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Rx - Thudc bin theo don

Co-Diovan®

Thude déi khing thy thé angiotensin II (valsartan) két hgp véi thude lgi tiéu (hydrochlorothiazide).

MO TA VA THANH PHAN

Dang biao ché

Co-Diovan 80/12,5 mg: Vién nén bao phim hinh biu dyc, khdng bé duge, kich thudc chidu dai khoang 10,2 mm, chiéu ngang 5,4 mm, day 3,7
mm vi ning khodng 156 mg. Vién nén miu cam nhat, dugc in chdt HGH trén mét mit va chit CG trén mit kia.

Co-Diovan 160/12,5 mg: Vién nén bao phim hinh bdu duc, khdong bé dugc, kich thude chiéu dai khodng 15,2 mm, chifu ngang 6,2 mm, day 4,4
mm vi ngng khodng 312 mg, Vién nén mau dé sdm, dugc in chit HHH trén m{t mit va chit CG trén mat kia.

Co-Diovan 160/25 mg: Vién nén bao phim hinh bdu dyc, khong bé duge, kich thudc chiéu dii khodng 14,2 mm, chiéu ngang 5,7 mm, day 4,5
mm va ndng khodng 310 mg. Vién nén mau cam-niu, duge in chit HXH trén mdt mt va chit NVER trén mit kia.

Co-Diovan 320/12,5 mg: Vién nén bao phim hinh biu duc, khdng bé dugc, kich thudc chiéu dai khodng 17,7 mm, chiéu ngang 8,2 mm, day 5,6
mm vi ngng khoang 608 mg. Vién nén mau héng, duge in chit HIL trén mdt mdt va chit NVR trén mdt kia.

Co-Diovan 320/25 mg: Vién nén bao phim hinh bdu dyc, khong bé dugc, kich thudc chiéu diai khodng 17,7 mm, chifu ngang 8,2 mm, day 5,6
mm va ning khoing 620 mg. Vién nén mau ving, dugc in chi CTI trén mét mat va chi NVR trén mat kia.

Hoat chat

Hoat chit chinh: (S)-N-valeryl-N-{[2'-(1H-tetrazol-5-yl)biphenyl-4-yl|methyl}-valine (INN = valsartan) va 6-chloro-3,4-dihydro-2H-1,2.4-ben-
zothiadiazine-7-sulfonamide-1,1-dioxide (= hydrochlorothiazide).

Mét vién Co-Diovan chida 80 mg valsartan va 12,5 mg hydrochlorothiazide, hodc 160 mg valsartan va 12,5 mg hydrochlorothiazide, hodc 160
mg valsartan v 25 mg hydrochlorothiazide, hojc 320 mg valsartan v 12,5 mg hydrochlorothiazide, hodc 320 mg valsartan va 25 mg hydro-
chlorothiazide.

Hinh thiic vién thude cd thé khic nhau gilia cdc nude. Céc him lugng c6 thé khéng sin c6 & tdt cd cde nudc,

TA DUQC

Co-Diovan 80/12,5 mg: Silicon dioxide dang keo; crospovidone; hydroxypropyl methylcellulose; magnesi stearat; cellulose vi tinh thé; polyeth-
ylene glycol; talc; titan dioxide (E171); oxide sdt mdu do (E172); oxide st mdu ving (E172).

Co-Diovan 160/12,5 mg: Silicon dioxide dang keo; crospovidone; hydroxypropyl methyleellulose; magnesi stearat; cellulose vi tinh thé; polyeth-
ylene glycol; talc; titan dioxide (E171); oxide st mdu &6 (E172).

Co-Diovan 160/25 mg: Silicon dioxide dang keo; crospovidone; hydroxypropyl methylcellulose; magnesi stearat; cellulose vi tinh thé polyeth-
ylene glycol; tale; titan dioxide (E171); oxide sit mdu dé (E172); oxide sit miu ving (E172); oxide sit mdu den (E172).

Co-Diovan 320/12,5 mg: Silicon dioxide dang keo: crospovidone; hydroxypropyl methyleellulose; magnesi stearat; cellulose vi tinh thé; polyeth-
ylene glycol; tale; titan dioxide (E171); oxide sdt mau d6 (E172).

Co-Diovan 320/25 mg: Silicon dioxide dang keo; crospovidene; hydroxypropyl methyleellulose; magnesi-stearat; cellulose vi-tinh-thi-polyeth-—
ylene glycol; talg; titan dioxide (E171); oxide sit mdu ving (E172).

Cong thiic bio ché ¢ thé khic nhau gitta cic nudc,

CHI bINH

Biéu trj ting huyét dp cho ngudi 16n, 18 tudi trd lén.

Co-Diovan dugc sif dyng d€ difu trj ting huyét 4p & bénh nhan huyét dp khong duge kiém soit ding miic khi diéu trj bing phuong phip don
trj liéu.

Co-Diovan ¢6 thé dugc sit dung nhu diéu trj khéi ddu & nhing bénh nhin c6 thé cin ding nhiéu thudc d€ dat duge myc tidu huyét dp. Sy lya
chon Co-Diovan nhu diéu trj khai ddu cho cao huyét 4p nén dugc dya trén viéc ddnh gid tiém ning lgi ich va nguy co.

LIEU LUQNG VA CACH DUNG

Liéu ding
Liéu khuyén cio diéu trj ctia Co-Diovan ld mét vién nén bao phim mdi ngay. D€ dat duge hi¢u qua ldm sang cé thé ding 80 mg valsartan va

12,5 mg hydrochlorothiazide hodc 160 mg valsartan va 12,5 mg hydrochlorothiazide hodc 320 mg valsartan va 12,5 mg hydrochlorothiazide.
Trong trudmg hap cin thié co thé ding tdi 160 mg valsartan v 25 mg hydrochlerethiazide hodc 320 mg valsartan vi 25 mg hydrochlorothiazide.
D6i véi didu tr khéi ddu, liéu khéi ddu thong thudng ciia Co-Diovan 160/12.5 mg 14 mdi ngiy mot lin. Lidu diing ¢6 thé dugc ting 1én sau 1-2
tudn vdi mic di€u trj t5i da 12 mjt vién thudc 320/25 mg mét lin mdi ngiy khi cdn thiét d€ ki€m sodt huyét 4p. Co-Diovan khong dugc khuyén
cdo nhut diéu trj khdi ddu & nhitng bénh nhin vdi sy suy gidm thé tich méu ndi mach (xem phin CANH BAO VA THAN TRONG).

Lidu ding hang ngiy t6i da 13 320/25 mg.

