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Voie orale. A conserver & une température ne dépassant pas 30 °C et 3 |" abri de I'humidité,
A conserver dans I'emballage extérieur d' origine. Tenir hors de |2 portée et de |a vue des enfants,
Médicament soumis & la prescription médicale.

For oral use. Do not store above 30 °C, protect from moisture.
Store in the original package, Keep aut of the reach and sight of children.
Medicinal product subject to medical prescription.

Via oral. No conservar a temperatura superior a 30 °C, protéjase de la humedad.
Conservar en el embalaje original. Mantener fuera del alcance y de la vista de los nifios.
Medicamento sujeto a prescripcibn médica.

1 comprimé/tablet/comprimida = amlodipine besylate 13.87 mg (corresp. to amlodipine 10 mg),
valsartan 160 mg, hydrochlorothiazide 12.5 mg

Manufactured by Novartis Pharma Stein AG, Stein, Switzerland for Novartis Pharma AG, Basle, Switzerland
Fabricado por Novartis Pharma Stein AG, Stein, Suiza para Novartis Pharma AG, Basilea, Suiza
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For oral use

Do not stare above 30 °C, protect from moisture,

Stare in the original package. Keep out of the reach and sight of children
Medicinal product subject to medical prescription.
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Via oral

No conservar a temperatura superior a 30 9C, protéjase de la humedad.

Conservar en el embalaje oniginal. Mantener fuera del alcance y de |a vista de los nifos.
Medicamento sujeto a prescripcian medica.
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1 camprimé/tablet /comprimido = amlodipine besylate/Besilato de amlodipina 13,87 mg
(corresp. to amlodipine/amlodipina 10 mg)
valsartan 160 mg, hydrochlorothiazide/hidroclorotiazida 12.5 mg
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* Rx - Thuéc ban theo don Exforge HCT® 10mg/160mg/12,5mg
M&i vién nen bao prim chua amlodipine besylate uong duong vin 10mg amledipine 160mg valsartan va 12,5mg
hydrochlorothiazide SEK VN-XEXXK-XX
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Uy NOVARTIS 5%6,5;2.

Rx - Thude bin theo don

Thude déi khdng/thithe Bhdlote m: 11, don chat (valsartan) két hop véi cac dan xudt cua
dihydropyridii "( Ao ipiHET VR thide 1i tiéu thiazide (HCTZ).

7\ HO CH MINH />
MO TA VA THY

Dang bao ché
Vién nén bao phim.
Co nam ham lugng,

e 5 mg amlodipine (dudi dang amlodipine besylate), 160 mg valsartan va 12,5 mg
hydrochlorothiazide, vién nén bao phim mau tring, hinh bau duc, hai mat 10i, canh xién,
¢O khde chir "NVR™ trén mot mat va chir “VCL” trén mat kia.

e |0 mg amlodipine (dudi dang amlodipine besylate), 160 mg valsartan va 12,5 mg
hydrochlorothiazide, vién nén bao phim mau vang nhat, hinh bau duc, hai mat 16i, canh
xién, o khic chir "NVR™ trén mot mat va chr “VDL” trén mat kia.

e 5 mg amlodipine (dudi dang amlodipine besylate), 160 mg valsartan va 25 mg
hydrochlorothiazide, vién nén bao phim mau vang, hinh bau duc, hai mat 16i, canh xién.
¢d khac chr "NVR™ trén mat mat va chor “VEL™ trén mat kia.

¢ 10 mg amlodipine (dudi dang amlodipine besylate). 160 mg valsartan va 25 mg “2
hydrochlorothiazide, vién nén bao phim mau niu vang, hinh bau duc, hai mat 16i, canh
xién. ¢6 khac chir *“NVR™ trén mot mat va chir “VHL” trén mat kia.

e 10 mg amlodipine (duci dang amlodipine besylate), 320 mg valsartan va 25 mg

hydrochlorothiazide, vién nén bao phim mau ndu vang, hinh bau duc, hai mat 1i, canh
xién, ¢6 khac chir "NVR™ trén mo6t mat va chir “VFL™ trén mat kia.

Hoat chat

Amlodipine besylate: 3-Ethyl-5-methyl (£)-2-[(2-minoethoxy)methyl]-4-(2-chlorophenyl)-
| 4-dihydro-6-methyl-3.5-pyridinedicarboxylate. mono-benzenesulphonate.

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

Hydrochlorothiazide: ~ 6-Chloro-3.4-dihydro-2H-1,2,4-benzothiadiazine-7-sulfonamide-1,1-
dioxide.

Mot s6 ham lugng ¢6 thé khong co sin o tat ca cac nude,



CHI PINH
Diéu tri tang huyét ap vo can.

Su phdi hop l!luéc liéu cd dinh nay khong dugc chi dinh dé diéu tri khoi dau tang huyét ap
(xem phan LIEU LUONG VA CACH DUNG).

LIEU LUONG VA CACH DUNG
Liéu lugng

I,iél_l dung duoc I;huyén cao la | vién/ngay (5 ham lugng duoc liét ké trong phén MO TA VA
FTHANH PHAN).

Bénh nhan co huyét ap khong duoc kiém soat day du khi dung tri liéu kép cua hai trong ba
nhom thude chen kénh calci, wre ché men chuyén angiotensin. loi tiéu thiazide thi ¢o thé
chuyén truc tiép sang diéu tri phdi hop bang Exforge HCT.

Dé thuan tién. nhimg bénh nhén dang ding valsartan, amlodipine va HCTZ ¢6 thé chuyén tir
dang vién riéng ré sang E:\fou,e HCT chira ctng liéu coa cac thanh phan nay. Bénh nhin co
cic phan tmg phu lam han ché liéu ding cua bat ky su két hop kép cac thanh phan cua
Extorge HCT ¢6 thé chuyen sang Exforge HCT chira mot liéu thap hon cua thanh phan do dé
dat duoc sy giam huyét ap tuong tu.

Co thé ting liéu sau 2 wan. Tac dung chong, tang huyét ap t6i da cua Exfor ge HCT dat duogc
trong vong 2 tuan sau khi thay doi liéu. Liéu tdi da cua Exforge HCT duoc khuyén céo 1a
10/320/25 mg.

Cic nhom bénh nhan dac biét
Neguwoi cao tudi

Khong can dleu chinh liéu khoi dau déi vai bénh nhan cao tudi tir 65 twdi tro 1én (xem phén
DUOQC LY LAM SANG).

Tre em

Khéng khuyén céo ding Exforge HCT cho bénh nhan dudi 18 tudi do thidu dir liéu vé do an
toan va hiéu qua.

Suy thin

Do thanh ph'm hydrochlorothiazide, chong chi dinh diing Exforge HCT o bénh nhan bi v6
niéu (xem phan CHONG CHI DINH) va can than trong khi su dung & bénh nhén bi bénh than
nang (1oc do loc cua cau than (GFR) < 30 ml/phut) (xem phén CANH BAO VA THAN
TRONG va xem thém phan DUQC LY LAM ‘SANG} Thude loi tiéu thiazide khong co hiéu
qua dudi dang don tri liéu trong suy than nang (tdc do loc cua ciu thin < 30 ml/phut) nhung
c6 thé hitu ich o nhimg bénh nhan nay khi dugc sir dung v6i sy than trong thich dang, p|10|
hop voi mét thude loi tiéu quai (loop diuretic) ngay ca o nhitng bénh nhan cé tc dé loc cuia
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céu than < 30 ml/phat. Khong can diéu chinh liéu Exforge HCT déi véi bénh nhan suy than
nhe dén trung binh.

Suy gan

Do cac thanh phan valsartan, hydrochlorothiazide va amlodipine, can thin trong dac biét khi
st dung Exforge HCT cho bénh nhan suy gan hodc c6 cac roi loan tic ngh&n duong mat (xem
phdn CANH BAO VA THAN TRONG va xem thém phan DUOC LY LAM SANG).

Cach ding

Exforge HCT c6 thé ding cung hodc khong cung véi thic an. Nén ding Exforge HCT voi
mot it nuoc.

CHONG CHI DINH

Trong bgnh sur ¢o tinh trang qua man voi amlodipine, valsartan, HCTZ, cac thude dan xuat tir
sulfonamide khac hoidc véi bat ky thanh phan nao cua ta dugc.

Phu nit ¢6 thai (xem phan PHU NU' CO KHA NANG MANG THAI, PHU NU CO THAL,
CHO CON BU VA KHA NANG SINH SAN).

Do thanh phan hydrochlorothiazide, chéng chi dinh ding Exforge HCT ¢ bénh nhan bi vd
niu.

St dung dong thoi cac thude dbi khang thu thé angiotensin (thude chen thu thé angiotensin -
ARB) - bao gém ca valsartan — hodc cac thude (e ché enzyme chuyen dnglotensm (ACEI)
voi aliskiren o bénh nhan bi dai thao duong Type 2 (xem phan TUONG TAC THUOC, tiéu
muc su phong bé kép hé renin-angiotensin - RAS).

CANH BAO VA THAN TRONG

Poc ky hueong din sie dung trude khi dimg. Néu can thém thong tin, xin héi Y kién bic si.

Thuoc nay chi ding theo don ciia hdc si.

Dic tinh logi D doi véi phu nit c¢d thai

Sur dung céc thude tac dong trén hé renin-angiotensin trong 3 thang giiia va 3 thang cudi cia
thai ky lam giam chirc ndng thén cua thai, lam tang bénh tat va tu vong ¢ thai nhi va tre so
sinh. Két qua thiéu 6i 6 thé lién quan vOi giam san phoi va bién dang xuong o thai nhi. Cac
tac dung phu tiém an o tre so sinh bao gdm giam san so, v niéu, ha huyet ap, suy than va tu
vong. Khi phat hién co thai. phai ngimg Exforge HCT cang sém cang tot.

Ha huyét dp o bénh nhin giam thé tich hodc mat mudi

Ha Iluyel ap qua mic, bao gdm ha huyét ap thé ding da duoc ghi nhan ¢ 1,7% bénh nhén
dugc diéu trj bang liéu tdi da ciia Exforge HCT (10/320/25 mg) so vai 1.8% bénh nhan ding
valsartan/HCTZ (320/25 mg), 0.4% bénh nhan diung amlodipine/valsartan (10/320 mg) va
0.2% bénh nhan ding HCTZ/amlodipine (25/10 mg) trong mot thir nghiém co dbi ching
trén nhitng bénh nhan tang huyét ap trung binh dén ning khéng co bién chimg. O bénh nhén
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co hé renin-angiotensin duoc hoat hoa nhu bénh nhan dung liéu cao thude lgi tiéu bi giam
thé tich hoac mat muéi. ha hu)el ap triéu chimg c6 thé xay ra ¢ bénh nhan ding thude chen
thu thé angiotensin. Can diéu chinh tinh trang nay trude khi st dung Exforge HCT.

