suy thin nhe dén trung binh co thé dang liéu
khai déu théng thueng (xem phan LIEU LUONG VA CACH DUNG va xem thém phin
CANH BAO VA THAN TRONG).

Trong trudmg hop suy thin, ndng dd dinh va tri s6 AUC wong huyét tuong trung binh cia
hydrochlorothiazide tang va toc do bai tiét nudc tiéu giam. O nhimg bénh nhan suy thin nhe
dén trung binh. thei gian ban thai trung binh hau nhu tang gap doi. DO thanh thai than cua
hydrochlorothiazide cliing giam dén mdt mic do lon so vai do thanh thai than khoang
300 ml/phit o bénh nhin ¢d chire ndng than binh thuimg. Vi viy, can than trong khi st dyng
Exforge HCT o bénh nhdn bi suy thdn ndng (tde df loe cua cau than (GFR) < 30 mi/phit)
(xem phan CANH BAO VA THAN TRONG),

Suy gan

Bénh nhdn suy gan o do thanh thai amlodipine giam dan dén tang dién tich dudi dudng cong
(AUC) khoang 40-60%. Vé trung binh, & bénh nhén bi bénh gan man tinh nhe dcn tring binh,
mire 1iép xie voi valsartan (duge do bing tri sb dign tich dudi dm:m;b cong) gap hai lan mirc
tiép xue duge thiy o nhimg ngudi tinh nguyén khoe manh (twong tmg vai toi, gidi va can
ning). Bénh gan leng anh huong ding kr. dén duoc dong hoc cua hydrochlorothiazide va
khong cin xem xét hmm liéu. Tuy nhién, can dac biét than trong khi st i:ll,n'-gr Fxforge HCT o
bénh nhin ¢6 cac rdi loan tic nghn dudmg mat va suy gan nang (xem phin CANH BAO VA
FHAN TRONG).

CAC NGHIEN CUU LAM SANG l}/

Extorge HCT da dugr khao sat trong mat nghién cdu mi ddi, ¢6 doi chimg vai hoat chit trén
bénh nhdn tang huyét ap. Téng cong ¢6 2271 bénh nhan tang huyét ap trung binh dén nang
{huyel ap tam thu/tam trueng trung binh lac ban dau 1a 170/107 mmHg) da duge diéu trj bang
amiodipine/valsartan/HCTZ 10/320/25 mg, valsartan/HICTZ 320/25 mg. amlodipine/valsartan
107320 mg, hodc HCTZ/amlodipine 25/10 mg. Vio lic bat diu nghién ciu, cac bénh nhn
duoc chi dinh cde liéu thip hon cia sy phdi hop diéu tri va duge chudn di dén liéu diéu irj
d'l} du vio twdn tha 2. Tong cong co 55% bénh nhin nam, 14% tir 65 wdi tra lén, 72% la
ngudi da trang va 17% 13 ngudi da den,

O tdn thir 8. mic giam trung binh vé huyét ap tam thutam trrong 1a 39,7/24.7 mmHg véi
Exforge HCT (n=571}), 32.0/19.7 mmHg vdi valsartan/HCTZ (n=533), 33,5/21,5 mmlp véi
amlodipine/valsartan (n=558) va 31,5/19.5 v&i amlodipine/HCTZ (n=554). Liéu phap phoi
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hcrp ba thude tréi hon vé mat théng ké so vdi mdi 1110: trong ba tr ligu phoi hop kép vé miic
giam huyét ap tdm thu va tam truong. Mic giam vé huyét dp tam thutam truong khi ding
Exforge HCT 1a 7.6/5.0 mmHg nhiéu hon so véi valsartan/HCTZ, 6.2/3,3 mmHg nhiéu hon
so vai amlodipine/valsartan, va 8,2/5.3 mmHg nhiéu hon so vai am!ad:pmedl( TZ. Higu qua
lam me huyét ip diy du d@l diroc sau 2 tuan sir dung liéu Exforge HCT t6i da. Ty 1€ cao
hon ¢é ¥ nghia théng ké vé sd b¢|1h nhén dat dugc sir kiém sodt huyét ap (<140/90 mmHg)
vai Exforge HOT (71%) so voi moi mot trong ba tri ligu phm hop kép (45-54%).