Tic dung ha dp 16i da duge quan sdt thdy trong véng tif 2 dén 4 win,



Elg?' cin diéu chinh liéu lugng cho bénh nhin su Lza.n nhe dén trung binh (T8c d¢ loc cdu thin (GFR) 2 30 ml/ phit). Do thanh phin hydro-
http S 1%%%2&&%@%};@.%}7} nh nhin vé ni¢u (xem phin CHONG CHI DINH) vi phii dugc ding thin trong & nhiing
bénh nhin suy thin ndng (GFR <30 ml / phdt) (xem phin CANH BAO VA THAN TRONG vi DUGIC LAM SANG, ). Thudc Igi ti€u thiazide
don trj liéu khéng hi¢u qud trong suy thin ning (GFR <30 ml / phiit), nhung c6 thé hitu ich khi dugc st dung vdi syf than trong thich ding trong
két hop véi mot thudc lgi tiéu quai ngay cd & nhiing bénh nhin véi GFR < 30mL/phit.
Suy gan
Khong cin di¢u chinh liéu lugng & nhitng bénh nhén suy gan miic d¢ nhe dén vita. Do thinh phin hydrochlorothiazide, Co-Diovan nén duge si
dung diic bigt thin trong & nhiing bénh nhén suy gan nding. Do thanh phin valsartan, Co-Diovan nén dugc sit dung thin trong dic biét & nhiing
bénh nhan bj réi lean tic nghén duding mét (xem phin CANH BAO VA THAN TRONG).
Tré em (dudi 18 tudi)
Tinh an toan v hiéu qua cia Co-Diovan chua dugc xdc dinh & tré em dudi 18 tudi.
CHONG CHi BINH
Bugc biét qua min cim vdi valsartan, hydrochlorothiazide, cic thuéc khic li din xudt cia sulfonamide hodc bat cif thanh phin ndo cia
Co-Diovan.
Phy nit ¢6 thai (xem phdn PHU NU CO KHA NANG MANG THAL PHU NU CO THAL CHO CON BU VA CO KHA NANG SINHSAN)
Da chia hydrochlorothiazide, Co-Diovan dugc chéng chi dinh & nhiing bénh nhén vd niéu.
S dung déng thai thude d6i khang thy thé angiotensin ARBs - bao gdm cd Valsartan - hodc thudc tic ché men chuyén ACEls v Aliskiren déi vai
bénh nhan dii thao duding type 11 (xem phin TUONG TAC THUOC, myc Thuéc phong tda kép hé Renin - Angiotensin RAS)
CANH BAO VA THAN TRONG
Boc ki huidng ddn si dung truide khi ding. Néu cdn thém thing tin xin héi y kién bde si.
Thudc ndy chi diing theo su ké don ciia bdc si.
Nhiing thay d8i chit dién gidi trong huyét thanh
Phii cin thin khi diing thude bé sung kali, thude lgi tiéu gid kali, chdt thay thé mudi cd chifa kali, hojc cic thude lam ting ndéng dé kali trong
huyét thanh (heparin, v.v...). Thudc lgi ti€u thiazide co thé thic ddy sy khdi phdt tinh trang ha kali huyét hodc lam trdm trong thém tinh trang
ha kali huyét c6 sin. Thudc lgi tidu thiazide nén duge sif dung thin trong & nhiing bénh nhin cé cic tinh trang lién quan dén mat kali ding ké,
vi du nhu suy thin trudc thin (cin nguyén do tim) va bénh Iy thin mit mudi. Néu ha kali huyét kém theo cic ddu hiéu lam sang (vi du nhu yéu,
liét co, hodc bién ddi trén ECG), nén ngung sit dung Co-Diovan. Nén diéu chinh tinh trang ha kali huyét v ha magié huyét cd sdn trude khi bit
didu st dung cdc thiazide. Nong dd kali vi magié huyét thanh nén dugc ki€m tra dinh kj. Tit ¢d cic bénh nhin diing thudc lgi tiéu thiazide nén
dugc theo doi sy mit cin bing dién gidi, dic biét 4 kali.
Thudc Igi tidu thiazide c6 thé thic ddy sy khéi phat tinh trang ha natri huyét v nhidm kiém do gidm clo huyét hodc lam trim trong thém tinh
trang ha natri huyét ¢é sin. Ha natri huyét, kém theo tri¢u ching thin kinh (budn nén, mit dinh hudng tién trién, trang thdi di din) da dugc
quan sit thiy trong tridng hop ci biét. Thudng xuyén theo dii ndng dé natri trong huyét thanh ciing dugc khuyén cio.
Bénh nhin mit mudi va/hodc mét thé tich tudn hodn
Nhitng truéing hgp mét mudi vivhodc mdt thé tich tudn hodn ning nhu do diing liéu cao thudc lgi tiéu, ha huyét 4p ¢d triéu chiing hiém c6 thé
xdy ra sau khi bt diu diéu tri Co-Diovan, Co-Diovan chi nén dugc sit dung sau khi di¢u chinh bat ky tinh trang mét thé tich tuin hoan va / hodc
mdt natri ndo cd sin, néu khong; diéu trj nén bit ddu dudi sy gidm sdt y t& chit che,
Néu ha huyét dp xdy ra, phdi dit bénh nhin ndm nglra, vi trong trudng hop cdn thiét phii truyén nudc mudi sinh 1y, Tiép tyc didu trj khi huyé
dp 6n dinh.
Bénh nhin hep dgng mach thin
Nén thin trong khi ding Co-diovan d€ diéu trj ting huyét dp. & bénh nhin hep dong mach thin mit hodc hai bén hodc hep trén bénh nhin chi
¢ mét thin vi uré mdu v creatinine huyét thanh c6 thé ting & nhiing bénh nhin niy.
Bénh nhéin suy thin
Khéng cin diéu chinh liéu lugng cho bénh nhan suy thin nhe dén trung binh (Téc d§ loc cdu thin (GFR) = 30 ml / phit). Do thanh phin hy-
drochlorothiazide, Co-Diovan phai duge ding thin trong & nhiing bénh nhin suy thin ning (GFR <30 ml/ phit). Thude lgi tiéu thiazide 6 thé
thiic ddy tinh trang ting nitd mdu & nhitng bénh nhin bj bénh thin man tinh. Dan trj li¢u vdi thudc Igi tifu thiazide khing hi¢u qud trong suy
thin ndng (GFR <30 ml / phiit), nhung c6 thé hitu ich khi két hgp mit cich thin trong vdi thudc lgi tifu quai ngay ¢ & nhiing bénh nhén vai
GFR < 30mL/phiit (xem phin LIEU LUQNG VA CACH DUNG va DUQC LAM SANG, myc Duigc dong hoc).
Viée sit dung cde thudic chen thy thé ARBs, bao gém cd Valsartan hoic cic thude (e ché men chuyén ACEls vai Aliskiren nén trinh & nhitng bénh
nhin suy thin ning (GFR <30mL/phit) (xem phin TUONG TAC THUOC, tifu muc Thufc phong toa kép hé RAA)
Bénh nhéin suy gan
Khong cén diéu chinh liéu lugng & nhiing bénh nhin suy gan mic do nhe dén vita. Co-Diovan nén duge sit dyng thin trong dic biét & nhiing
bénh nhin bj réi loan tdc nghén dudng mat va suy gan ning (xem phin LIEU LUJNG VA CACH DUNG, CHONG CHIi BINH va DUQC LAM
SANG, myc Dugc ding hoc).
Phit mach
Phit mach, bao gém sung thanh qudn va thanh mén, giy tic nghén dudng thé va | hodc sung mit, méi, o hong, vi / hodc ludi di duge bdo cdo
& nhiing bénh nhan dugc difu trj vdi valsartan, mét s6 nhitng bénh nhan niy trude day di bi phi mach véi cic thude khic bao gém cd thudc
tic ché men chuyén angiotensin. Co-Diovan nén dugec ngung ngay ldp tic & nhitng bénh nhin phét trién phit mach, va khéng nén tdi sit dung
Co-Diovan nifa.
Lupus ban dé h¢ thong
B c6 nhilng bdo cio v& thudc lgi tidu thiazide, bao gém hydrochlorothiazide lim niing hodc kich hoat b¢nh lupus ban d6 h§ thong,
Nhiing rdi loan chuyén héa khic
Thuéc lgi tiéu thiazide, bao gdm hydrochlorothiazide ¢6 thé lam thay d6i khd ning dung nap dudng glucose vi lam ting néng d¢ cliia cholesterol
va triglyceride.
Gidng nhu cic thude 1¢i tiéu khic, hydrochlorothiazide cé thé ting ndng d¢ acid uric trong huyét thanh do gidm dé thanh thii cia acid uric va
¢t the gy ra hodc lam trim trong thém tinh trang ting acid uric mdu vi thic ddy bénh git & nhiing bénh nhin nhay cim.
Thiazide lam giam bai tiét canxi trong nudc tidu va o6 thé giy tang nhe canxi trong huyét thanh trong truéng hgp khong o6 cdc rdi loan chuyén
héa canxi, Vi hydrochlorothiazide ¢ thé 1am ting néng do canxi trong huyét thanh, nén st dyng thin trong & nhiing bénh nhin ting calci huyét
Tang ré rét calci huyét khong ddp dng vdi ngung thiazide hofic calci huyét = 12 mg / dL ¢é thé 13 bing chiing clia mt qui trinh ting calci huyét
ddc lap vai thiazide co sin.
Thay ddi bénh Iy cia tuyén cin gidp & bénh nhén ting calci huyét v gidm phosphate huyét da duge quan sét thiy & mét vai bénh nhin diéu trj
bang thiazide kéo di. Néu xdy ra ting calci huyét, cin lam ré chin dodn.
Tdng quat
Thuding gép phan ing qui min vdi hydrochlorothiazide & nhiing bénh nhin di dng va hen suyén.
Tiang nhéin ap goc dong cdp tinh
Hydrochlorothiazide, 1 mét sulfonamide, di ¢ lién quan v6i mét phin (ing dic biét din dén cin thi thodng qua cip tinh vi bénh ting nhin
4p goc ding cdp tinh. Cac tri¢u chitng bao gdm khdi phat cip tinh cia tinh trang gidgm thj lyec hodc dau nhin ciu vi dién hinh b xdy ra trong
vong vai gits dén vii tudn sau khi bt ddu ding thude. Ting nhin dp goe dong cip tinh khong duge didu trj c6 thé din dén mit thi lge vinh vién,
Vige didu trj titn quyét la ngung hydrochlorothiazide cang nhanh cing tdt. Biéu tri y t€ hodic phiu thuit c6 thé cin phdi dugc xem xét néu dp
lyic ndi nhin vin khéng kifm sedt duge. Yéu 18 nguy co phdt trién ting nhin dp goc-ddéng cip tinh ¢6 thé bao gdm tién sii dj ing sulfonamide
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hoic penicillin,