Exforge HCT chua dugc n&hién ctru & bénh nhan bi suy tim, nhéi méau co tim gan day hoac o
nhiing bénh nhan trai qua phau thuat hodc tham phéan. Bénh nhan suy tim hodc sau nhdi méau
co tim duoc dung valsartan thuomg c6 giam huyet ap mot chut, nhung viée ng,un;:, diéu tri do
tiép tuc ha huyét ap triéu chimg thuong khong can thiét khi tuan thi hudng dan ding thude.
Trong cdc thir nghiém co ddi chimg o bénh nhan suy tim, ty Ié ha huyel ap o bénh nhan duoc
diéu tri bang valsartan la 5,5% so voi 1,8% ¢ bénh nhén dugc diéu tri ban;, gia dugc. Trong
thu nghiém vé valsartan trong nhdi mau co tim cip (VALIANT). ha huyét ap o bénh nhan
sau nhdi mau co tim dan dén ngimg diéu tri vinh vién xay ra ¢ 1,4% bénh nhan dugc diéu tri
bang valsartan va 0.8% bénh nhan duge diéu tri bang captopril,

Vi su gian mach gdy ra boi amlodipine khai phat tir tir, hiém khi c6 bao cao ha huyét ap cap
sau khi dung duong udng. Khéng bat dau diéu tri bang Exforge HCT ¢ bénh nhan bi hep
dong mach chu hodc hep van 2 14 hodc bénh co tim phi dai tac nghén.

Neu xay ra ha huyel ap qua mac voi Exforge HCT, nén dat bénh nhén o wr thé nam ngua va
néu can thiét, truyén tinh mach dung dich mudi dang truong. Dap ing ha Imye[ ap thoang
qua khong phai la chéng chi dinh déi vai diéu tri thém ma thuomg co thé tiép tuc khong gap
kho khan khi huyét ap da én dinh.

Tang dau thit ngue va/hoic nhoi mau co tim:

Tang dau thit nguc va nhdi mau co tim cép ¢ thé xuat hién sau liéu khoi dau hoac tang liéu
Amlodipine, dac bi¢t trén cac bénh nhan tac nghén dong mach vanh nang.

Suy giam chire nding thin

Nhiing thay doi vé chirc ning than bao gdm ca suy than cap co thé duoc gay ra boi cac loai
thude e ché hé renin-angiotensin va thude loi tiéu. Nhitng bénh nhan co chirc nang than phu
thudc mot phﬁn vao hoat dong cua hé renin-angiotensin (vi du bénh nhan bi hep déng mach
than. bénh thian man tinh. suy tim sung huyét nang hodc giam thé tich) co thé dac biét co
nguy co phét trién suy than cap khi ding Exforge HCT. Cén theo déi dinh ky chiic nang
thian o nhitng bénh nhan nay. Phai xem xét rit lai hoac ngimg diéu tri & nhitng bénh nhan bi
giam chuc nang than cd y nghia lam sang khi dung Exforge HCT.

P;’m{ tranh sir dung thuée chen thu thé angiotensin (ARB) — bao g(j}ﬂ ca valsartan — hodc
thuoe tic ché enzyme chuyen angiotensin (ACELD vai aliskiren o bénh nhan bi suy than nang
(toc do loc cua cau than < 30 ml/phit) (xem phan TUONG TAC THUOC, tiéu muc sie phong
bhé kép hé renin-angiotensin - RAS).

Suy tim
Exforge HCT chua duge nghién ciiu o bénh nhan suy tim.

Cac nghicn ciru voi amlodipine: N6i chung, can theo doi sat khi sir dung thude chen kénh
calci, bao g ;,om theo ddi chét ché tinh trang dich, dién giai, chiic nang thin va huyét ap o bénh
nhan suy tim. Amlodipine (5-10 mg/ngay) da duge nghién ctiu trong mat thir nghiém co doi
chimg vai gia duoc o 1.153 bénh nhén suy tim do 111 hodc dd IV theo phan loai ctia Hiép hoi
Tim New York (NYHA) khi dang diing cac liéu on dinh cia thude te ché enzyme chuyén
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angiotensin (ACE), digoxin va thude loi tiéu. (,an theo d0| it nhat 6 thang, tr ung binh khoang
14 thang. Khong co tac dung bt lgi néi chung vé ty 1€ soéng con hodc ty 1¢ mac bénh tim (nhu
dugc xac dinh boi loan nhip de doa tinh mang, nhdi mau co tim cap hoac nhap vién do tinh
trang suy tim xau di) Amlodipine da duoc so sanh voi gia duoc trong 4 nghién cau tir 8-12
tuan o nhirng bénh nhan suy tim do 11/111 theo phén loai cuia NYHA, g,om tong s6 697 bénh
nhan. Trong nhiing nghién ciu nay, khong ¢6 bang ching suy tim x4u di dia trén cdc danh
gla vé sur chiu dugc gang stic, phan loai ciia NYHA, céc triéu chirng hoic phan sé tong mau
thét trai (LVEF).

Caie nghién it voi valsartan: Mt s6 bénh nhan suy tim da phat trién tang nito uré huyét,
creatinine va kali huyét thanh khi ding valsartan. Nhitng tac dung nay thudng nhe, thoang
qua va ¢6 nhiéu kha nang xay ra 6 nhimg bénh nhan bi suy than tir trude. Co thé cdn phai
giam liéu va‘hoac nglmg dung thude loi tiéu va/hoic valsartan. Trong thit nghiém vé
valsartan trong suy tim, trong d6 93% bénh nhan duoc ding déng thoi vai thude (ic ché
enzyme chuyén angiotensin (ACE), viéc diéu tri da bi ngimg lai do tang creatinine hoac kali
(tdng cong 1a 1.0% khi dung valsartan so v6i 0.2% khi dung gia duoc). Trong thir nghiém vé
valsartan trong nhdi mau co tim cdp (VALIANT), viéc ngung diéu tri do cac loai rdi loan
chie nang than khac nhau xay ra ¢ 1,1% bénh nhan duoc diéu tri bang valsartan va 0.8%
bénh nhan duoc diéu tri bang captopril. Viée danh gia bénh nhan suy tim hodc sau nhdi mau
co tim phai luén bao gom danh gia chiic nang than.

Phan teng qud min

Phan tmg qua man véi hydrochlorothiazide c6 thé xay ra & bénh nhan c6 hoac khong co
ticn su bi di g hodc hen phe quan, nhung cé nhiéu kha nang ¢ bénh nhéan cé tién sur nay.

Lupus ban dai hé thong

Da 6 béo cdo cac thude lgi ticu thiazide gdy ra dot cip hodc hoat héa bénh lupus ban do hé
thdng.

Twong tic voi lithi

Noi chung khong nén ding lithi ciing voi thiazide (xem phan Tuong tac véi cac thude khace
va cde dang tuong tac khae muc Hydrochlorothiazide, ti€u muc Lithi).

Mat cin bang dién gidi va chuyén hoa
Amlodipine -Valsartan - Hydrochlorothiazide

Trong mot thur nghiém vé Exforge HCT co ddi chimg ¢ bénh nhan tang huyét ap trung binh
dén nang, ty 18 g giam kali !m)el (kali huyét thanh < 3,5 mEg/L) vao bat cir thoi diém nao sau
sur ghi nhan ban dau vai liéu tdi da cia Exforge HCT (10/320/25 mg) 1a 10% so véi 25% voi
HCTZ/amlodipine (25/10 mg), 7% voi valsartan/HCTZ (320/25 mg) va 3% véi
amlodipine/valsartan (10/320 mg). MGt bénh nhan (0,2%) da nging diéu tri do phan (mg phu
giam kali huycl trong m&i nhém ding Exforge HCT va HCTZ/amlodipine. Ty 1é tang kali
huyét (kali huyét thanh > 5.7 mEq/L) la 0,4% véi Exforge HCT so véi 0,2-0,7% voi dieu tri
kép. Can theo doi dinh ky cac chit dién giai trong huyet thanh dua trén viéc sur dung Exforge
HCT va cac yéu td khac nhu chirc nang than, cac thudc khac hodc tién su mét can ban;, dién

giai.



Hydrochlorothiazide

Ilydtochlozothluide c6 thé gay giam kali huyét va giam natri huycl Giam magnesi huyel co
thé din dén giam kali huyét, duong nhu kho diéu tri mac du day du kali. Nhiing thude tic
ché hé renin-angiotensin co thé gay tang kali huyét. Céan theo ddi dinh ky cac chat dién giai
trong huyét thanh.

Néu giam Kali huycl kém theo cac dau hiéu 1am sang (vi du yeu co, liét nhe hodac céc thay doi
trén dién tam do (ECG). phai ngimg dung Exforge HCT. Khuyen cao diéu chinh sy giam kali
huyét va bat ky giam magnesi huyét nao cliing ton tai trude khi bat dau dung thiazide.

Iydrochlorothiazide cé thé lam thay ddi su dung nap glucose va lam tang nong d
cholesterol va triglyceride trong huyét thanh.

Hydrochlorothiazide c6 thé lam tang ndng dé acid uric trong huyét thanh do lam giam do
thanh thai cua acid uric. c6 thé gay ra hoac lam nang thém tinh trang tang acid uric huyet va
thiic day bénh gut o nhiing bénh nhan nhay cam.

Hydrochlorothiazide lam giam su bai tiét calci trong nuoc tiéu va co thé lam tang calci huyét
thanh. Can theo ddi nong dé calci o nhiing bénh nhan bi tang calci huyét khi su dung
Exforge HCT.

Can thi céip tinh va Glaucom goe déng thir cip

Hydrochlorothiazide la mot sulfonamide cd thc gay ra phan (ng déc (ng. dan dén can lhl
thodng qua cap tinh va glaucoma géc dong cap tinh. Cac triéu chir ng bao E,om khai phat c‘%p
tinh vé giam thi luc hodc dau mat va lhuong Xay ra trong vong vai gio dén vai Iuan khi bat
dau ding thude. Glaucoma goc dong céap tinh khong duge diéu tri ¢6 thé dan dén mat thi luc
vinh vién. Diéu tri ban dau la ngimg hydrochlorothiazide cang nhanh cang tél Co thé can
phai xem xét cac phuong phap dleu tri ngi khoa hodc ngoai khoa ngay tiic thi néu van khong
Kiém sodt dugc ap suat trong mat. Cac yéu td nguy co phat trién glaucoma goc dong cap tinh
c6 thé bao gom tién sur di (g voi sulfonamide hodc penicillin.

PHAN UNG PHU CUA THUOC

Kinh nghiém tir cic thi nghiém lam sang

Do cic nghién ciru 1am sang dugc tién hanh trong nhiing diéu kién rat khac nhau, khong thé
so sanh truc tiép ty 1& phan (mg phu trong cac nghién ciu lim sang cua mot thude vai ty 1€
phan (mg phu trong cac nghién ciru lam sang cua mot thude khac va co thé khong phan anh
duoc ty I¢ quan sat thay trong thuc hanh lam sang.