MGt phin nhom gom 268 bénh nhin di duge nghién ciru voi sir theo doi huyét ap rty:-m tri.
BPa quan sat tha} mire giam huyét dp tim thu va tdm truong trong 24 gio trdi hon vé mat lam
sang va thing ké khi ding wi liéu phdi hop ba thudc so voi valsartan/HCTZ,
valsartan/amlodipine vi HCTZ/amlodipine.

Tudi, giai va chung tde khdng anh huong dang ké dén dap (mg voi Exforge HCT.
CAC DU LIEU AN TOAN TIEN LAM SANG

Amlodipine/Valsartan/Hydrochlorothiazide

Trong mdt loat cdc nghién ciru vé an toan tién 1am sang dugc tién hanh o mét sd loai dong
vat vii amlndmme!valsar‘laH;"lwdrnchlumlluazldu? (Exforge HCT). khdng ¢d phdt hi¢n nao
Jam loai trir viée sir dung liéu diéu tri cua Exforge HCT o ngudi. Céc ng,h:én ciru vé an toan
lu.n lam sdng vii ;lmlndtpmm'talsarlan I!}fdmchlcmthla?lde da duge tién hdnh trén chudt
cong voi thai gian dén 13 tudn va mic liéu khdng quan sat thay tac dung co hai (NOAEL)
dige xac dinh 1a 0,5/8/1.25 mg/kgingay. Cée liéu cao hon cua sy phdi hop nay (22/32/5
mykgng;nyl din dén giam khéi luong cua héng ciu {hénh ciu. hemoglobin, hematoerit va
Imnb ciu ludi), 1ang uré huyét thanh, ting creatinine huyét thanh, tang kali hu}fcl thanh. tang
san t¢ bao canh cau thin (JG) va cac tr wimg hop an mon khu i o da day tuyin cua chudt
con}, Tat ca nhimng thay dai nay ¢6 thé hdi phue sau thoi gian phue hdi 4 tdn va duge xem la
cac tac dung duoc Iy qua mire.

Dang phéi hop amlodipine/valsartan/hydrochlorothiazide chua duoc thi nghiém vé tinh gay
dt bien, gay gdy nhiém sic thé, hidu suat sinh san hodc kha ndng gdy ung thy vi khéng co
bang ching vé bat kv tuong tac nao giira cac thude nay - 1a nhing thude da dugc luu hanh
trén thi trudmg trong théi gian dai.

Amlodipine ‘1}

D ligu an oan déi véi amlodipine ciing da dugc thiét 1ap tt vé ca lam mnj, vi phi lam sang,
Khéng quan sal thay cdc phat hién ¢o lién quan trong cac nghién ciru vé kha ning gay ung
thu, tinh giy dot bién,

Khéng ¢ téc dung trén kha ning sinh san ctia chudt cong dirge diéu trj bang amlodipine
{chudt dyc trong 64 ngdy va chudl cai trong 14 ngay trude khi giao phdi) ¢ cic liéu den
10 mg/kg/ngay (gap 8 1an licu 16 da khuyén cio cho ngudi la 10 mg tinh tén co so mg/m”.
dura trén can ndng cua beénh nhan 1a 50 kg).

Khdng tim thiay bang ching vé kha nang gy quai thai hodc dgc tinh phdi/thai khi chudt cong
va tho mang thai duge diéu tri bam, amlodipine maleate dang uong voi cac lieu dén 10 mg
amiodipine ’ky ngdy trong cdc giai doan hinh thanh cdc co quan chinh wong ang. Tuy nhién,
cd lira de giam dang ké (vao khoang 50%) vi sd chét luu trong tircung giam déang ké (khoang
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5 [ﬁn} Ar‘n}ﬂdlplnc da cho thdy kéo dai thasi gian mang thai va thoi gian chuyén da trén chudt
céng o lidu nay.

