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. Tentié:  ®* CANDETHIAZID (o7 cans X
2. Céc déu hiéu luu y va khuyén céo khi diing thubc: L%\ UdC PHAM | *‘J

“Thube nay chi dung theo don thubc”
“Pé xa tam tay tré em”
“Doc k¥ huong dan sir dung trude khi dung”
3. Thanh phan céng thirc thuéc: Modi vién nén bao phim chira:
Thanh phan duoc chét: Candesartan cilexetil............ 16mg
Hydroclorothiazid. .. ... . ... 12,5mg

Thanh phdn ta duge: Microerystallin - cellulose, crospovidon, copovidon, natri
croscarmellose, magnesi stearat, bot tale, opadry QX.
4. Dang bao ché: Vién nén bao phim
M6 ta dang bao ché: Vién nén bao phim mau trang, hinh try, mét mit c6 vach bé & giita,
thanh va canh vién lanh lan.
5. Chi dinh:
Diéu tri ting huyét ap o nguoi 16n ¢6 huyét ap khong duoc kiém soat tdi uu voi don tri
liéu candesartan cilexetil hodc hydroclorothiazid.
6. Cach dung, liéu ding
6.1. Cach diing: Thudc dung duong udng. Cé thé udng lic no hoac doi.
6.2. Lidu lugng:
- Nguoi lon: Liéu khuyén cao 1a 1 vién x 1 lan/ngav
Khuyén céo diéu tri ban dau sir dung lleu chuan véi cac thanh phan riéng 1¢ (candesartan
cilexetil va hydroclorothiazid). Khi can thiét, c6 thé xem xét chuyén tir don tri lidu sang
dung candethiazid. Nén sir dung lidu chuan cta candesartan cilexetil khi bat dau chuyén
tir don tri li¢u hydroclorothiazid sang ph01 hop dleu tri. Candethiazid duoc dung ¢ nhitng
bénh nhan co huyét ap khong duge kiém soat toi wu véi don tri lidu candesartan cilexetil
hodc hy droclorothiazid hodc phoi hop 2 thanh phan v6i liéu thap hon. Tac dung ha huyét
ap thuodng dat dugce trong vong 4 tuan sau khi bat dau diéu tri.
- Nguoi cao tuéi: Khong can diéu chinh lidu.
- Bénh nhdn suy giam thé tich tudn hocn: Khuyén céo st dung lidu chuan cua
candesartan cilexetil voi liéu khoi dau 4 mg ¢ bénh nhan ¢6 nguy co tut huyét ap nhu
bénh nhan suy giam thé tich tuan hoan.
- Bénh nhan suy thdn: Thube loi tiéu quai duge wu tién dung nhiéu hon cac thiazid &
nhitng bénh nhan nay. Bénh nhan suy thin muic do nhe dén trung binh (d6 thanh thai
creatinin > 30 ml/phut) dwoc khuyén cdo st dung liéu chuan candesartan cilexetil véi lidu
khoi dau 4 mg trude khi diéu tri v&i candethiazid. Candethiazid chdng chi dinh & bénh
nhén suy than nang (do thanh thai creatinin <30 ml/phut).
- Bénh nhan suy gan: Bénh nhan suy gan nhe dén trung binh dugc khuyén cdo sir dung
litu chuin candesartan cilexetil vdi licu khoi dau 4 mg trudc khi diéu tri voi
candethiazid. Candethiazid chong chi dinh vé1 bénh nhén suy gan nang va/hoéc & mat.
- Tré em: Chua c6 dit liéu vé an toan va hiéu qua véi tré em dudi 18 tudi.
7. Chéng chi dinh:

e Nguoi qua man véi candesartan, cac hoat chat sulfonamid hay bat cir thanh phan

nao cua thudc.

e Phu nir c6 thai & giai doan thir hai va thir ba cua thai ky.

e Bénh nhan suy than ning (do thanh thai creatinin <30 ml/phut).

e Bénh nhan suy gan ning va/hodc r mat.
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e Bénh nhén ha kali méau va tang calci mau. 60038 195
e Bénh nhan git. .{{I:‘t‘-;/,:ar NG
8. Canh bdo va thin trgng khi dung thudc: ﬁ @f Yool Yo\

- Suy than/ghép than: Thudc loi tiéu quai duoc wu tién dung nhlcq ,hcm cac tj—n.amdi
nhitng b¢nh nhén nay. Khi st dung candethiazid & b¢nh nhén 6 chic hing thanr suy
nén theo doi dinh ky nong do kali, creatinin va acid uric. Khong c6 kinhy Lighlemlalﬁ S
vé viée sir dung candethiazid o nhitng bénh nhén ghép than. N
- Hep dong mach than: Cac thudc anh huong dén hé thong renin-angiotensin-aldosteron,
bao gébm thubc dbi khang thu thé angiotensin II (AIIRA) ¢6 thé lam tang uré mau va
creatinin huyét thanh & bénh nhan hep déng mach than hai bén hodc hep dong mach than
mot bén.

- Suy giam thé tich tuan hoan: Nhing bénh nhéan c6 giam thé tich ndi mach va/hoic ha
natri ¢6 thé xuat hién tridu ching tut huyét ap. Khong khuyén cao st dung candethiazid
cho dén khi céc tinh trang trén duoc khac phuc.

- Gay mé va phau thuat: Tut huyét ap co thé xay ra trong qua trinh gdy mé va phau thuat
& nhitng bénh nhan dugc diéu tri bang cdc AIIRA do c6 su phong bé hé théng renin-
angiotensin. Rat hiém khi xay ra tut huyét ap nghiém trong, n6 c¢6 thé duoc dam bao bing
viée str dung dich truyén tinh mach va/hoac thude gidn mach.