Trong mét thu nghiém lam sang vé Exforge HCT ¢6 ddi chimg chi danh gid lidu toi da
(10/320/25 mg). cac dr liéu an toan da dat dugc o 582 bénh nhén bi tang huyct ap. Céc phan
(mg phy vé ban chat thuong nhe va thoang qua va it khi can phai ngiing diéu tri.

Tén suat chung vé cac phan tmg phuy tuong tu gitta nam va nir, bénh nhan tré (< 65 tudi) v

bénh nhén cao tudi (= 65 tudi), bénh nhan da den va da irang, Trong mot thu nghiém Iam
sang ¢6 dbi ching vai thude khac, ngimg diéu tri do phan tmg phu xay ra & 4,0% bénh nhan
dugc diéu tri bang Exforge HCT 10/320/25 mg so v6i 2,9% bénh nhan duge diéu tri bﬁng
valsartan/HCTZ 320/25 mg, 1,6% bénh nhan duoc diéu tri bang amlodipine/valsartan
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10/320 mg va 3.4% bénh nhan duoc diéu tri bang HCTZ/amlodipine 25/10 mg. Ly do
thudng gap nhat gay ngung diéu tri bang Exforge HCT la chong mat (1.0%) va ha huyét ap
(0.7%).

Cac phan (ng phu thuong gip nhit xay ra trong thir nghiém lam sang c6 doi chimg voi
thude khac gap o it nhat 2% bénh nhan diéu tri bang Exforge HCT dugc trinh bay trong
bang dudi day:

Aml/Val/HCTZ Val/HCTZ Aml/Val HCTZ/Ami
Thuijt ngiv 10/320/25 mg ~ 320/25 mg 10/320 mg 25/10 mg
duge chon N=582 N=559 N=506 N=561

n (%) n (%) n (%) n (%) -
Chong mat 48 (8.2) 40 (7.2) 14 (2.5) 23 (4,1)
Phu 38 (6,5) 8(1.4) 65 (11,5) 03 (11.2)
Nhire diu 30(5,2) 31 (5,5) 30 (5.3) 40 (7.1
Khé 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 co 13(2.2) 7(1.3) 7(1,2) 5(0,9)
Dau lung 12 (2,1) 13 (2.3) 5(0.9) 12 (2.1)
Budn non 12 (2.1) 7(1,3) 10(1,8) 12 (2,1)
Viém miii hong 12(2,1) 13(2.3) 13(2.3) 12:(2.1)

Céc phan (mg phu lién quan dén tu thé diing (ha huyét ap thé dimg va chong mat tu thé) dirge
ghi nhdn ¢ 0.5% bénh nhan. Cac phan (mg phu khac xay ra trong cdc thu nghiém lam sang
voi Exforge HCT (> 0,2%) duogc liét ké duai day. Khong thé xac dinh ¢6 phai nhing phan
ung phy nay cé moéi quan hé nhin qua voi Exforge HCT hay khong,

R&i loan tim: nhip tim nhanh

Réi loan tai va mé dao: chéng mat, U tai

Ro6i loan mat: nhin mo

Réi loan tiéu hoa: tiéu chay, dau bung trén, nén, dau bung, dau rang, kho miéng, viém da
day, uf

Réi loan toan than va tinh trang tai chd ding thudc: suy nhuoe, dau nguc khdng do tim, én
lanh, kho chiu

Nhiém tring va nhiém ky sinh tring: nhiém tring ducmg hé hap trén, viém phe quan clim,

viém hong, ap xe rang, viém da day rugt do virus, nhiém trang dudng hd hap, viém mii,
nhiém tring dudng tiét niéu

Ton thuong, ngd doc va cac bien chimg do thu thudt: ton thuong & lung. dung giap, bong gin
khop, dau do thu thudt ,,‘L/
XcEt nghiém: tang acid uric huyét, tang creatine phosphokinase huyét, giam cén

Réi loan chuyén héa va dinh dudng: giam kali huyét, dai thao duong, tang lipid huyét, giam
natri huyét



R&i toan co xwong khop va mé lién két: dau o cac chi, dau khop, dau co xuong khép, yéu co.
yéu co xuong khop, cting co xuong khap, sung khop, dau co, viém xuwong khop, viém gin

R6i loan hé than kinh: di cam, budn ngu, ngat, hoi chimg ong co tay, roi loan chi y, chong
mat tu thé, roi loan vi gidc, kho chiju o dau, ngu lim, nhirc dau do viém xoang, run

Ri loan tam than: lo au, trdm cam, mat ngu

ROi loan than va tiét niéu: tiéu dat

R loan hé sinh san va tuyén vii roi loan cuong

Roi loan hd hip, nguc va trung that: kho tho, sung huyét mii, ho, dau hong-thanh quan

Roi loan da va mo dudi da: ngira, tang tiét mo héi, ra mo hoi ban dém, noi ban

R6i loan mach: ha huyét ap

Cac truong hop riéng le vé phan Gmg phu dang cha y trén 1am sang sau day dugc quan sat
thay trong cac thar nghiém lam sang: chan an, tdo boén, mat nudc, kho tiéu, ting su ngon
miéng. nhiém virus.

Amfodipine

Amlodipine da dugc danh gia vé an toan ¢ hon 11.000 bénh nhan tai My va cac thu nghiém
lam sang o nudce ngoai. Nhimg phan tng phu khac khéng dugce liét ké o trén da duge bao
cdo < 1% nhung > 0,1% bénh nhén trong cac thi nghiém lam sang co do6i chimg hodc trong
cac diéu kién cua thu nghiém mo hodc theo kinh nghiém tiép thi trong dé6 moi quan hé nhidn

qua khéng chac chan la:

Tim mach: loan nhip (bao gdm nhip nhanh that va rung nhi), nhip tim cham, dau nguc, thiéu
mau cuc bd ving ngoai bién. ngat, ha huyét ap tu thé, viém mach

11¢ than kinh trung uong va ngoai bién: bénh than kinh ngoai bién, run
Tiéu hoa: chan an. kho nudt, viém tuy, tang san loi

Toan than: phan (ng di tng, néng bimg. kho chiu, rét run, [én can

Hé co xuong khdp: bénh khép. co cliing co

Tam than: r6i loan chice ndng sinh duc (nam va nii), bon chon, gidc mo bat thudng, mat nhan
cach

Da va phan phu: phit mach. ban do da dang, ban do, ban dat san
Céc gidc quan dac biét: nhin bit thuong, viém két mac, song thi, dau mat, 0 tai
& tiét niéu: tiéu nhiéu lan, r6i loan tiéu tién, tiéu dém

Hé than kinh tyr déng: tang tiét mo hoi
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Chuyén héa va dinh dudng: tang dudng huyét, khat
Huyét hoc: giam bach cau, ban xuat huyét, giam tiéu cu

Cac phan (ng phy khéc da duoc bdo cdo v6i amlodipine & [an suat < 0,1% bénh nhan bao
gom: suy tim, mach khong déu, ngoai tam thu, da d6i mau, n6i mé day, kho da, rung toc.
viém da, yéu co, co gidt, mat diéu hoa, tang truong lyc, dau nira dau, da lanh va am uét, lanh
dam, kich dong, quen viém da day, tang sy ngon migng, phan long, viém mii. kho tiéu. da
niéu, rdi loan khiru gidc, sai léch vi giac, diéu tiét thi luc bat thuong va khod mat, Cac phan
ing khac xay ra khong thuong xuyen va khong thé phan biét duge do thude hay do tinh trang
bénh ddng thoi nhu nhdi mau co tim va dau thit ngyc.

Cac phan (g phy da duoc bao cao déi voi am lodipine vé cic chi dinh khac ngoai tang huyét
ap co thé duoc tim thiy trong thang tin ké don day du cua chat nay.

Valsarian

Valsartan da dugc danh gia vé an toan o hon 4.000 bénh nhan tang huyét ap trong cac thur
nghiém 1dam sang. Trong nhimg thu nghiém so sanh valsartan voi mot thude tic ché enzyme
chuyén angiotensin (ACE) ¢6 hoic khong co gia duoc, ty 1é ho khan cao hon dang ké o
nhom dimg thude tc ché ACE (7.9%) so véi & cac nhom duge dung valsartan (2,6%) hoac
gia duoc (1.5%). Trong mét thir nghiém 6 129 bénh nhén gioi han trén bénh nhan ho khan
khi trude day ho da duoc dung thude e ché ACE, ty 1¢ ho & bénh nhan dugce dung valsartan,
HCTZ hodc lisinopril la 20%, 19% va 69% tuong tmg (p < 0,001).

Cac phan (g phu khac khong duoc liét ké ¢ trén xay ra 6 > 0,2% bénh nhan trong céac thu
nghiém lam sang voi valsartan cé doi ching la:

Tiéu hoa: day hoi
HG héap: viém xoang, viém hong
Niéu sinh duc: bat luc

Céc phan (g phu khéc da duge bdo cao voi valsartan vé cac chi dinh khac ngoai tang huyét
ap co thé duoc tim thay trong thong tin ké don cho Diovan.

[hvdrochlorothiazide

Cac phan {mg phu khac khong dugc liét ké o trén da duoc bdo cdo voi hydrochlorothiazide,
khong lién quan den quan hé nhan qua, dugc liét ké dudi day: 17

- s H £ 2
Toan than: yéu &

Tiéu hoa: viém tuy, vang da (vang da (r mat trong gan), viém tuyén nudc bot, chudt rit, kich
tng da day

Huyét hoc: thi€u méau bat san, mat bach cau hat. thiéu mau tan huyét



Qua man: nhay cam anh sang, nm mé day, viém mach hoai tr (viém mach va viém mao
mach da). sot. truy hé hip bao gém ca viém phoi va phi phdi. phan tmg phan vé

Chuyén héa: glucose niéu, tang acid uric huyét
& than kinh/tam than: bon chén
Théan: suy than, roi loan chire nang than, viém than ké

Da: ban do da dang bao gom ca hoi chiing Stevens-Johnson, viém da troc vay bao gom ca
hoai tur biéu bi nhiém doc

Cac gidc quan dac biét: nhin mo thoang qua, chimg thay sdc vang.

Keér qua xél nehiém

Két qua xét nghiém doi véi Exforge HCT da dat duge trong mét thu nghiém ¢o doi chimg sur
dung Exforge HCT voi lieu t0i da 10/320/25 mg so voi liéu i da cuia cac diéu tri kép. tic 1a

valsartan/HCTZ 320/25 mg. amlodipine/valsartan 10/320 mg va HCTZ/amlodipine 25/10
mg. Cac két qua ddi vai nhiing thanh phan cua Exforge HCT da dat duoc tir cac thi nghiém
Khac.