Bénh nhén suy tim/sau nhéi miu co tim

8] nhiing bénh nhin c6 chifc ning thin phy thudc vio hoat ding cla hé théng renin-angiotensin-aldosterone (nhu bénh nhén suy tim sung

huyét ndng), diéu trj bing thudc tic ché men chuyén hodc thudic déi khdng thy thé angiotensin lién quan dén thidu niéu vi / hojc chiing ting

nitd huyét tién trién, va trong trudng hgp hiém hoi lién quan vdi suy thin cip va / hodc tif vong, Bédnh gid bénh nhin bj suy tim hodc sau nhéi

midu ca tim nén ludn ludn di kém véi dinh gid chic ning thin,

Thude phong téa kép hé thing Renin - Angiotensin

Cén than trong khi diéu trj déng thoi thudc d6i khing thu thé renin - angiotensin ARBs, bao gém Valsartan, vdi cdc thudc phong tda hé renin

- angiotensin khic nhu thudc dc ché men chuyén hodc Aliskiren (xem phin TUONG TAC THUGC, phin Thuéc phong téa kép hé Renin -

Angiotensin RAS)

TUONG TAC THUGC

Nhiing tuong téc thudc sau cb thé xudt hién do i hai thanh phin (Valsartan vi/hodc Hydrochlothiazide) ciia Co-Diovan:

Lithium: Tang néng d¢ Lithium trong mdu 6 thé dio nguge v doc tinh da duge bdo cio khi sit dung déng théi Lithium vdi cac chit e ché

ACE, ciic chdt khing thy thé Angiotensin 11 hoiic cic Thiazide. Vi dd thanh thai & thin ctia Lithium gidm do cdc Thiazide, nguy cd doc tinh

::;a Lithium c6 thé tang hon véi Co-Diovan. Vi vy theo déi cdn thin néng d¢ Lithium trong mdu trong subt qué trinh diéu trj phéi hgp dugc

uyén cio,

Eﬂmﬂn_ Nhﬁ'ng tlicfng tic thuﬁc sau co IhE xuit hien do Valsartan, thanh phan clia Cu-l};uvan*
; - _ ; ; i ¢n hoiic_aliskiren:

‘ﬁér. st dungdﬁn g lhﬂ1 thuﬁc doi khang thu the ﬂngmtensm {aRBs}. han gﬁm valsartan vdi cic thube khdc tic dung lén hé Renin - Angiotensin

o lién quan dén sy tang ti 1 tut huyét dp, ting kali huyét, va cdc thay déi vé chic ning thin so vd&i don trj lidu. Cin khuyén cdo theo doi huyét

dp, chiic néng thin va di¢n gidi & cic b¢nh nhin ding Co-Diovan vi cic thudc khic tic dyng lén hé Renin - Angiotensin RAS (xem phin CANH

BAO VA THAN TRONG).

Cin trinh viéc sit dung ddng thai cic thudc déi khing thu thé Angiotensin bao gém valsartan hodc thude de ché men chuyén ACEI véi aliskiren

& b¢nh nhan suy thin ning (Téc df loc cdu thin GFR < 30 mL/phat) (xem phin CANH BAO VA THAN TRONG).

Vi¢c sit dyng déng thai ARBs - bao gém Valsartan - hojic thudc tic ché men chuyén ACEI véi Aliskiren la chdng chi dinh vdi bénh nhin déi

thio duéng type 2 (xem phin CHONG CHi DINH).

Valsartan don trj ligu khong c6 tudng tic thudc ddng k€ trén lim sing voi cdc thudc sau: cimetidine, warfarin, furosemide, digoxin, atenolol,

indomethacin, hydrochlorothiazide, amlodipine, glibenclamide.

Kali; Cén thin trong khi diing thudc bé sung kali, thudic lgi ti€u giit kali, chét thay thé mudi ¢6 chifa kali, hodc cdc thudc lam thay déi néng do

kal:. lmng huyel lhanh {heparm VX...) Vi phﬁu kiém tra mu&ng xu]ren nong -Sc;r kali trong huyc‘l thanh bénh nhﬂ.n

e ¢l - ] ; -2} Khi cdc thudc d6i
vin angmtensm II duqc sit dung déng th-:h véi NSA]Ds h:eu qua ha huyé’t ap oo thé suy giém Hdn niia, ) nhﬁng h{enh nhin lén tudi, thé tich
suy gidm (bao gém ci nhiing ngudi diéu trj bing thudc lgi tiéu), hoic bj tdn hai chiic ning thin, déng théi sit dung thudc d6i vin angiotensin 11
vi NSAIDs cé thé din dén gia ting nguy co lam chitc ndng thin xiu di. Vi viy, theo dbi chitc ning thin duge khuyén cdo khi bit ddu hojc thay
ddi diéu trj & nhiing bénh nhén sit dung valsartan c6 ditng déng thisi thude NSAID.