Amlodipine dé cho cac két qua &m tinh khi duge thir nghiém riéng 12 vé tinh gdy dot bién.
gdy gdy nhidm sic thé, hiéu sudt sinh san va kha nang gay ung thu

Valsartan

Valsartan dd cho céc két qué &m tinh khi duge thir nghiém riéng ré vé tinh gy dot bien, giy
pdy nhiém sac thé, hi¢u sudt sinh san va kha nang gay ung thu .

Trong mot loat cac nghién clru tién lam sang dugc tign hanh teén mét s6 lodi dnnp, vit, khing
e cdc phﬂl I‘ntn lam logi trir viéc su dung lieu diéu tr] cua valsartan & nguoi, Trong cac
nghién cou ve an 1oan tien lam sang, Ileu cao valsartan (200-600 mg/kg thé trong) di gdy ra
trén chudt cang sy gidm cdc thong so ve hﬁr'tg cu (hong cdu, hemoglobin, hematocrit) va diu
hig¢u lha} dbi vé huyét ddng o than (uré Imyet twong tang nhe, 1ang san ong than va tang bach
ciu ai kiém trén chudt LD!'I;E, duc), NIH}HL lieu nay trén chudt cdng (200 va 600 mh,’i»..ga‘llgy}
gap Lhcmni, 6-18 Jan liéu 161 da khuyén cdo cho ngudi tinh trén co s¢ my’m (tinh toan gia
dinh vai ligu uong 320 mg/ngdy va mdt bénh nhan 60 kg). O khi dudi séc voi cde I1¢:u tuemg
. cdc thay doi Ea twong W tuy ndng hon, dic bigt 1a ¢ than ma cac lha} doi phdt trién thanh
bénh thin bao gom ca ting uré va creatinine. Phi dai té bao canh ciu thin ciing di gip o ca
hai loai. Tat ca nhiimg thay déi duge xem la giy ra boi tic dung duge Iy cua valsartan tao ra
ha huyét ap kéo dai, dic bi¢t trén khi dudi soc. DOi vai cae liéu diéu tri ciia valsadan o ngudi.
sy phi dai té bao canh cau than dutmg nhu khong cd bl ky y nghia nao, Trong cdc nghién
ciu veé sy phat trién phdi-thai, (phan doan i) trén chudt nhat, chunl chng va tho, da quan sat
thiy déc tinh véi thai lién quan véi doe tinh & me trén chudt cong vai cac lidu valsartan > 200
mg/kg/ngay va trén tho vai cde liéu = 10 mg/kg/ngay. I'rong mét nghién ciu vé dée tinh chu
sinh va sau sinh (phan doan I11). thé hé con cua chudt cong dugce cho ding 600 mg/kg rong 3
thang cudi thai ky va trong khi cho con bi di cho thiy giam nhe ty 1€ song con va chdm phat
trién nhe.

Hydrochlorothiazide

Hydrochlorothiazide da cho cac két qua am tinh khi dugc thu nghigm riéng ré veé tinh gy dot
bién, gdy gay nhiém sic thé, hiéu suit sinh san va kha nang pdy ung thu.