Creatinine: O bénh nhan tang huyét ap, creatinine tang rén 50% xay ra ¢ 2,1% bénh nhan
ding Exforge HCT so vGi 2,4% bénh nhan ding valsartan/HCTZ, 0.7% bénh nhéan dung
amlodipine/valsartan va 1,8% bénh nhan dung HCTZ/amlodipine.

O bénh nhan suy tim. da quan sat thay creatinine tang trén 50% o 3.9% bénh nhan duoc diéu
tri bang valsartan so vai 0.9% bénh nhan dugce diéu tri bang gia dugc. O bénh nhan sau nhoi
mau co tim, da quan sat lha) creatinine trong huyét thanh tang gap déi o 4,2% bénh nhén
duoe diéu tri bing valsartan va 3,4% bénh nhan dugc diéu tri bang captopril.

Xer nghicm chire ndng ean: Thinh thoang ting céac thanh han héa hoc cua gan (cao hon
s 2 g | g tang p .
150%) xay ra ¢ bénh nhan duoc diéu tri bang Exforge HCT.

Nitor wré Iuvér (BUN): O bénh nhan tang huyét ap, da quan sat thiy tang trén 50% vé nito
uré huyét o 30% bénh nhan duoc diéu tri bang Exforge HCT so vai 29% bénh nhan dugc
diéu tri bang valsartan/HCTZ, 15.8% bénh nhan dugc diéu tri bang amlodipine/valsartan va
18.5% bénh nhan duoc dicu tri bang HCTZ/amlodipine. Phan lon cac tri 56 nito uré huyét
van duy tri trong gidi han binh thudng.

O bénh nhdn suy tim, da quan sat thiy ting trén 50% vé nito uré huyét & 17% bénh nhan
dugc diéu tri bang valsartan so voi 6% bénh nhan dugc dicu tri bang gia duoc.

Chdr dién giai trong huyé'f thanh (Kali): O bénh nhén ting Iluyél ap, da quan sat thdy giam
trén 20% vé kali huyel thanh 6 6.5% bénh nhan dugc diéu trj bang Exforge HCT so véi 3.3%
bénh nhan dugc diéu tri b'mg, valsartan/HCTZ. 0.4% bénh nhan dugc diéu tri banb
amlodipine/valsartan va 19,3% bénh nhan dugc diéu tri bing HCTZ/amlodipine. Dd quan sat
thay tang trén 20% vé kali o 3.5% bénh nhan duoc diéu tri bang Exforge HCT so véi 2.4%
bénh nhan dugce diéu tri b'mg valsartan/HCTZ, 6,2% bénh nhan dugc diéu tri bing
amlodipine/valsartan va 2.2% bénh nhan duoc diéu tri bang HCTZ/amlodipine.
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O bénh nhan suy tim. da quan sat thay tang trén 20% vé kali huyet thanh & 10% bénh nhan
dugc diéu tri bang valsartan so vdi 5.1% bénh nhan dugc diéu tri béng gia dugce (xem Canh
bao va than trong khi sur dung, Mt can bang dién gidgi va clmven hoa)

Giam bach cdu rrung tinh: Giam bach cau trung tinh (< 1500/L) da dugc quan sat thdy o
1.9% bénh nhan duoc diéu tri bang valsartan va 0,.8% bénh nhan dugc diéu tri bang gia
du(_:fc.

Kinh nghiém hiu mai

Céc phan tng phu b sung sau day da dugc bdo céo theo kinh nghiém hiu mai. Do nhiing
phan tng nay dugc bao cao tu phat tir mol nhom dan 56 ¢o lech thude khong chic -._Ilan.
khong phai luén dang tin cay dé uéce tinh tan suat hodc thiét 1ap mdi quan hé nhan qua vé sur
tiép xuic voi thude.

Amlodipine

Vai amlodipine, chimg vi to o nam gidi da dugc bdo cao khong thuong xuyén va mdi quan
hé nhan qua khong chac chan. Vang da va tang enzyme gan (hdu hét phi hop voi ¢ mét hoac
viém gan)., trong mét so truémg hop nang du dé phai nhip vién da dugc bao cdo lién quan
voi viée su dung amlodipine.

Valsartan
Cac phan (g phu bd sung sau day di duoc bao cdo theo kinh nghiém hau mai véi valsartan ).J
hoac valsartan/hydrochlorothiazide: /
Mau va bach huyét: Co cac bao cao rat hiém gap vé giam tiéu cau
I
Qua man: C6 cac bao cdo hiém gap vé phit mach ¢
i
Tiéu hoa: Tang enzyme gan va céc bao cdo rat hiém gap vé viém gan -
Thén: Suy giam chide nang than
X¢ét nghiém: Tang kali huyét
Da: Rung toc
Mach: Viém mach
Hé than kinh: Ngat j?
Cédc truong hop hiém gap vé tieu co van da duoc bao cao & bénh nhan dung thude chen thu 4
thé angiotensin 11,
[Hvdrochlorothiazide
Cac phan tng phu bd sung sau ddy da dugc bdo cdo theo kinh nghiém hdu maii voi ¥

hydrochlorothiazide:



Suy thin cap. roi loan than, thiéu mau bat san, ban do da dang, sét, co thit co, suy nhuge,
alaucoma goc dong cap tinh, suy tuy xuong, sy kiém soat benh dai thao duong xau di, giam
kali huyét. ting lipid huyét, giam natri huyét, giam magnesi huyét, tang calci huyét, nhiém
kiém giam clo huyét, bat luc, giam thi lyc.

Nhing thay doi bénh Iy vé tuyén can giap o bénh nhan tang calci huyét va giam phosphate
huyét da duge quan sat thay o magt vai bénh nhan diéu tri bang thiazide kéo dai. Néu tang
calei xay ra, can danh gia thém vé chan doan.

Thong bdo cho bdc sTrhitng tic dung khéng mong mudn g@p phdi khi ste dung thudc.
TUONG TAC THUOC

Valsartan — Hydrochlorothiazide
Nhiing tuong tac thude sau co thé xuat hién do ca hai thanh phan (Valsartan va/hodc
Hydrochlothiazide) cua Exforge HCT:

Lithium: Tang ndng do Lithium trong méau ¢é thé dao nguogc va doc tinh da dugc bao cao khi
st dung dong thoi Lithium véi cac chat ae ché ACE, cac chat khang thu thé Angiotensin 11
hoédc cacThiazide. Vi d§ thanh thai o than cua Lithium giam do cac Thiazide, nguy co ddc
tinh cua Lithium ¢ thé tang hon véi Exforge HCT. Vi vy theo dbi can than ndng do
Lithium trong mau trong sudt qua trinh didu trj phdi hop duoe khuyén cdo.

Amlodipine

Simvastatin: Su dung ddng thoi Simvastatin voi Amlodipine lam tang néng do cua
Simvastatin. Li¢u gigi han cho Simvastatin trén bénh nhan dang ding Amlodipine 1a 20 mg
mot ngay.

Chiit trc ché CYP3A4: Khi sir dung déng thoi vai cac chét tic ché CYP3A4 (mirc do trung
binh va manh) gay tang ndng do cua Amlodipine va co thé can phai giam lidu Amlodipine.
Can theo doi cac tri€u chimg ha huyet ap va phu khi s dung Amlodipine cting véi cac chét
tc ché CYP3A4 dé xac dinh su can thiét phai diéu chinh liéu hay khéng.

Chdt cim teng CYP3A4: Khong co thong tin vé mice do anh huong coa cdc chat cam (g
CYP3A4 lén Amlodipine. Nén theo ddi huyét ap khi st dung dong thoi Amlodipine véi céc
chit cam @mg CYP3A4.

Trong don tri licu. amlodipine an toan khi ding voi thude loi tiéu nhom thiazide, thude chen
beta. thuoe tre ché men chuyeén angiotensin, cac nitrate tac dung kéo dai. nitroglycerin ngam
dudi ludi, digoxin, warfarin, atorvastatin, sildenafil, Maalox" (hydroxide nhém dang gel,
magnesi hydroxide va Slmeiiconc), cimetidine, thude Chong viém khong steroid, khang sinh
véa thude lam giam glucose huyét dang uéng.

Valsartan

b

Nhiing tuong tac thude sau ¢6 thé xudt hién do Valsartan, thanh phén cuia Exforge HCT:

Kali: Can than trong khi dung dong thoi vai cac thude bd sung kali, thude loi tiéu gitr kali.
céc chat thay thé mudi ¢o chira kali hogic n hitng thude khac ¢é thé lam tang ndng do Kali (nhu
heparin, v.v...) va nén theo déi thuong xuyén nong doé kali.

Thuic chéng viém khéng steroid (NSAID) bao gom ﬂnmc‘ e ché chon loc
Cyclooxygenase-2 (rhuuc e ché COX-2): Khi sir dung dbng thdi thude déi khang
angiotensin 11 voi cac thude NSAID, su giam hiéu qua ha huyét ap co thé xay ra. Hon nira, o
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nhirng bénh nhan cao tudi, giam thé tich (bao gfim ca bénh nhan diéu tri bang thude loi tiéu),
hodc ¢6 1on thuong chiic nang than, su dung dong thoi cac thube dbi khang angiotensin Il va
NSAID c6 thé din dén tdng nguy co suy chirc nang than tram trong. Vi vay. khuyén cdo theo
ddi chiic nang than khi bat ddu hodc khi thay déi diéu tri & bénh nhan str dung valsartan dong
thoi vai NSAID.

Chit van chuyén: Két qua tir mot nghién ciu in vitro voi mo gan nguéi cho thiy valsartan 1
mot co chat cia OATPIBI la chat van chuyén thude vao gan va co chat cia MRP2 la chat
van chuyén thude ra khoi gan. Su dung két hop cac thudc Gic ché chat van chuyén vao
(rifampin. ciclosporin) hodc chit van chuyén ra (ritonavir) cé thé lam tang mirc ti€p xtc toan
than voi valsartan.

Trong don tri li¢u vdi valsartan. chua thay tuong tac thudc nao cd y nghia trén 1am sang khi
ding vai cac thude sau: cimetidine, warfarin. furosemide, digoxin, atenolol. indomethacin.
hydrochlorothiazide, amlodipine, glibenclamide.

Hydrochlorothiazide

Nhing wong tac thude sau co thé xudt hién do Hydrochlorothiazide, thanh phén cua Exforge
HET:

Cic thuic chéng tang fmye! dp khdc: Cac thiazide lam manh thém tac dung chéng tang
huyét dp cua cac thude chong tang huyét ap khac (vi du guanethidine, methyldopa, thude
chen beta, thude gay gian mach. thude chen kénh calci, thude e ché men chuyén angiotensin.
thude chen thu thé angiotensin (ARB) va thude tic ché renin tr uc IIE.'p (DRIs)).

Thuéc gian co van: Cic thiazide, bao gdm ca hydrochlorothiazide lam manh thém tac dung
gian co van nhu cac dan xuat cua curare.