Viin chuyén: Két qui tii mét nghién ciiu trong dng nghiém trén mé gan ngudi cho thdy valsartan dé 1a mét chit nén cia chit vin chuyén hip thu
thudc vao bén trong gan OATPIBI va chit vin chuyén thudc ra ngodi gan MRP2. Diéu tri ddng thi cic chit tic ché chit vin chuyén hip thu
(rifampin, ciclosporin) hodc chit vin chuyén ra ngoai (ritonavir) ¢6 thé lim ting sy tiép xic valsartan trong co thé,

C-.’: nguy co xay ra nl'mng tuong tac thude dudi diy do thinh phin thiazide cha Co-Diovan:

; Cde thiazide lam ting hi¢u qud ha huyét dp clia thudc diéu trj ting huyét 4p khic (vi du nhu guanethidine,
methyldopa, thuc chen beta, thudc gidn mach, cic thude chen kénh canxi, chit c ché men chuyén angiotensin (ACE), thudc chen thy thé
Angiotensin (ARB) vi thudc tic ché trye tifp Renin (DRIs)).

Thuéc gidn cd xudng: cdc thiazide bao gm hydrochlorothiazide lam ting hoat dong gidn co xuong nhu 13 din chit clia curare.
Thudc dnh hudng dén ndng do kali trong huyét thanh: Tic dung gly gidm kali huyét clia thudc Igi tifu cé thé ting lén do diing ding déng thai
vdi thubc lgi tidu lam bai tiét kali, corticosteroid, ACTH, amphotericin, carbenoxolone, penicillin G va din chit cla acid salicylic hodc thude
chéng loan nhijp tim { xem phidn CANH BAO VA THAN TRONG).
Thudc dnh hudng dén ludng natri trong huyét thanh: Téc dung gy gidm natri cia thudc lgi tién co thé dugc ting cudng do ding déng thdi cic
logi thuéc nhu thudc chéng trim cim, thudc ching loan than, thudc ching dgng kinh, vv... Thin trong duge khuyén cdo khi sit dung trong théi
gian dai véi cic thudc ndy (xem phin CANH BAO VA THAN TRONG).
Thude chéng ddi thio dudng: Thiazide c6 thé lam thay d6i dung nap glucose. Co thé cin phdi diéu chinh li¢u insulin v thudc ching ddi thio
dudng dang u&ng

: Tac dung phu cia thiazide ¢6 thé la ha kali hojc magié huyét, lam cho ¢ thé khdi phat loan nhip tim do

diguahs [xem phin CJELNH BAO VA THA.N TRONG}

-2: Diing két hop vdi cdc thubc khdng viém khéng Steroid (vi dy nhu din
chdng ting huy#t p ciia thanh phin thiazide trong Co-Diovan. Gidm

thé tich mdu dﬁng th(‘iu cb thé din tdi tinh trang suy thin cip.
Allopurinel: Ding phéi hgp thude lgi tiéu thiazide (bao gém hydrochlorothiazide) c6 thé lam ting ty 1& bj phin ting qui mén véi allopurinol.
ﬂ.man:aslmg; Dl'.mg phéi hl;fp thudc lgi tidu thiazide (bau gﬁm hydmchlomthlazldcl 6 thé lam ting nguy co bién ¢b ngoai ¥ do amantadine.
. _ _ X Dung phéi hgp thude lgi tiéu thiazide ¢6 thé lam gidm bi tiét qua thin
d61 vii nhiing mudc gﬁy dic tE bao vi lam tang téc dung tic ché tiy xuong cla cic thudc niy.

; Khd dyng sinh hoc ciia thudc lgi tiéu dang thiazide co thé ting do cic thudc khing cholinenergic (vi du nhaf atropine,
biperiden), hién nhién 4 do gidm nhu dong da day - ruét va tée dd lam trong da day. Trdi lai, Cdc thudc ting nhu dong nhu cisaprid c6 thé lam
gidm sinh kha dung ciia cic logi thubc lgi ti€u thiazide.

Cédc resin trao doi jon; Sy hdp thu ciia thuc g tidu thiazide, bao gbm hydrochlorothiazide, s€ gidm bdi cholestyramin hodc colestipol, Tuy nhiémn,

ditng xen ké hydrochlorothiazide vi resin nhu khi hydrochlorothiazide duge sif dung it nhit 4 gié trudc hodc 4-6 gid sau khi sif dyng. Resin co

khi nang sé gidm thi€u sy tuong tic,

Vitamin D; Khi ding thudc I¢i ti€u thiazide, bao gém hydrochlorothiazide, vai vitamin [} hodc mudi calcium cé nguy co lam ting néng dé calci

trong huyét thanh.

Ciclosporin: Khi phéi hgp v6i cyclosporine c6 thé gy ting nguy c¢ tang acid uric huyét va bién ching dang gut.

Mudi calcium: Khi diing chung vai thudc lgi tiéu thiazide c6 thé din dén lam ting calci huyét do tang tii hdp thu calci & Gng than.
S —
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Diazoxide: Thudc lgi tiéu thiazide co thé gay t.’mg hiéu qua ting dudng huyét cia diazoxide.

Methyldopa: Pa c6 nhiing bdo céo trong y vin vé thifu mau tin huyét xdy ra khi ding déng théi hydrochlorothiazide va methyldopa,

Ruiciu, cic loai thudc an thdn nhém barbiturat hodc cic chit ma tuy: Diing déng thai thudc lgi ti€u thiazide vai rigu, cic barbiturat, cic chdt ma
tuy o thé lam ting khid ning ha huyét ap tu thé,

Cic Pressor amines; Hydrochlorothiazide co thé lam gidm ddp (ing vdi cic Pressor amines nhu noradrenaline. ¥ nghia lam sing ciia hiéu dng
nay 1a khéng chic chin va khéng di dé ngiin cin vige st dung cdc thude nay.

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

Phy nit ¢ khi ning mang thai

Tudng ty nhu bit ki loai thude ndo cé tic déng tngc tidp trén RAAS, Co-Diovan khéng nén dugc sif dung & phu nit ¢d khd ning mang thai.
Cic bac si chuyén khoa khi ké toa bit ky thudc nao tic dgng lén RAAS & cic phu nil ¢6 khi ning mang thai, nén tu viin v& nguy co tiém dn cla
cic thudic ndy trong thoi gian mang thai.

Phy nii c6 thai

Tuong ty nhu bt ky logi thudc ndo ¢b téc dgng tric tiép trén RAAS, khéng nén duge sii dung Co-Diovan trong théi ky mang thai (xem phin
CHONG CHI PINH).

Do ed ché hoat dong cic chit d6i khéng angiotensin 1, nguy co dnh hudng tdi thai nhi khong thé bj loai trii. Diing thude c ché men chuyén
angiotensin {ACE) {(mdt nhém thude dic higu tic ddng trén hé renin-angiotensin-aldosterone - RAAS) cho phu nif <6 thai trong 3 thing gida va
3 thdng cudi dugc bdo cdo gay t6n thuong hodc chét d6i vdi thai nhi dang phat trién trong ti cung. Ngodi ra, trong cdc dif lién héi citu, sii dung
thude tic ché men chuyén angiotensin trong 3 thing ddu ¢6 lién quan dén nguy cd tiém tang chia dj 4t bdm sinh. Da cd bdo cdo vE sdy thai ty
phat, thi€u &i va réi loan chiic ning thin & tré sa sinh khi ngudi phy nit mang thai vé ¥ uéng nhim valsartan.