Valsartan/Hydrochlorothiazide J;/

Trong mdt loat cdc nghién ciru tién ldm sang duge tién hanh wén mét s6 loai dong vat, khong
cd cde phat hién lam loai trir viée su dung liéu diéu trj cia valsartan/hydrochlorothiazide o
npuoi. Cée lidu cao cua vahananﬂwd:Uchlurﬂ!hla?ldf (100:31,25 dén 600: 187.5 mg/kg thé
trong) da gay ra trén chudt cong su giam céc thong so vé hong ciu (héng cau, hemoglobin,
hematoerit) va dau hiéu thay ddi vé huyét ddng & than (uré huyét tueng tang tir trung binh
dén nang, tang kali vé magnesi huyel trong, tang nhe I:he tich nudc tiéu va cac chat dién giai,
t@ang bach cau ai kiém tir 18i thiéu dén nhe va phi dai tiéu dong mach trude cdu thin o mire
lieu cao nhdt). O khi dudi soc (30:9.375 dén 400:125 mp/kg). cic thay ddi kha luang e méc
di ndng hon, dic biét o cac mie liéu cao hon va o thin cac thay doi phat trién thanh bénh
thiin. bao gom ca lan% uré vi creatinine, Khi dudi séc ciing ¢o nhung thay ddi & niém mac
dutmg tiéu hoa voi ligu 30:9,373 dén 400:125 mg/kg. Phi dai té bao canh ciu thin ciing da
gip o chudt cong va khi dudi soc. Tat ca nhimg thay dbi duge xem |a gay ra boi tdc dung
duoe ly cua valsartan/hydrochlorothiazide 13 tac dung hiép dong (lam manh thém khoang 10
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lan so v dunL valsartan don dc) hom fa phu trg, tao ra ha huyét dp kéo dai, dac biét trén th
dudi soc. [}u: voi cae liéu digu i coa va!sartan#h}rdl ochlorathiazide o ngudi, sy phi dai (e
bao canh cau than dubng nhu khéng co bt ky lién quan nao. Céc phét hién chinh vé an oan
tién lam sang duge cho la do tic dyng dugc |y cua cac hop chat mi dudmg nhu tic dong hiép
dong va khéng co b&nL chimg vé bit ky sur tuong tac nao gilra 2 hop chét, Trén lam sing, tac
dung cua 2 hop chét la phy trgi, va cdc phat hign tién ldm sang da khéng cho thiy bat ky },r
nghia lam sang nao. Dang phm hop valsartan/hydrochlorothiazide chua duge thir nghi¢m ve
tinh gy dot bién, gdy gdy nhiém sic thé hodc kha nang gay ung thu vi khéng ¢ bang chimg
vé bat ki tuong tac ndo gitra 2 hop chit nay.

Amlodipine:Valsartan

Trong mot loat cac nghién ciru tién 1am sang duoe tién hanh twén mot s6 loai dong vat vai
amlodipine/valsartan, khéng c6 cac phat hign lam loai wir vigc sir dung | u@u dicu trj cua
amlodipine/valsartan o ngudi. Céc nghién ciru trén dong vit kéo dai 13 an da duoe tién
hanh vai dang phéi hop amlodipine/valsartan trén chudt cong va khi dudi sée edng nhu cic
nghién ci trén chudt cong dé khao sat ddc tinh vé sy phét trién cua phoi-thai

Frong mdt nghién ciu 13 tudn vé doc tinh duémg udng trén chudt cong, di quan sét thay
viém tuyen da day lién quan vdi amlodipine/valsartan & chudt dyc véi lifu > 3/48
mg/kg/ngay va o chudt cai vai liéu > 7.5/120 mg/kg/ngay. Khéng quan sat thay cdc tac dung
m’lPe trong nghién ciu 13 tudn teén khi dudi soc @ bat ky liéu ding nao. mac dii d3 quan sl
thay viém rudt gia chi wén khi dudi séc vai liéu cao (khéng ¢é anh hudng nao o liéu < 5/80
mg/kg/ngay). Cac tde dung phy vé tiéu hoa duge quan sat thay trong cdc thir nghiém lam sang
vii Exforge khong thudng gip hon vii dang phoi hop so véi cae don tri ligu turong tmg.