Cic thudc anh huiong dén néng dp kali huyét thanh: Tac dung lam giam kali huyét cua
thude loi tiéu co thé tang lén do su dung déng thoi voi thude loi tiéu lam bai tiét kali niéu,
corticosteroid. ACTH, amphotericin, carbenoxolone, penicillin G, cac dan xuét cua acid
salicylic hoac thude chdng loan nhip (xem phi‘m CANH BAO VA THAN TRONG).

Cic thube anh heong dén nung dp natri Imver thanh: Tac dung lam giam natri Imyel cua
cac thude loi tiéu c6 thé tang lén do sit dung déng thoi vai cac thude nhu thude chong tram
cam, thude chdng loan than, thude chong, dong kinh, v.v. . Can phai than trong khi sir dung
nhiing thude nay dai han (xem phan CANH BAO VA Tk IAN TRONG).

Thum chrmg ddi thio duéng: Cac thiazide co thé lam thay déi su dung nap glucose. Co thé

can phai diéu chinh liéu insulin va cac thude diéu tri di thao duong dang udng. l%
e
=

Glycoside digitalis: Giam kali huyél hodc giélm magnesi huyét do thiazide c6 thé xay ra dudi
dang cic tac dung khong mong mudn, lam dé khoi phét loan nhip tim do digitalis (xem phan
CANH BAO VA THAN TRONG).

Thuie chéng viém khong steroid (NSAID) va thuéc iec ché chon lpc COX-2: Dun; ddng
thoi voi cac NSAID (vi dy cdc dan xuit cua acid salicylic, indomethacin) co thé lam yéu hoat
tinh Igi tiéu va chong tang huyét ap cua thanh phan thiazide trong Exforge HCT. Giam thé
tich méau dong thoi co thé gay suy than cép.

|

4o



Allopurinol: St dung dong thoi voi cac thude loi tiéu thiazide (bao gom ca
hydrochlorothiazide) co thé lam tang ty € phan (mg qua man voi allopurinol.

Amantadine: Su  dung _d6|1g thoi voi céac thuoc loi tiéu thiazide (bao goém ca
hydrochlorothiazide) c6 thé lam ting nguy co cac tac dung phu do amantadine.

Cic thube dnmg khii u tin sinh (vi du cyclophosphamlde methotrexate): Su dung dong
thoi voi thude lgi tiéu thiazide cé thé lam giam su bai tiét cac thude gdy doc té bao qua than
va lam tang cuong tac dung (e ché tuy.

Cic thube khing cholinergic: Sinh kha dyng cua cac thude loi tiéu nhom thiazide co thé
tang lén do céc thude khang cholinergic (vi du atropine, biperiden), duong nhu do giam nhu
dong da day-rudt va toc do lam rong da day. Nguoc lai, cac thuoc hd trg nhu dong
(prokinetic) nhu cisapride c6 thé lam giam sinh kha dung ctia thude lgi tiéu nhom thiazide.

Resin trao doi ion: Sy hip thu cac thude lgi tiéu thiazide, bao gdm ca hydrochlorothiazide, bi
giam do cholestyramine hodc colestipol. Tuy nhién, ding xen k& liéu hydrochlorothiazide va
resin bang cach su dung hydrochlorothiazide it nhat 4 gio trude hoac 4-6 gio sau khi ding
resin sé co kha nang giam thiéu sy tuong tac.

Vitamin D: St dung céc thude lgi tiéu thiazide, bao gdm ca hydrochlorothiazide, voi vitamin
D hodc cédc muoi calci ¢6 thé lam tang manh calci huyét thanh.

Ciclosporin: Diéu tri dong thoi voi ciclosporin c6 thé lam tang nguy co tang acid uric huyét
va cdc bien ching dang bénh git.

Mudbi calei: Sur dung dong thoi voi cac thude loi tieu nhom thiazide c6 thé dan dén tang calci
huyét do tdng tai hap thu calci o ong than.

Diuzoxide: Cac thudc loi tiéu thiazide ¢ thé lam tang tac dung tang duong huyét clia
diazoxide.

Methyldopa: Da cé béo céo trong y van vé thiéu mau tan huyét xay ra khi dung dong thoi
hydrochlorothiazide va methyldopa.

Rurgu, barbiturate hodc thuéc ngi: St dung dong thoi cac thude loi tiéu nhom thiazide voi
rugu. barbiturate hodc thuoc ngu co thé lam tang ha huyét ap the dang.

Cic amine van mach: Hydrochlorothiazide co thé lam giam dap (mg voi cac amine vén
mach nhu noradrenaline. Y nghia lam sang cua tac dung nay chua ré va khong du dé ngan
can viéc sur dung ching.

PHU NU CO KHA NANG MANG THAI (WOCBP), PHU NU' CO THAI, CHO CON cg
BU VA KHA NANG SINH SAN 7

Phu nir c6 kha nang mang thai

Cang nhu voi bat ky loai thude nao khac ciing tac dong truc tiép trén hé renin-angiotensin-
aldosterone (RAAS), khéng duge ding Exforge HCT & phu nit dy dinh c6 thai. Cac chuyén
gia y & khi ké don ba[ ky thude ndo tac dong trén hé RAAS nén tu van cho nhimg phu nit ¢6
kha nang mang thai vé nguy co tiém 4n cua nhing thude nay trong thai ky.



Phu nii co thai

Ciing nhur vai bat kv loai thude nao khac cling tac dong truc tiép trén hé renin- angiotensin-
aldosterone (RAAS), khong dugc ding Exforge HCT O phu nii ¢6 thai (xem phian CHONG
CHI PINH). Do co ché tac dung cua cic chat déi khang angiotensin 11, khong thé loai trix
nguy co ddi voi thai. Viée ding cac chat e ché men chuyén angiotensin (ACE) (1a nhom
thude dac hiéu tac dyng trén h¢ renin- angiotensin-aldosterone) cho phu nir mang thai trong 3
thang gitra va 3 thang cudi cia thai ky da dugc bao céo giy ra ton thuong va chét thai dang
phat trién. Ngoai ra. theo cac dir liéu héi ciiu, viée dung céc chat uc che men chuyén
angiotensin trong 3 thang dau cua thai ky c6 lién quan véi nguy co tiém an vé khuyét tqt_bam
sinh. Hydrochlorothiazide di qua nhau thai. Pa ¢6 bdo cdo ve say thai tu nhién, it dich 0i va
roi loan chirc nang thin o tré so sinh khi nguoi phu nit mang thai vo y ding valsartan.

Chua c6 di dir liéu lam sang v6i amlodipine o phy nii mang thai. Cac nghién ciu voi
amlodipine trén dong vét cho thiy doc tinh dbi voi su sinh san o liéu gdp 8 lan liéu t6i da
I\huven cao cho ngudi la 10 mg (xem phian CAC DU LIEU AN TOAN PHI LAM SANG).

Chua rd nguy co tiém an ddi voi nguoi.

Phoi nhiém trong tur cung voi lhuoc loi tiéu thiazide, bao gdm ca hydrochlorothiazide co lién
quan véi vang da hodc giam tiéu cau o thai hodc tré so sinh va co thé lién quan véi cac phan
tng phu khac xay ra o ngudi lon.

Néu phat hién co thai trong thoi gian diéu tri, phai ngimg ding Exforge HCT cang som cang
Lot.

Cho con b

Chua ro co phai valsartan va/hodc amlodipine dugc bai ti€t vao stra me hay khong. Valsartan
¢d bai tiet vao siva cia chudt cong cho con bu. Hydrochlorothiazide duwoc bai tiét vao siia me.
Vi vay khong khuyén dung Extorge HCT déi vai nhiing phu nir dang nuéi con bang stra me.

Khz ning sinh sin

Khéng co thong tin vé tac dung ctia amlodipine, valsartan hodc hydrochlorothiazide trén kha
nang sinh san & ngudi. Cac nghién ciu trén chudt cong khong cho thiy bat ky tac dung nao
cua amlodipine, valsartan hodc hydrochlorothiazide trén kha nang sinh san (xem phin CAC
DU LIEU AN TOAN TIEN LAM SANG).

UA LIEU 4(; .
Q 2~

Z
Chua ¢6 kinh nghiém vé qua liéu Exforge HCT. Triéu chimg chinh cua qua liéu valsartan co
thé la ha huyét ap rd kém chong mit. Qua lieu amlodipine c6 thé dan dén gian mach ngoai
bién qua muc va co thé lam nhip tim nhanh phan xa. Da c6 bao céo vé ha huyét ap toan than
& rét va c6 kha nang kéo dai ké ca dan dén séc voi két cude tir vong.

Ha huyét ap co y nghia lam sang do qué licu amlodipine bat budc phai hd tro tim mach tich
cyc bao gom ca theo doi thuong xuyén chiic nang tim va hd hap, nang cao cac chi va chi y
dén thé tich dich luu thong va lugng nudc tiéu.

Thube gay co mach co thé hiwu ich trong viéc phuc hoi tr uong luc mach va huyét ap, vai diéu
kién la khong bi chong chi dinh st dung. Néu méi ding thude, co thé xem xét gay nén hoic
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ria da day. St dyng than hoat tinh cho nhiing nguoi tinh nguyén khoe manh ngay lap tuc
hoac t6i da 2 gio sau khi dung amlodipine da cho thiy lam giam dang ké su hap thu
amlodipine.

Tiém tinh mach Calcium Gluconate ¢ thé ¢6 loi trong viée lam ddo nguoc tac dong cua viée
tic ché kénh Calci.

Ca valsartan va amlodipine khang chic c6 thé dugc loai bo bang tham phan mau trong khi su
thanh thai HCTZ co the dat duoc do tham phén.

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

Chua ¢ nghién ctru nao vé tac dong trén kha ndng ldi xe va st dung may moc duoc thuc
hién. Khi lai xe hay sir dung may moc nén tinh dén la déi khi c6 thé xay ra chong mat hodc
mét moi.

DUQC LY LAM SANG
Duwoc lue hoe (PD)

Exforge HCT két hop ba hop chat chdng tang huyét ap voi co ché bd tro dé kiém soat huyét
ap o nhiing bénh nhan bi tang Inlyet ap vo can: amlodipine thugc nhom thude dbi khang calci.
valsartan thugc nhom thude déi khang angiotensin Il (Ang 11) va hydrochlorothiazide thudc
nhom thude loi tiéu thiazide. Su két hop ba thanh phan nay cé tac dung bd tro cho tac dung
chéng tang huyét ap. lam giam huyét ap dén mot mic do manh hon so véi khi ding mdi
thanh phan don doc.