Thuéc 1gi tiéu thiazide, bao gém hydrochlorothiazide lién quan téi ving da hodic gidm tifu cu & thai nhi trong tif cung vA tré so sinh, v ciing c6
thé lién quan téi nhiing tdc dung phy khic di xdy ra trén ngudi lén.

Néu phit hién c6 thai trong théi ky diéu trj, nén ngiing diéu trj Co-Diovan cing sém cing t6t ( xem phdn DU LIEU TIEN LAM SANG).

Phuy nif cho con bi

Chufa rd valsartan ¢ bai tiét qua sifa me hay khong. Valsartan duge bai tiét qua sita cha chuét cho con bi. Hydrochlorothiazide qua duge nhau
thai va dugic bai tiét qua sifa me. Do do6 khéng nén diing Co-Diovan cho phy nii cho con bii.

Kha ning sinh sin

Khdng cd théng tin vé tac dng cha valsartan hedc hydrochlorothiazide khd ning sinh sin cta con ngudi. Cac nghién ciiu & chudt khong hién thj
bit ki dnh hudng clia valsartan hoge hydmchiurdhtazldc vé khi ning sinh sin (xem phin DU LIEU AN TOAN TIEN LAM SANG).

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

Gidng nhu cic thude chéng tang huyét ap khdc, phai cin thin khi 1ai xe hay vin hianh may méc.

PHAN UNG PHU CUA THU(?

Phiin dng phu cba thudc dugc bio cdo trong cdc thii nghiém lim sing va trong cic két qud cgn lam sang xdy ra thuding xuyén hon vai két hgp
valsartan va hydrochlorothiazide so vdi gid duge v cde bdo cdo don 1é sau khi dua thudc ra thi trudng duge trinh bay dudi diy theo sy phin logi
cde cof quan hé thing.Cdc phin dng phy dugc biét xdy ra véi tiing thanh phin & moi cd thé don 1é, nhung di khong duge quan sit thiy trong cic
thit nghiém lim sang c6 thé xdy ra trong qud trinh diéu tri véi valsartan [ hydrochlorothiazide.

Cic phin dng phy duge sip xép theo tin sudt ddu tién 1 cic phdn dng hay gip nhit, bing cdc quy uéc sau ddy: rdt hay gip (= 1/10), hay gip (=
1/100, < 1/10), it gdp (= 1/1.000, < 1/100), higém gip (= 1/10.000, < 1/1.000), rit hiém gip (<1/10,000), khong biét (khong thé dugc udc tinh
dii liéu sdn cé). Trong mdi nhém tdn s6, phin dng phy dugc x€p hang theo thit ty gidm ddn mic dé nghiém trong,

Bang 1: Tin s6 bit lgi cia thude vdi Valsartan/Hydrochlorothiazide

Rii logn chuyén hoa va dinh dudng

It gip Mt nuéc
Réi loan hé thin kinh

Rt hiém gap Chong mit

[t gip Cam gidc bt thudng
Khéng bigt Ngit

Rdéi logn mét

It gip Nhin més

Rdi loan tai va mé dao

ft gap U tai

Réi loan tim mach

It gap Ha huyét ap

Réi loan hé hip, 1éng nguc va trung thit

it gap Ho

Khong biét Phii phéi khong do tim
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Rdi loan tiéu hoa

Rit hiém gip Tiéu chay

Réi loan co xdong khdp va ma lién két

ltgap Bau co

Rt hiém gip Bau khdp

R&i loan thdn va tiét niéu

Khong biét Suy gidm chific ning thin

Roi loan todn thin vi rdi loan tai chd

It gap Mét moi

Trong cic nghién ciu

Khéng biét Ting acid uric huyét, ting bilirubin huyét vi ting creatinine

huyét, ha kali mau, ha natri mdu, tng nite uré huyét,
gidm bach ciu trung tinh

Céc bién ¢ sau diy cang da duge quan sit thdy trong cdc thii nghi¢ém lim sing & bénh nhin ting huyét dp, khong phin biét 13 cic loai thudc
ngnién ciu o lién quan dén nguyén nhin gay ra cic bién cd nay hay khong: Pau bung, dau bung trén, lo du, viém khdp, suy nhuce, dau lung,
viém phé quan, viém phé quin cip tinh, dau nguc, chdng mat t thé, kho tidu, khé thé, khé miéng, chay miu cam, rfi loan chiic ning cuong
duong, viém da day rudt, nhic ddu, tang tiét mé hoi, gidm cdm gidc, cim, mdt ngd, bong gan day ching, co thit co bip, cing cd, nghet mii,
viém mii hong, buén ndn, dau ¢d, phi, phit ngoai bién, viém tai gitta, dau dfin chi, dinh tréng nguc, dau hong thanh qudn, tifu 1t nhit, st
viém xoang, sung huyét xoang, buén ngd, nhip tim nhanh, nhiém tring duéng ho hip trén, nhiém tring dudng tiét niéu, chéng mét, nhiém

siéu vi, réi loan thi luc.

Cic phin ting phu trudc duge diy bao cdo vai mt trong cac thanh phén riéng ré c6 thé giy ra tic dyng khdng mong muén ciia Co-Diovan, ngay
cd khi khong quan sit thdy trong cic thit nghiém lim sing hodc trong giai doan sau khi dua thudc ra thj tnuémg,

Béng 2: Tin sudt cha cic phin dng phy cha thude voi valsartan

Rdi logn mdu va bach huyét

Khong biét Gidam hemoglobin, gidam hematocrit, giam tiéu ciu
Rdi logan hé théng mién dich

Khng biét Cic qud min / cic phan tng dj iing bao gdm cd bénh huyét thanh khic
Rdi loan dinh dudng va chuyén hoa

Khong biét Ting kali huyét thanh

Rd&i logn tai va mé dao

It gip Chéng mit

R#i loan mach

Khéng bidt Viém mach

Rdi logn tiéu hoa

It gap Pau bung

Rdi logn gan mat

Khéng biét Tang cdc gid tri xét nghié¢m chifc nang gan

Réi logn da va mé dudi da

Khong biét Phit mach, viém da béng nudc, phit ban, ngita
Rdi loan thin va tiét niéu

Khong biét Suy thin

Céic bién ¢6 sau day cang di duge quan sit thiy trong cic thi nghiém lim sing & bénh nhin ting huyét 4p khéng phan biét la cic loai thude
nghién cifu ¢6 lién quan dén nguyén nhin giy ra cic bién 6 nay hay khong: dau khép, suy nhuge, dau lung, tiéu chdy, chéng mat, nhite diu, mit
ngi, ham mudn tinh dyc gidm, budn nén, phi né, viém hong, viém mili, viém xoang nhiém triing duéing ho hip trén, nhidm virus.

Bing 3: Tin sudt clia cic phin ting phy cia thudc véi Hydrochlorothiazide

Réiloan dinh duiing va chuyén héa

legip Chii yéu & nhiing liéu cao, ting lipid mdu.

Hay giap Ha magie mdu, vi ting acid uric mau,

Hiém gip Chiing tang calci huyét, ting duding huyét, dudng nifu va lim xdu di tinh trang chuyén héa & bénh tidu dudng.
Rit hiém gip Giam clo médu, nhidm kiém.