Drang pl1m hop amlodipine/valsartan chua diroc thu nghiém vé tinh gy dot hién, gdy pdy
nhiém sac thé, hi¢u suat sinh san hodc kha nang gay ung thu vi khéng cé bing chimg vé bat
ky tuong téc ndo gitra 2 hop chat nay,

I'tong mat nghién ciu vé sy phat trién phdi-thai ding dudng udng trén chudt cong voi céc
miic ligu amlodipine:valsartan 5:80 mg/kg/ngay, amlodipine/valsartan 10:160 mg/kg/ngdy va
amlodipine/valsartan 20:320 mg/kg/ngay, da ghi nhin cac anh hudng trén chudt me va thai
lién quan vai didu trj (cham phat trién va cde thay dbi duoe ghi nhdn vé sir hién dién déc tinh
ding ké o chudt me) voi dang r.lhéi hgp liéu cao. Miic liéu khdng quan sat thay tac dung co
hai (NOAEL) vé anh Iurfmg doi vai phéi-thai la amlodipine:valsartan 10:160 mg/kg/ngay.
Nhing liéu nay tomg (myg gap 4.3 ldn va 2.7 ldn mire tiép xic toan thin véi thude o ngudi sir
dyng licu tdi da khuyén cdo cho ngudi (MRHD) (10/320 mg/60 kg).

TUONG KY er
Chua dirge ghi nhan
TA DUQC

5/160/12.5 mg: Cellulose vi tinh thé; crospovidone; silic dang keo khan; magnesi stearate:
hypromellose, macrogol 4000, tale, titan dioxide (E171).

10/160/12.5 mg: Cellulose vi tinh thé; crospovidone; silic dang k:u khan; magnesi stearate;
hypromellose. macrogol 4000, talc. titan dioxide (E171). oxide sat mau vang (E172). oxide
sit mau do (E172).

P
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5/160/25 mg: Cellulose vi tinh thé; crospovidone; silic dang keo khan, magnesi stearate,
hypromellose, macrogol 4000, 1ale, titan dioxide (E171), oxide sit mau vang (E172).

10/160/25 mg: Cellulose vi tinh thé; crospovidone; silic dang keo khan, magnesi stearate,
hypromellose. macrogol 4000, tale, oxide sit mau vang (E172).

10/32025 mg; Cellulose vi tinh thé; crospovidone; silic dang keo khan, magnesi stearate,
hypromellose. macrogol 4000, tale, oxide sit mau vang (E172).

Céng thire duge phdm cd thé khac nhau gitta cde nude.

TUONG KY
Chua duge ghi nhén,

HAN DUNG
24 thang ké tir ngay san xudt,

BAO QUAN
Khong bao quan trén 30°C, tranh am. Gill thude trong bao bi gbe.
Khong ding Exforge HCT qua han sir dyng duge ghi “EXP" trén bao bi.

HUONG DAN SU DUNG VA THAO TAC

Luru vz Exforge HCT phiii dé xa tim tay vi tim nhin ciia tré em.

OLUY CACH DONG GOI

Exforge HCT 5/160/12,5 mg:  Hjp | vi x 7 vién nén bao phim; Hop 4 vi x 7 vién
nén bao phim.

-  Exforge HCT 10/160/12,5 mg: Hop | vi x 7 vién nén bao phim; Hédp 4 vi x 7 vién
nén bao phim,

-  Exforge HCT 5/160/25 mg:  Hdp 1 vi x 7 vién nén bao phim; Hip 4 vi x 7 vién
nén bao phim.

- Exforge HCT 10/160/25 mg:  Hop | vi x 7 vién nén bao phim: Hop 4 vix 7 vién ‘%
nén bao phim,

- Exforge HCT 10/320/725 mg:  Hop | vi x vién nén bao phim; Hop 4 vi x 7 vién nén
bao phim.
Nl san xuit:
Novartis Pharma Siein AG
Schalhauserstrasse
CH-4332 Stein, Switzerland
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Tix hudng diin sir dung cho quée té
Ngay phat hanh thong tin: Thang 07 nam 2013
@ = nhan hi¢u da dang ky

Novartis Pharma AG, Basel, Switzerland
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