Amlodipine

Thanh phan amlodipine cua Exforge HCT ngén can su di qua mang cua ion calci vao co tim
va co tron mach méau. Co ché tac clun;, Lhéng tang huyét ap cua amlodipine la do tac dung
lam gidn truc liép co tron mach mau, gay ra giam khang lyc cua mach mdu ngoai bién va
giam huyeét ap. Cac dir liéu trén thuc nghiém cho thay la amlodipine gan két vai ca vi tri két
hop voi dihydropyridine va khong phai dihydropyridine. Tién trinh co thit co tim va co tron
mach mau phu thudc vao su di chuyén cac ion calci tir ngoai bao vao bén trong nhing té bao
nay qua cac kénh ion dac hiéu.

Sau khi ding céc liéu dleu tri cho bénh nhan bj tang huyét ap, amlodipine lam gian mach dan
dén giam huyét ap khi nam ngua va khi ding. Su giam huyét 4 ép nay khong kem theo thay déi
dang ké cua nhip tim hodc ndng dé catecholamine trong huyét twong khi ding thuée trong
thoi gian dai.

Nong do thuoc trong huyét tuong co tuong quan voi tac dung trén ca bénh nhan tré va bénh
nhan cao tuoi.

O bénh nhan tang huyét ap ¢é chirc nang than binh thuong, liéu diéu tri ciia amlodipine dan
dén giam khang luc cia mach mau than va lam Iang tde dd loc clia cau than va luong huyét
tuong qua thin hiéu qua ma khong lam thay dbi vé phan doan loc hodc protein niéu.

Ciing nhu cac thude khac chen kénh calci, cac chi s6 vé huyét dong hoc déi vai chiic nang

tim khi nghi va khi gé'_ng stic (hodc di timg budc) ¢ bénh nhan ¢6 chiic nang tam that binh
thuong duge dicu tri bang amlodipine thudng cho thay tang nhe vé chi so tim ma khong anh
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huong dang ké trén dP/dt hodc trén dp sut cudi ky tam truong ¢ tam that trai hodc trén thé
tich mau. Trong cac nghién ciu vé huyét dong hoc, amlodipine khong lién quan vai téac dung
inotropic am tinh khi dugc ding & mirc liéu diéu tri cho dong vat thi nghiém va nguéi binh
thudng, ngay ca khi dung két hop vai thude chen beta cho nguoi.

Amlodipine khéng lam thay dbi chire nang niit xoang nhi hodc dan truyén nhi-that o dong vat
hoac nguoi binh thudng. Trong cac nghién ciru lam sang trong dé amlodipine dugc dung két
hop voi thude chen beta cho bénh nhan bi tang huyét ap hoac dau that nguc, khong quan sat
thay phan tmg phu nao vé cic thong sd trén dién tam do.

Amlodipine da cho thiy tac dung co loi trén lam sang ¢ nhimg bénh nhan co con dau that
ngtc on dinh kéo dai, dau that nguc do co that mach va bénh dong mach vanh da duoc ghi
nhan bang chup mach mau.

Valsartan

Valsartan 1a mot chat déi khang thy thé angiotensin II c6 hoat tinh, manh va déc hiéu ding
duong udng, tac dong mot cach chon loc 1én loai thy thé ATI chiu trach nhiém déi véi cac
tac dung da biét cua angiotensin 1. Nong dé cua angiotensin I trong huyét tuong tang Ién
sau khi thu thé AT bi tre ché bing valsartan ¢ thé kich thich thu thé AT2 khéng bi tic ché,
von co tac dung ddi trong vai thy thé AT1. Valsartan khéng cho [hay bat ky hoat tinh nao cua
chat donb van timg phan tai thu thé AT1 va cé ai luc cao hon nhiéu (gap khoang 20.000 lan)
doi voi thy thé ATI so vai thy thé AT2.

Valsartan khong trc ché men chuyén angiotensin (ACE), con dugc goi la kininase 11, chuyén
angiotensin | thanh angiotensin Il va lam thoai bién bradykinin. Do khong cé téc dung nao
trén men chuyéen angiotensin va khong téng tiém luc cua bradykinin hoac chét P, thudc dbi
khang thu thé angiotensin 1 Kkhong chic ¢6 lién quan v&i ho. Trong céac thir nghiém ldm sang
so sanh valsartan vdi mot chét tic ché men chuyen angiotensin, ty 1¢ ho khan thap hon dang
ké (P < 0,05) & nhimg bénh nhan duoc diéu tri bang valsartan (2,6%) so voi nhiing bénh nhén
dugc diéu tri bang chat trc ché men chuyén angiotensin (7,9%). Trong mot thu nghiém lam
sang o bénh nhan ¢6 tién su ho khan trong khi dang diéu tri bing chat trc ché men chuyén
angiotensin, 19.5% nguoi tham gia thir nghiém dugc diéu tri bang valsartan va 19% ngudi
dugc diéu tri bang thude lgi tiéu thiazide bi ho so voi 68.5% ngudi dugc diéu tri bang chat tre
ché men chuyén angiotensin (P < 0,05). Valsartan khong gén két hodc chen cic thu thé
hormone khéc hodc chen kénh ion ma di biét la quan trong trong viée diéu hoa tim mach.

Viéc st dung valsartan cho bénh nhan bi tang huyét ap dan dén giam huyét ap ma khéng anh
huong dén nhip mach.

O hau hét bénh nhan, sau khi dum, mot liéu don duong udng, khoi phat tac dung chéng tang
huyel ap xay ra trong vong 2 gio va sy giam huyét ap dat dinh trong vong, 4-6 gio. Tac dung
chéng tang huyel *lp kéo dai trén 24 gio sau khi dung thude. Trong thoi gian dung 1ap lai, tac
dung giam huyel ap toi da o bat ky lieu ding nao thuong dat dugc trong vong 2-4 tuan va duy
tri trong sudt thoi gian diéu tri dai han. Ngimg valsartan dot ngdt khong lién quan voi tang
huyét ap héi g hodc cac phan ting cd hai khac wén 1am sang.

Valsartan da dugc ching minh lam giam dang ké thoi gian nam vién o bénh nhéan bj suy tim
man tinh (do 11-1V theo phan loai cua Hoi Tim New York - NYHA). Loi ich dat dugc nhicu
nhat o bénh nhan khong diéu tri chat tc ché men chuyén angiotensin hodc thude chen beta.
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Valsartan con cho thiy lam giam ty 1& wr vong do tim mach o nhiing bénh nhan da on dinh
trén 1am sang voi suy that trai hodc rdi loan chiic nang that trdi sau khi bi nhéi mau co tim.

Hydrochlorothiazide

Vi tri tac dung cua cac thude loi tiéu thiazide chi yéu 0 f')ng, lugn xa cua than. Nguoi ta da
thay la co mot thy thé ai lyc cao 6 vo than la vi tri gan chu yeu dbi véi tac dung loi tiéu cua
thiazide va tric ché su van chuyén NaCl & éng luon xa. Co ché tac dung cua thiazide thong
qua su (ic ché hé thong dong van chuyén Na+Cl-, ¢6 1& do canh tranh d01 voi vitri Cl-, do do
anh huong dén co ché tai hap thu dién giai, dn dén tang truc tiép su bai xuat natri va
chloride dén mot mirc do gan tuong duong. Va gian tiép do tc dung loi tiéu nay lam giam
thé tich huyét tuong. két qua la lam tang vé hoat dong cia renin trong huyét tuong. su tict
aldosterone va mat kali qua nudc ticu, va giam kali huyét thanh,

Dugc dong hoc (PK)

Su tuyén tinh

Valsartan, amlodipine va HCTZ cho thay duoc dong hoc tuyén tinh.
Amlodipine

Hip thu: Sau khi dung duong udng amlodipine don doc voi licu diéu tri, nong do dinh cua
amlodipine trong huyét twong dat dugc sau 6-12 gio. Sinh kha dung tuyét déi duoc tinh 1a
64-80%. Sinh kha dung cua amlodipine khong bi anh huong do dung thire an.

Phin bé: Thé tich phén b6 khoang 21 lit/kg. Cdc nghién ctru in virro voi amlodipine cho thiy
khoang 97,5% thudc trong tudn hoan gan két véi protein huyét tuong.

Bién doi sinh hoc/Chuyén héa: Amlodipine duoc chuyén héa manh (khoang 90%) o gan
thanh cac chat chuyén hda khdng ¢o hoat tinh.

Thii trie: Sy dao thai amlodipine khoi huyét tuong c6 dang 2 pha voi thoi gian ban thai cudi
cing khoang 30-50 gio. Nong dé thude trong huyét tuong o trang thai on dinh dat duoc sau
khi ding lién tyc trong 7-8 ngay. 10% amlodipine ban dau va 60% chat chuyén hoa cua
amlodipine dugc thai trir qua nudc tiéu.

Valsartan

Hap thu: Sau khi ding dudng udng valsartan don doc, nong do dinh cua valsartan trong
huyét tuong dat dugc sau 2-4 gio. Sinh kha dung tuyét doi trung binh 1a 23%. Thic an lam
giam muc lle xtic vai valsartan (dugc do bang dién tich dudi duong cong - AUC) khoang
40% va n(}np: do dinh trong Im)el tuong (Cinay) khoang 50%, mac du khoang 8 gio sau khi
ding thude, ndng do valsartan trong huyét tuong nhu nhau & nhom da an va nhém nhin doi.
Tuy nhién sy giam dién tich dudi duong cong nay khong kém theo sy giam co y nghia lam
sang vé hiéu qua diéu tri, vi vay valsartan c6 thé ding cing hodc khéng cing voi thire an.

Phan bo: Thé tich phén bd ctia valsartan & trang thai 6 on dinh sau khi ding dudng tinh mach
l\hoan&, 17 lit cho thdy valsartan khong phén bd rong rai vao cac mo. Valsartan gan két manh
voi protein huyét thanh (94-97%), cha véu 1a albumin huyét thanh.
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Bién déi sinh hoc/Chuyén hoa: Valsartan khong duoc bién déi dén mdt mic cao vi chi
khoang 20% liéu dung duoc tim thiy lai dudi dang cac chat chuyen hoa, Mot chat chuyén
héa hydroxy da dugc tim thiy trong huyét tuong o nong do thap (duéi 10% cua dién tich
dudi dudng cong cuia valsartan). Chit chuyén hoéa nay khéng cé hoat tinh duoe ly.

Thfh' frir: Valsartan cho thiy dong hoc phan ra theo kiéu ham sd mii da boi (t,a < | gior va

. B khoang 9 gio). Valsartan ch yéu dugc thai duéi dang khong doi tr ong phan (khoang
83% liéu dung) va trong nude tiéu (khoang 13% liéu dung). cht yéu la thude dang khong doi.
Sau khi dung duong tinh mach, dé thanh thai cua valsartan trong huyét tuong khoang 2 lit/gid
va do thanh thai cua thude qua than 1a 0,62 lit/gio (khoang 30% dd thanh thai toan phan).
Thoi gian ban thai cua valsartan 1a 6 gio.