Rdi loan da vi mé dudi da

Hay gip NGi mé day vi cdc hinh thiic phit ban.

Hiém gip Phdn ting nhay cdm dnh sing.

Rit hiém gip Viém mach hoai tif v hoai tf thugng bi giy déc, cic phin ing gidng nhu lupus ban dé & da , kich hoat lupus ban
dd & da.

Khang biét Héng ban da dang.

Rdi loan tiéu hoa

Hay gip Gidam sy thém &n, budn ndn va 6i mita nhe,

Hiém gip Kho chju & bung, tio bon va tiéu chiy.

Rit hiém gip Viém tyy
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Rdi logn gan mat

Hiém gap U mit hodc vang da.

Réi logn mach

Hay gip Ha huyét ap tu thé diing, ¢d thé trim trong hon do rugu, thudc mé hodc thudc an than,
Réi loan tim

Hiém gip Réi loan nhip tim.

Réi logn hé théng thin kinh

Hiém gip Nhiic ddu, chdng mit, rdi loan gific ngi, trim cim va dj cim.
Rdbi loan mat

Hiém gap Thi gidc suy giam dic biét trong vii tudn difu trj ddu tién.
Khong biét Tang nhin dp goc déngedp.

Rdiloan hé thdng mdu va bach huyét

Hiém gap Gidm tiéu cdu doi khi co ban xudt huyét.

Rit hiém gip Giam bach cdu, mdt bach cdu hat, suy tiy xuong va thifu mdu tdn huyét.
Khong biét Thifu mau bat sin

Réilogn hé thing sinh san va vii

Hay gip Bt lye.

Rdi logn h¢ thing mién dich

Rit hifm gip Phén ting qud mdn suy hé hip bao gém viém phdi va phi phdi.
Réi logan thin va tiét niéu

Khéng bidt Suy than cip, rdi loan thin,

Réilogn todn thin v tai chd

Khong biét 56t, suy nhugc

Rdi loan co xuong va mé lién két

Khong biét Cocd

Thing bio cho bic si nhiing tde dung phu khing mong mudn gdp phdi khi sif dung thude.

QUA LIEU

Qui liéu valsartan ¢ thé gay ha huyét dp ro rét, cd thé din dén gidm y thie, truy tudn hodn vivhode s6e. Néu méi udng, ¢6 the giy nén. Ngoai
ra bién phap xi ly thudng diing 13 truyén tinh mach nude mudi sinh ly.

Valsartan khong thé bj loai bd bing loc méu bdi vi nd gdn két manh véi huyét tdong, trong khi hydrochlorothiazide co thé loai bo duge bing
thdm tdch.

DUQC LAM SANG

Duigie lyic hge

Hormon hoat tinh cia hé renin-angiotensin-aldosterone (RAAS) 13 angiotensin 11, duie tao thanh tif angiotensin [ nhé xidc tdc cta men chuyén
angiotensin (ACE). Angiotensin I gdn vdi cdc thy thé dic hidu trén méang 1€ bio cha nhifu logi mé khic nhau. Angiotensin 1 ¢6 nhiéu téc dung
sinh Iy, bao gém cd tdc dung trifc tidp va gidn tidp 1én sy didu hda huyét dp. Vi 1 tdc nhin co mach manh, angiotensin 11 cd dnh hudng truc tiép
1én huyét dp. Thém vao do nd con gy W natri va kich thich bai tiét aldosterone,

Valsartan 3 mét thude déi khang thy thé angiotensin 11 c6 hoat tinh manh va dic hiéu, ding duting uéng. Valsartan tac dong chon lpc trén tiéu
thy thé AT, ma thy thé niy kifm soit hoat dgng ciia angiotensin I1. Ning d angiotensin 11 ting [én trong huyét ttong sau khi diing thude chen
thy thé AT, vii valsartan 6 thé giy kich thich cic thy thé AT, khong bj chen vé diéu ndy tao d6i trong vai hifu qua cia thy thé AT, Valsartan
khong c6 bit cif hoat dong dong vin nao ddi vai thy thé AT, vi ¢6 4i lyc vdi thy thé AT, manh gip nhiéu lin (gip 20.000 lin) so vdi thy thé AT,
Valsartan khéng itc ché men chuyén angiotensin (ACE), tén la kininase II, von chuyén angiotensin I thanh angiotensin II vi thodi bién bradyki-
nin. Nhitng tic dung phy lién quan dén bradykinin khdng xdy ra. Trong cic thi nghiém lim sing so sanh nhom diéu tri bing valsartan vdi nhém
diéu trj bang thudc tic ché men chuyén angiotensin (ACE), ty I¢ ho khan thip hon ding k€ (P<0,05) & nhém bénh nhin diéu tri bang valsartan
so vt nhém diéu trj chal e ché men chuyén angiotensin (2,6% so vdi 7.9%). O mdt thit nghiém lim sing v&i nhém bénh nhén ¢é tién s ho
khan khi diéu trj bdng thude (e ché men chuyén angiotensin, 19,5% béth nhin diéu tri valsartan vi 19% bénh nhan diéu trj bling thudc lgi tifu
thiazide bj ho so vii 68,5% bénh nhin didu trj chit dec ché men chuyén angiotensin (P<0,05). Valsartan khong gin két cing nhy khéng chen cic
thy thé hermon hay kénh ion khdc duge biét 1 rit quan trong déi vai diéu hoa hé tim mach,

Vi tri tde ding cha thude lgi tidu thiazide chi yéu xdy ra trén dng lugn xa cha thin. Trén vd thin no gin két vai mét thy thé o di luc cao vai vi
tri gan két chinh dé phat huy tic dung lgi tiéu va né tic ché vin chuyén NaCl & éng lugn xa, Tic dung cia cic thiazide 13 thong qua itc ché chit
vin chuyén Na*Cl' ¢d 1& nhd vio tranh chidp vj trf cda Cl do dé dnh hudng tdi co ché tii hip thu chit dién gidi: tnge tiép 4 lam ting bai tiét Na
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va Cl vai khdéi lugng tueng duong, gidn tiép la lam lgi tiéu dan dén gidm the tich huyét tuong, két qud 13 ting cudng hoat tinh cla renin trong
huyét tuong, ting cudng bai tiét aldosterone, ting higng kali bai tiét qua nutdic tidu, vi gidm néng d6 kali trong huyét thanh. Méi lién hé gita
renin-aldosterone dugc angiotensin 11 lam trung gian , do d6 vig¢c diing phdi hgp vai thude dbi khing vdi receptor angiotensin Il lam phuc héi
ligng kali bi mit do cdc thudc lgi tifu nhém nay.

DUQC BONG HQC

Valsartan

Hip thu

Sau udng valsartan don déc, nong di dinh trong huyét tuong cta valsartan dat dugc trong 2-4 gio. Kha dung sinh hoc tuyét ddi trung binh cia
valsartan la 23%. Khi valsartan u6ng chung vdi thitc an, dién tich dudi dudng cong néng dé trong huyét tuong clia valsartan gidm 48% mic diy
ndng dé trong huyét tuong lic 8 gidr sau udng thude & nhém déi va nhém no 1a nhu nhau. Tuy nhién, viée gidm dién tich dudi duding cong ndng
dé khong kém theo gidgm tic dung diéu tri cé ¥ nghia trén lim sang, va valsartan do dé c6 thé dugc ding cing hodc khéng cling vdi thic an.
Phiin bé

Thé tich phin bé 4 trang théi 6n dinh cia valsartan sau khi tiém tinh mach I4 khodng 17 lit, chi ra ring valsartan khéng dugc phin phéi vio cdc
mé rong rai, Valsartan gin két manh véi protein huyét thanh (94-97%), chi yéu 1a albumin huyét thanh.