Hydrochlorothiazide

Hiip thu: Sau khi ding mot licu uén;_., hydrochlorothiazide dwogc hap thu nhanh (thoi gian dat
duoc ndng d6 cao nhat trong huy ét tuong - Ty khoang 2 gi0). Su tang dién tich dudi dudng
cong (AUC) trung binh la tuyen tinh va ty 1& voi lidu dang trong pham vi liéu diéu tri. Da ¢6
bdo cao dimg dong thoi vaoi thic an cang lam tang va lam giam kha dung toan than cua
hydrochlorothiazide so v&i lic doi. Nhimmg tac dung nay it quan trong va khong co may y
nghia trén 1am sang. Sinh kha dung tuyét doi cua hydrochlorothiazide 1a 60-80% sau khi
ding duong udng.

Phan bé: Dong hoc phan bd va thai trir thuong duge mé ta dudi dang ham sé phan ra hai sb
mit, vai thoi gian ban thai cuéi cing 1a 6-15 gio. Thé tich phan bd biéu kién la 4-8 livkg.
Hydrochlorothiazide trong tudn hoan g'm vai protein huyét thanh (40- 70%), chu yéu la véi
albumin huyét thanh. Hydrochlorothiazide ciing tich Iiy trong héng cau gip khoang 3 lan
ndng do trong huyét tuong.

Bién doi sinh hoc/Chuyén héa: HCTZ duoc bai tiét chi yéu duéi dang thude khong doi.

Thai trir: Hydrochlorothiazide duoc thai trir khoi huyét tuong voi thoi gian ban thai trung
binh tir 6-15 gio trong phase thai trir cudi ciing. Khéng ¢6 thay doi vé dong hoc cua
hydrochlorothiazide khi dung |ILLI Idp lai, va sur tich liy thude rat it khi ding lleu | lan/ngay.
Hon 95% liéu héip thu duge bai tiét dusi dang hop chét khéng déi trong nude tiéu.

Amlodipine/ Valsartan/ Hydrochlorothiazide

Sau khi dung Exforge HCT dudng ubng & ngudi lén binh thuong khoe manh, ndng do dinh
trong huyct twong cua amlodipine dat duoc sau 6-8 gid, valsartan sau 3 gio va HCTZ sau
2 gio. Toc do va miic do hp thu amlodipine, valsartan va HCTZ tir Exforge HCT tuong tu
nhu khi duge ding dudi dang cac dang bao ché riéng ré.

Ciac nhém bénh nhén dic biét

Nguoi cao tudi

Thoi gian dat dén ndng do dinh trong huyét tuong ciia amlodipine giéng nhau & ngudi cao

woi va nguoi tre. O bénh nhan cao tudi, dd thanh thai cua amlodipine co xu hudng giam. lam
tang dién tich dudi duong cong (AUC) va tang thoi gian ban thai.



Muic tiép xiic toan than vai valsartan tang nhe & ngudi cao tudi khi so voi nguoi tré, nhung
diéu nay khong cho thay co bat ky y nghia lam sang nao.

Céc div liéu con gidi han cho thay la do thanh thai toan than cia hydlochioxothlaz:de giam o
ca nguodi khoe manh va ngudi cao tudi tang huyét ap so véi nguoi tré tinh nguyén khoe manh.

Vi ba thanh phan nay dugc dung nap tdt nhu nhau & bénh nhan tré va bénh nhan cao woi, ché
dd liéu ding binh thuong duoe khuyén cao (xem phan LIEU LUONG VA CACH DUNG),

Suy than

Duoc dong hoc cua amlodipine khong bi anh hudng dang ké do suy than. Khong co moi lién
quan rd gitia chirc nang than (duoc do bang do thanh thai creatinine) va miic tiép xic voi
valsartan (duoc do bang dién tich dudi dudng cong - AUC) & nhimg bénh nhan co cac mic
d6 suy than khac nhau. Vi vay, bénh nhan bi suy than nhe dén trung binh c6 thé dung licu
khoi dau thong thudng (xem phin LIEU LUONG VA CACH DUNG va xem thém phan
CANH BAO VA THAN TRONG).

Trong trudng hop suy than, non;:, dd dinh va tri 30 AUC trong huyét tuong trung binh cua
hydrochlorothiazide tang va toc do bai tiét nudc tiéu giam. O nhimg bénh nhan suy than nhe
dén trung binh, thoi gian ban thai trung binh hau nhu tang gdp doi. DO thanh thai than cuia
hydrochlorothiazide ciing giam dén mot mic do 16n so véi do thanh thai than khoang
300 ml/phut ¢ bénh nhéan ¢o chiic nang than binh thuong. Vi vy, can than trong khi st dung
Exforge HCT & bénh nhan bi suy than nang (td¢ do loc cua cdu than (GFR) < 30 ml/phat)
(xem phan CANH BAO VA THAN TRONG).

Suy gan

Bénh nhan suy gan c6 do thanh thai amlodipine giam dan dén tang dién tich dudi duong cong
(AUC) khoang 40-60%. Vé trung binh, ¢ bénh nhan bi bénh gan man tinh nhe dcn trung binh,
miic tiép xtic voi valsartan (duogc do bing tri s dién tich dudi dudng cong) gap hai ldn miic
tiép xtc dugc thdy o nhiing ngudi tinh nguyén khoe manh (tuong mg voi tudi, gioi va can
nang). Bénh gan khong anh huong déng ke dén duoc dong hoc ctia hydrochlorothiazide va
khong can xem xét giam liéu. Tuy nhién, cin dac biét than trong khi sir dung Exforge HCT o
bénh nhan cé cac roi loan tac nghén duong mat va suy gan nang (xem phan CANH BAO VA
THAN TRONG).

CAC NGHIEN CUU LAM SANG

Extorge HC'T da dugc khao sat trong mét nghién ctru mu déi, ¢6 ddi chimg véi hoat chét trén
bénh nhén tang huyeét ap. Tong cong ¢ 2271 bénh nhan tang huyét ap trung binh dén nang
(huyét ap tam thu/tam truong trung binh liic ban dau la 170/107 mmHg) da duoc diéu tri bang
amlodipine/valsartan/HCTZ 10/320/25 mg, valsartan/HCTZ 320/25 mg. amlodipine/valsartan
10/320 mg, hodc HCTZ/amlodipine 25/10 mg. Vao lic bat dau nghién ctiu, cac bénh nhan
duoc chi dinh cac liéu thap hon cia su phdi hop diéu tri va duoc chuan do dén lidu diéu tri
day du vao tuan thir 2. Tong cong c6 55% bénh nhan nam, 14% tir 65 twéi tro 1én, 72% la
nguoi da trang va 1 7% la nguoi da den,

O tuan thir 8, mdc giam trung binh vé huyét ap tam thu/tam truong 1a 39,7/24,7 mmHg véi

Exforge HCT (n=571), 32,0/19,7 mmHg véi valsartan/HCTZ (n=553). 33,5/21.5 mmHg vdi
amlodipine/valsartan (n=558) va 31,5/19,5 v6i amlodipine/HCTZ (n=554). Liéu phap phdi
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hop ba thude troi hon vé mat thong ké so véi méi mot trong ba tri ligu phdi hop kép vé mic
giam huyét ap tdm thu va tam truong. Mic ydm vé huyét ap tdm thu/tam truong khi ding
Exforge HCT la 7.6/5.0 mmHg nhiéu hon so véi valsartan/HCTZ, 6,2/3,3 mmHg nhiéu hon
so voi amlodipine/valsartan, va 8,2/5.3 mmHg nhiéu hon so voi amlodipine/HCTZ. Hi¢u qua
lam giam huyét ap day da dat duge sau 2 tuan sir dung litu Exforge HCT toi da. Ty 1¢ cao
hon ¢6 y nghia thong ké vé sb bénh nhan dat duoc su kiém sodt huyét ap (<140/90 mmHg)
voi Exforge HCT (71%) so véi mdi mot trong ba tri liéu phéi hop kép (45-54%).

M6t phan nhom gém 268 bénh nhan da dugce nghién ciu vai su theo doi huyét ap ngoai tri.
P quan sat tha) miurc giam huyét ap tam thu va tam truong trong 24 gio trdi hon vé mat lam
sang va théng ké Kkhi dang tri liéu pho: hop ba thubc so voi valsartan/HCTZ,
valsartan/amlodipine va HC'TZ/amlodipine.

Tudi, giéi va ching toc khong anh huong dang ké dén dap tng v6i Exforge HCT.
CAC DU LIEU AN TOAN TIEN LAM SANG

Amlodipine/Valsartan/Hydrochlorothiazide

Trong mot loat cac nghién ctiu vé an toan tién lam sang duoc tién hanh & mot s loai dong
vat voi amlodipine/valsartan/hydrochlorothiazide (Exforge HCT), khong c6 phét hién nao
lam loai trir vige sur dung liéu dicu tri coa Exforge HCT & nguoi. Céc nghién cu vé an toan
tlen lam sang véi amlodipine/valsartan/hydrochlorothiazide da dugc tien hanh trén chudt
cdng véi thoi gian dén 13 tudn va mic liéu khong quan sat thay téc dung c6 hai (NOAEL)
duge xac dinh la 0.5/8/1.25 mg/kg/ngay. Cac lleu cao hon cua su phdi hop nay (>2/32/5
mg/kg/ngay) dn dén giam khdi luong clia hdng cau (hong; céu, hemoglobin, hematocrit va
hong cau ludi), tang uré huyét thanh, tang creatinine huyét thanh, tang kali huvet thanh, tang
san té bao canh cau than (JG) va cac truong hop an mon khu tri ¢ da day tuyén cua chuot
cong. Tat ca nhirng thay doi nay ¢6 thé hdi phuc sau thoi gian phuc hoi 4 tuan va duge xem la
céac tac dung duge ly qua mire.

Dang phm hop anﬂodtpnwnalsmldnfhydrochlm0(]11azlde chua duoc tha nghiém vé tinh gay
dot bién, gay gay nhiém sic thé, hiéu suat sinh san hoac kha ning gay ung thu vi khong co
bang ching vé bat ky tuong tac ndo gitia cac thude nay — la nhimg thude da duoc luu hanh
trén thi truong trong thoi gian dai.

Amlodipine

Dit liéu an toan doi véi amlodipine ciing da duoe thiét lap tot vé ca lam sang va phi lam sang.
Khéng quan sat thay cac phat hién cé lién quan trong cac nghién ctru ve kha nang gdy ung
thur, tinh gay dot bién.

Khong ¢6 tac dung trén kha ning sinh san cua chudt cong duoc diéu tri bang amlodipine
(chudt duc trong 64 ngay va chudt céi trong 14 ngay trude khi giao phéi) o cac liéu den
10 mg/kg/ngay (gap 8 lan lidu toi da khuyén cdo cho ngudi la 10 mg tinh trén co so mwm
dua trén c¢dn ndng cua bénh nhan ia 50 kg).