Chuyén dang sinh hoc/Chuyén hoa

Valsartan khdng duge chuyén hoa & miic dé cao, chi khodng 20% lidu diing dugce tim thiy dudi dang cdc chit chuyén héa. Mt chdt chuyén héa
hydroxy da duge xdc dinh trong huyét tiong & ndng di thip (it hon 10% AUC valsartan). Chit chuyén héa nay la dugc chat khéng hoat déng,,
Thai tra

Valsartan c6 dugc dong hoc phin rd theo him s6 mi da bdi (t }2a < 1 gidr vi t %2 B vao khodng 9 gi¢). Valsartan dugc chi yéu 1 thai trlii qua
phin (khodng 83% liéu dung) va nudc tidu (khodng 13% ligu ding), chi yéu 12 & dang khong déi. Sau khi tiém tinh mach, d¢ thanh thii cla
Valsartan trong huyét tuong 4 khodng 2 L/h va d¢ thanh théi & thin la 0,62 L/h (khodng 30% t8ng s6 lugng gidi phong). Thoi gian bin hiy clia
valsartan 14 6 gid.

Duigc ddng hoc ciia valsartan la mot duding tuyén tinh tuong dng vdi cic liéu da thi. Khéng ¢ sy thay d6i dong hoc cha valsartan & nhiing liéu
nhic lai, va tich [ay rat it khi ding mét liéu duy nhit hing ngay. Nong do thudc trong huy€t tuong tuong tu & nam va nd.
Hydrochlorothiazide

Hip thu

Hap thu hydrochlorothiazide rit nhanh sau khi udng (1 khodng 2 gid). Dién tich dudi duding cong trung binh ting tuyén tinh va ty 1¢ theo liéu
ding trong khodng liéu diéu trj.

Tinh khi dung toan than cé thé ting hode gidm khi ding hydrochlorothiazide cling vdi thiic dn da dugc bdo cdo khi so vdi tinh trang nhin
an. Sy khdc biét vé tic dong dd it gid tri va it c6 v nghia trong lam sing, Sinh khd dung tuyét ddi clia hydrochlorothiazide 1a 70% sau khi udng.
Phin bé

Dnigic dgng phan bo va théi trid nédi chung cé dang phén rd theo kiéu ham 56 mi hai. Thé tich phin bé biéu kién la 4-8 Likg. Hydrochlorothiazide
trong tudn hoan gin vdi protein huyét thanh (40-70%), ch yéu la albumin huyét thanh. Hydrochlorothiazide ciing tich lity trong héng ciu cao
hon xdp xi gip 3 lin trong huyét tuong.

Chuyén hoa

Hydrochlorothiazide duge thii trit chi yéu dudi dang khang déi.

Thai trii

Thi gian bdn thai khoi huyét tuong clia Hydrochlorothiazide trung binh 1l 6 dén 15 giés trong thi thii trif tin cing. Khong c6 thay déi vé dugc
ding Hydrochlorothiazide khi ding liéu lap lai, va sy tich Iay 13 t6i thidu vai liéu mét lin/ngay. Hon 95% liéu hap thu dugc bai tiét theo nuéc
ti¢u dudi dang khong dai.

B¢ kha dung todn thin cia hydrochlorothiazide gidm xudng 30% khi ding phdi hgp vii valsartan, Dugc déng cha valsartan khing bjdnh hudng
ding ké khi diing phéi hgp véi hydrochlorothiazide. Sy tudng tic nay khéng dnh hudng t&i syt phoi hop thudc gida valsartan va hydrochloro-
thiazide, bdi vi trong cdc nghién cifu d6i chiing trén 1am sing cho thiy khi diing phéi hgp nh trén thi tac dung chéng ting huyét 4p manh hon
hin so véi diing don 1€ tiing thudc hoiic so vdi gid duge,

Nguidii gia _
Mic tiép xdc toan thin ciia nguii 1dn tudi c6 phin cao hon ngudi tré, tuy nhién diéu ny khong co ¥ nghia vé mat lim sang,

Trén nhiing dif liéu con han ché goi ¥ ring hé s6 thanh thii toan thin cia hydrochlorothiazide gidm & cd ngudi ldn tudi khée manh ciing nhu
bénh nhén ting huyét dp lon tudi so v6i ngudi tré khoe maﬂ




Suy thdn

:'lxz cin didu c&inh Iiéui’i vii nhiing bénh nhz‘mz.’: GFR tit 30-70 mL/phit.
httpS ﬁﬂ:}l’&g i h&u}@ﬁ iodahlchd bénh nhin suy thin ning (GRF < 30 mL/phit) va bénh nhin dang thim tich. Valsartan

géin két cao v protein huydt tuong va khong bi loai bo bing thim tich trong khi dé sit thanh thai hydrochlorothiazide dat duge do thim téch.
Trong suy thin, néng d6 dinh trong huyét tuang v gid tri dién tich dudi duding cong (AUC) cha hydrochlorothiazide ting vi t6c d bai tiét
nudc tidu giam. O nhiing bénh nhén suy thin mic d¢ nhe dén trung binh, théi gian bdn thii trung binh gin nhy ting gip déi. D§ thanh thii
qua thin cta hydrochlorothiazide ciing gidm xudng khd nhiu so véi d thanh thii qua thin vio khodng 300 phit / mL ctia bgnh nhin c6 chifc
ndng than binh thuéng. Vi vy, Co-Diovan nén duge ding thin trong & nhiing bénh nhin suy thin ning (GFR <30 ml/ phiit) (xem phin CANH
BAC VA THAN TRONG).

Suy gan

Trong mt nghién cdu vé duge ding hoe ciia bénh nhin r6i loan chitc ning gan nhe (n=6) hojc vifa (n=5), mic d¢ tiép xic clia valsartan ting
gin gip doi so vdi bénh nhan khde manh. Khéng co so liéu vé sit dung valsartan cho bénh nhin suy gan ning,

Bénh gan khong anh hudng ding ké dén duge ddng hoc clia hydrochlorothiazide va khong cin thiét xem xét viée gidam lidu,

Tuy nhién, Co-Diovan nén dugc sit dung dic biét than trong & nhiing bénh nhin bj réi loan tic nghén dudng mit vi suy gan ning (xem phin
CANH BAO VA THAN TRONG).

NGHIEN CUU LAM SANG

Sif dung valsartan cho nhiing bénh nhin bj ting huyét dp dé giam huyét dp ma khdng dnh hudng dén nhip tim.

Trong hidu hét cic bénh nhin, sau khi udng mét liéu uéng duy nhat, tic dong chéng cao huyét ap bat ddu xiy ra trong vong 2 gid, va dinh gidm
huyét dp dat dugc trong véng 4-6 gidf. Tic dung ha huyét dp kéo dii hon 24 gid sau khi ding thudc. Trong thdi gian ding thude I§p di Bp lai,
gidm huyét dp ti da vdi lidu diing bit ki néi chung dat duge trong véng 2-4 tufin va duge duy tri trong qua trinh diéu tri lau dai. Khi két hap vai
hydrochlorothiazide, dat dugc sif gidm huyét dp thém 1 cich cd ¥ nghia.