Khéng tim th{iy bang ching vé kha nang gy quai thai hodc ddc tinh phéi/thai khi chuét chng
va tho mang thai dugc diéu tri bang amlodipine maleate dang udng véi cac lidu dén 10 mg
amlodipine/kg/ngay trong céac giai doan hinh thanh cac co quan chinh tuong tmg. Tuy nhién,
cd lira de giam dang ké (vao khoang 50%) va s6 chét luu trong tir cung giam dang ké (khoang
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5 1an). Amlodipine da cho thy kéo dai thoi gian mang thai va thoi gian chuyén da trén chudt
cong o licu nay.

Amlodipine da cho cac két qua am tinh khi dugc thir nghiém riéng ré vé tinh gay dot bién,
gy gay nhiém sdc thé, hiéu suat sinh san va kha nang gy ung thu .

Valsartan

Valsartan da cho cac két qua am tinh khi dugc thir nghiém riéng r& vé tinh gay dot bién, gay
gay nhiém sic thé. hiéu suat sinh san va kha nang gdy ung thu .

Trong mot loat cac nghién ciu tién lam sang duoc llen hanh trén mét s6 loai dong vat, khong
6 cac phat hién lam loai triv viéc su dung liéu diéu tri cua valsartan & nguoi. Trong cac
nghién ctru ve an toan tién lam sang, Ileu cao valsartan (200-600 mg/kg thé trong) da gy ra
trén chudt cong, su giam cac thong s6 vé ho% cau (hong cau, hemoglobin, hematocr it) va dau
hiéu thay doi vé huyét ddng o than (uré Imyet tuong tang nhe, t'mg san ong thdn va tang bach
cau ai kiém trén chudt cong duc). Nhirng lieu nay trén chudt cong (200 va 600 mg/kg/ngay)
gap khmn;, 6-18 lan liéu tdi da khuyén céo cho nguoi tinh trén co s mg/m? (tinh toan gia
dinh vai liéu udng 320 mg/ngay va mot bénh nhan 60 kg). O khi dudi soc voi cac Ileu twong
ty, cac thay doi la tuong tw tuy nang hon, dac biét la o than ma cac thay doi phat trién thanh
bénh than bao }Dom ca tang uré va creatinine. Phi dai té bao canh cau than ciing da gap o ca
hai loai. Tét ca nhing thay doi dugc xem la gay ra boi tac dung duoc |y cua valsartan tao ra
ha huyét dp kéo dai, dic biét trén khi dudi soc. Ddi voi cdc lidu diéu tri ctia valsartan o nguoi,
su phi dai té bao canh cau than duong nhu khong co bat Ky y nghia nao. Trong cac nghién
clru vé sy phat trién phéi-thai, (phan doan 1) trén chudt nhat, chudt cong va tho, da quan sat
thiy déc tinh véi thai lién quan voi doc tinh & me trén chudt cdng voi cac liéu valsartan = 200
mg/kg/mgay va trén tho vai cac lidu > 10 mg/kg/ngay. Trong mgt nghién ciiu vé doc tinh chu
sinh va sau sinh (phan doan 111). thé hé con cua chudt cong dugc cho dung 600 mg/kg trong 3
théng cudi thai ky va trong khi cho con bii da cho thay giam nhe ty 1é song con va cham phat
trien nhe.

Hydrochlorothiazide

Hydrochlorothiazide da cho cac két qua am tinh khi dugc thir nghiém riéng ré vé tinh gay dot
bicn, gdy gay nhiem sac theé, hiéu suat sinh san va kha nang gay ung thu.

Valsartan/Hydrochlorothiazide

Trong mot loat cac nghién ctiu tién 1am sang duoc tién hanh trén mot sé loai déng vat, khong
co cac phat hién lam loai trir viéc sir dung liéu diéu trj cua valsartan/hydrochlorothiazide o
ngudi. Cac liéu cao cua valsartan/hydrochlorothiazide (100:31,25 dén 600: 187.5 mg/kg thé
trong) da gay ra trén chugt cong su giam cac thong s6 veé hong cau (hdng cau, hemoglobin,
hematocrit) va dau higu thay doi vé huyét dong o than (uré huyét twong tang tr trung binh
dén nang, tang kali va magnesi huyet twong, lan;:, nhe the tich nudce tiéu va cac cha( dién giai,
tang bach cau ai kiém tir ti thiéu dén nhe va phi dai tiéu dong mach trudc cau than ¢ miic
liéu cao nhat). O khi dudi soc (30:9,375 dén 400:125 mg/kg), cac thay doi kha tuong tu mac
du nang hon. dac biét o cac muc lieu cao hon va ¢ than cac thay dbi phat trién thanh bénh
than. bao ‘gom ca tang uré va creatinine. Khi dudi soc ciing ¢6 nhiing thay doi o niém mac
dudng tiéu hoa véi lieu 30:9,373 dén 400:125 mg/kg. Phi dai té bao canh cau than ciing da
gdp o chudt cong va khi dudi soc. Tat ca nhimg thay doi duoc xem la gay ra boi tac dung
duoc ly cua valsartan/hydrochlorothiazide la téc dung hiép dong (lam manh thém khoang 10
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lan so voi dung valsartan don doc) hon la phu tro. tao ra ha huyét ap kéo dai. déc biét trén khi
dudi soc. D0| voi cac liéu diéu trj cia valsartan/hydrochlorothiazide 6 nguoi, su phi dai té
bao canh cau than duong nhu khong cé bat ky lién quan nao. Cac phat hién chinh vé an toan
tién lam sang duoc cho la do tac dung dugc ly cua cac hop chat ma dudng nhu tac dong hiép
dong va khong cé ban;, chimg vé bat ky su tuong tac nao gilta 2 hop chat, Trén lam sang, tac
dung cua 2 hop chat la phu tro, va cac phat hién tién 1am sang da khong cho thay bat ky y
nghia lam sang ndo. Dang phcu hop valsaltan/hydtochIowthlazndc chua dugce thir nghiém vé
tinh gdy dot bién, gay g,ay nhiém sac thé hodc kha nang gay ung thu vi khdng cé bang chimg
vé bat ky tuong tac nao giita 2 hop chat nay.

Amlodipine:Valsartan

Trong mot loat cac nghién ciru tién lam sang dugc tién hanh trén mot so loai dong vat voi
amlodipine/valsartan, khong ¢ cac phat hién lam loai trir viéc su dung Ileu diéu tri cua
dmlodrpme/valsallan 0 ngudi. Cac nghién ciu trén dong vat kéo dai 13 tuan da duoc tién
hanh voi dang phoi hop amlodipine/valsartan trén chuot cong va khi dudi soc ciing nhu cac
nghién ciu trén chudt cong dé khao sat doc tinh veé sur phat trién cua phai-thai

Trong mot nghién ciru 13 tuan vé doc tinh duong udng trén chudt cong, da quan sat thiy
viem tuyén da day lién quan véi amlodipine/valsartan & chudt duc vei liéu > 3/48
mg/kg/ngay va o chudt cdi voi lidu > 7.5/120 mg/kg/ngay. Khong quan sat thdy cac tac dung
nay trong I‘Iblllet‘l ctru 13 tudn trén khi dudi séc o bat ky liéu dung nao, mac du da quan sat
thay viém rudt gia chi trén khi dudi soc voi liéu cao (khdng c6 anh huong nao o liéu < 5/80
mg/kg/ngay). Cac tac dung phu vé tiéu hoa dugc quan sat thay trong cac thir nghiém lam sang
voi Exforge khong thuong gap hon vaéi dang phdi hop so véi cac don trj liéu tuong (ing.

Dang phm hop amlodipine/valsartan chua duge thir nghiém vé tinh gdy dot bién, gy gdy
nhiém sac thé, hiéu suat sinh san hodc kha nang gay ung thu vi khong co bang chimg vé bét
k¥ tuong tac nao gitra 2 hop chat nay.

Trong mot nghién ctru vé sy phat trién phoi-thai ding dudng uéng trén chudt cong véi cac
mic liéu amlodipine:valsartan 5:80 mg/kg/ngay, amlodipine/valsartan 10:160 mg/kg/ngay va
amlodipine/valsartan 20:320 mg/kg/ngay, da ghi nhan cac anh hudng trén chudt me va thai
lién quan voi diéu tri (cham phat trién va cac thay déi dugc ghi nhan vé su hién dién déc tinh
dang ké o chudt me) voi dang phor hop liéu cao. Miic liéu khong quan sat thiy tac dung co
hai (NOAEL) vé anh huong déi voi phoi-thai la amlodipine:valsartan 10:160 mykyng:ay
Nhiing licu “nay tuong tmg gap 4.3 lan va 2.7 1an mirc tiép x(ic toan than vai thude o ngudi si
dung liéu t6i da khuyén cio cho nguoi (MRHD) (10/320 mg/60 kg).

TUONG KY
Chua dugc ghi nhan
TA DUQC

5/160/12,5 mg: Cellulose vi tinh thé; crospovidone; silic dang keo khan; magnesi stearate:
hypromellose, macrogol 4000, talc, titan dioxide (E171).

10/160/12,5 mg: Cellulose vi tinh thé; crospovidone; silic dang keo khan; magnesi stearate;
hypromellose, macrogol 4000, talc, titan dioxide (E171), oxide sat mau vang (E172), oxide
sat mau do (E172).



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

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

10/320/25 mg: Cellulose vi tinh thé; crospovidone; silic dang keo khan, magnesi stearate.
hypromellose. macrogol 4000, talc, oxide sat mau vang (E172).

Cong thire duge pham ¢ thé khic nhau giira cac nude.

TUONG KY

Chua dugc ghi nhan.

HAN DUNG

24 thang ké tir ngay san xuat.

BAO QUAN
Khéng bao quan trén 30°C, tranh dm. Giit thude trong bao bi gdc.

Khong diung Exforge HCT qua han str dung dwge ghi “EXP” trén bao bi.

HUONG DAN SU DUNG VA THAO TAC

. wa g A A oA . - -
Luu p: Exforge HCT phdi dé xa tam tay va tam nhin ciia tré em.

QUY CACH BONG GOI

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

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

- Exforge HCT 5/160/25 mg:  Hop | vi x 7 vién nén bao phim; Hop 4 vi x 7 vién
nén bao phim.

- Exforge HCT 10/160/25 mg: Hop | vix 7 vién nén bao phim; Hp 4 vi x 7 vién
nén bao phim.

- Exforge HCT 10/320/25 mg: Hop | vi x vién nén bao phim; Hop 4 vi x 7 vién nén %
bao phim. }
Nha san xuit:
Novartis Pharma Stein AG
Schafthauserstrasse
(C'H-4332 Stein, Switzerland
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To huéng din siv dung cho quic té
Ngay phat hanh thong tin: Thang 07 nam 2013
® = nhan hiéu da dang ky

Novartis Pharma AG, Basel, Switzerland

PHO CUC TRUBNG

- Nguyon Vim Chank
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