Khri diu diéu trj bing két hop valsartan / HCTZ bat ddu vai mét lidu 160/12,5 mg lam giam huyét 4p didng k€ so véi don trj liéu valsartan bit
ddu vdi mot lidu 160 mg sau 4 tudn & bénh nhéin ting huyét ap ndng (huyét dp tam trudng khi ngdi 110 mmHg va huyét dp tim thu 140 mmHg).
Trong cic nghién edu khic, cdc xdc sudt d€ dat dugc huyét dp tim thu hodc huyét 4p tm tritong & mic duge kiém sodt cao hon vdi ligu phip két
hgp ngay tii ddu so véi valsartan vd HCTZ don tri li¢u & tit cd cdc muic dd huyét dp co bin.

DU LIEU AN TOAN TIEN LAM SANG

Valsartan: hydrochlorothiazide

Trong hang loat nhiing nghién citu v& an todn tién lam sing tién hanh trén nhiéu loai dong vit, khong ¢6 phit hién ndocd the loai trif vide si
dyng lidu diéu trj cia valsartan: hydrochlorothiazide & ngudi. Trén chudt céng, ding liéu cao valsartan: hydrochlorothiazide (100:31,25 dén
600:187,5 mg/kg thé trong) lam gidm cic thing s6 héng cdu (héng cdu, hemoglobin, hematocrit) va c6 bing chiing l4 lim thay déi huyét dong
hoc ciia thén (uré huyét tiong ting tli vita phai dén rét cao, ting néng 46 kali va magié¢ trong huyét tuong, ting nhe khéi lugng nudec tidu va cdc
chat dién gidi, xuft hién bach cdu ua bazo dng than tif mitc téi thifu dén mifc nhe, va phi dai tifu déng mach dén & miic lifu cao nhit), O loai
khi dudi soc (30:9,375 dén 400:125 mg/kg), nhitng thay doi khd 13 tiong td nhd trén mic da ndng hon, dac big¢t v lidu cao han va & thin ndi
mé nhiing thay ddi tién trién thanh bénh thin, bao gém cd ting uré vi creatinine. Khi dudi séc cing di cd thay ddi niém mac duding tiéu héa &
lidu 30: tif 9,373 dén 400: 125 mg / kg.

Phi dai 1€ bio cin ciu thin quan sit thiy & cd hai loai chudt va khi dudi soc. Tat ci sy thay d6i dugc cho la do tac dung dugc Iy cdng hudng cha
valsartan: hydrochlorothiazide (hi¢u qud gip khodng 10 lin so sdnh véi diing valsartan mdt minh) hon 13 tdc dung hiép luc cia hai thudc, tao
ra tyt huyét ap kéo dai dic bigt déi vai loai khi dudi sdc. Trén mide lidu diu trj valsartan: hydrochlorothiazide & ngudi, phi dai t€ bdo canh ciu
thin duéng nhu khéng cd bit ky lién quan nao. Cic két qua chinh vé an toan tién lim sing dugc cho I2 do tic ddng dugc If cdng huéng clia cdc
thinh phin ma khéng co bing chitng nao vé sy tuong tac gitia hai thanh phin. Trén lim sing, tic dung cha hai thube c6 tinh hiép déng, va céc
két qué tién lam sing chua co ¥ nghia nao v& mit lim sang.

Sy phdi hgp ciia valsartan: hydrochlorothiazide khong dugc thit nghiém vé tinh gay dot bién, giy gy nhiém sic thé hogc kha ning gay ung thu
bdi vi khong cd bit cif bing chiing ndo vé sy tuong tic gida hai thudc,

Valsartan

Valsartan di dugc thit nghiém riéng ré v& tinh dét bién, giy gy nhiém sic thé, sinh sdn vi khi ning giy ung thu nhung déu khong tim thiy.
Trong nhiéu nghién ciu an todn tién ldm sing duge tién hanh trén nhiéu loai dong vit, khong c6 phit hién nao cd thé loai trit viéc sif dung lidu
difu trj ciia valsartan & ngudi. Trong cic nghién cifu an todn tién lam sing, lifu cao valsartan (200 dén 600 mg / kg trong lugng co thé) giy ra
& chubt gidm cic thong s6 héng ciu (héng ciu, hemoglobin, hematocrit) vi biing chiing vé thay ddi huyét dong hoc & thin (hoi ting uré huyét
tuong, va dng thin ting sin va bach cdu ua bazo & nam gioi). Nhiing liéu & chudt (200 va 600 mg / kg / ngay) gip khodng 6 va 18 ldn liéu t5i da
duge dé nghi cho ngudi trén cd sd mg/m’ (tinh todn gid dinh vdi liéu udng 320 mg / ngay va mit bénh nhin 60 kg). (F loai khi dudi séc loai voi
nhiing liéu tugng ty, nhiing thay d6i tuong ty mic du ndng hon, dic biét la trong thin, noi nhitng thay ddi phat trién bénh thin trong dd bao
£0m ting uré v creatinin. Phi dai ciia cac 1€ bao cin ciu thin cling duigc thiy trong ca hai loai. Tt ca cdc thay déi duge coi la duge gy ra béi tac
dong duge Iy clia clia valsartan lam wt huyét dp kéo dai, diic bi¢t 1 & lodi khi dudi soc. Déi voi lidu diéu trj cla valsartan & ngudi, sy phi dai chia
cic té bio can cdu thin duding nhu khing ¢ bat ky lién quan nao. Trong cdc nghién cliu phat trién phoi thai (Segment 11} & chudt nhdt, chudt
cdng va thd, dgc tinh trén thai duge quan sit gdn vai dic tinh trén chudt me & lidu valsartan = 200 mg / kg / ngiy va trén thd vai liéu = 10 ngay
! mg / kg. Trong mgt nghién etru phdt trién déde tinh sau sinh va chu sinh (phin doan I11), déi con clia chuft cdng duge cho diing 600 mg / kg
trong ba thang cudi thai ky va trong thivi gian cho con bi cho thdy ty 1 s6ng st gidm nhe va sy phat trién c6 phdn hoi chim trd,
Hydrochlorothiazide

Hydrochlorothiazide da duge thit nghiém giy dit bién, sinh clastogen, kha nang sinh sdn, giy ung thu vai két qua am tinh.

TUONG KY

Chuta duge bit.

HAN DUNG

Co-Diovan 80mg/12,5mg: 36 thing ké tif ngay sdn xuat.

Co-Diovan 160mg/25mg: 36 thing ké tif ngay san xudt.

BAO QUAN

Khong bao quan trén 30°C. Gl thudc trong bao bl gic, tranh dm,

Co-Diovan khong dugc diing sau ngay ky hiéu “EXP" trén bao bi.

QUI CACH PONG GOI

Hip 2 vi x 14 vién nén bao phim,

HUGNG DAN $U' DUNG VA THAO TAC

Khong co yéu ciu dic bidt gi.

Co-Diovan phai dé xa tdm tay va tdm nhin clia tré em,

NHA SAN XUAT

MNovartis Farma S.p.A.

Via Provinciale Schito 131-Torre Annunziata (NA),Italy
Tés huidng diin sif dung cho quic t¢
Thong tin phdt hanh: Thing 10 ndm 2013, phién bin ti€ng Vigt, thing 4 ndm 2015,

@ = Nhan hiéu da ding ky

Novartis Pharma AG, Basel, Thyy Si.
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