- Suy gan: Céc thiazid nén duoc st dung than trong ¢ nhitng bénh nhan bi suy giam chirc
nang gan hodc bénh gan tién trién, vi nhimg thay doi nho vé can bang thé dich va dién
gidi ¢6 thé dan dén hon mé gan. Khong c6 kinh nghiém 1am sang vé viéc sir dung
candethiazid ¢ bénh nhan suy gan.

- Hep van dong mach chu va hep van hai 14 (bénh co tim phi dai tac nghén): Pac biét than
trong khi chi dinh candethiazid & nhitng bénh nhan hep van dong mach chu hodc hep van
hai 14 hoidc bénh co tim phi dai tic nghén.

- Cuong aldosteron: Bénh nhan cuong aldosteron thuong khong dap tmg véi cac thude ha
huyét ap thong qua tc ché hé thong renin-angiotensin-aldosteron. Vi véy. viéc sit dung
candethiazid khéng duoc khuyén cdo cho nhiing bénh nhén nay.

- Mat can bang dién giai: Nén x¢ét nghiém dinh ky nong do chat dién giai trong mau,

+ Céc thiazid, bao gom hydroclorothiazid, c6 thé gay mat can bing thé dich hodc dién
giai (tang calci mau, ha kali mau, ha natri mau, ha magnesi mau va nhidm kiém do ha
clo). Tang calci méau c6 thé 1a dau hidu cua ching cuong can gidp am tham. Ngimg thude
trude khi tién hanh xét nghiém chirc ning can giap.

+ Hydroclorothiazid lam tang bai xuat kali niéu phy thudc lidu, ¢6 thé dan dén ha kali
mau. Hi¢u ¢ng nay cua hydroclorothiazid duong nhur it r& rang hon khi két hop véi
candesartan cilexetil. Nguy co ha kali mau c¢o thé ting ¢ bénh nhan xo gan, loi tiéu
nhanh, khong du chat dién giai va dung déng thoi véi corticosteroid hodc hormon vo
thuong than (ACTH).

+ Sir dung candesartan cilexetil c6 thé gay tang kali mau, dac biét véi bénh nhan suy tim
va/hodc suy than. Can giam sat nong do kali khi sit dung dong thoi candethiazid véi cac
thude 10i tiéu giir kali, san pham bo sung kali hodc cac thudc khac lam ting nong do kali
mau (nhu natri heparin).

- Chuyén hoa va ndi tict:

+ Diéu tri bang thubc loi tiéu thiazid lam giam kha nang dung nap glucose. Co thé can
chinh lidu cac thude diéu tri dai thao duong, bao g6m ca insulin. Dai thao dwong tir mién
tiém an c6 thé biéu hién trong khi diéu tri bang thiazid. )

+ Tang ndng do cholesterol va triglyeerid ¢ lién quan dén liéu phap loi tiéu thiazid. O
liéu cua candethiazid chi quan sat thay anh huwong rat nho. Thude 1¢i tiéu thiazid lam ting
nong do acid uric huyét thanh va c¢6 thé gay ra bénh git o nhitng bénh nhan nhay cam.
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- Nhay cam éanh sang: Céc truong hop nhay cam énh sing dd dugc bio~ Gamdtr;q@&qua
trinh st dung thudc loi tlcu thiazid. Néu xay ra phan ung nhay cam anh- sahg nén
thudc. Néu tai didu tri 1a can thiét, nén tranh tiép xiic véi anh ning ni‘faﬁ trcri htjﬁc )buc(
nhan tao UVA. ._.-. L\ ouoc :H-’-.-.
- Chung o\ .; 0c PHAM
+ O bénh nhén cé rdi loan mach mau va chirc nang than phu thude chuy@u
cua hé thong renin-angiotensin-aldosteron (nhu bénh nhan suy tim sung Ty L_\
bénh than tiém an bao gdbm hep dong mach thén), dleu tri bang cac thudce tic dong lén he
théng ndy bao gém AIIRA ¢ thé gay tut huyét ap cap tinh, ting uré huyét, thiéu nidu
hodc hiém khi suy than cép tinh. Ha huyét 4p qua mirc ¢ nhimg bénh nhan bi bénh tim
thiéu méau cuc bo hodc bénh mach mau nio do xo vita dong mach c6 thé dan dén nhdi
mau co tim hoac dot quy.
+ Phan tng qud man véi hydroclorothiazid c6 thé xay ra & nhimg bénh nhan c6 hoic
khong ¢6 tién sur di ing hodc hen phé quan, nhung xay ra nhidu hon & nhimg bénh nhan
¢6 tién sir mdc cac bénh trén.
+ Dot cap hodc kich hoat lupus ban dé hé thdng di duoc bao cao khi st dung thude loi
tiéu thiazid.
+ Tac dung ha huyét ap cuia candethiazid co thé duoc ting cuong boi cac thude ha huyét
ap khac.
9. Sir dung thudc cho phu nir ¢é thai va cho con bi
- Sit dung thudc cho phu nir cé thai:

e (Candesartan cilexetil:
Khong nén sir dung cac AIIRA & giai doan dau thai ky. Chdng chi dinh & giai doan 2 va 3
cua thai ky.
+ Bing chirng dich t& hoc v& nguy co gy quai thai sau khi phoi nhiém véi thudc trc ché
men chuyén (ACE) trong ba thang dau cua thai ky chua dugc két luan; tuy nhién, khong
thé loai trir i ro. Khong c6 dir liéu dich t& hoc vé nguy co khi str dung AITRA nhung céc
rui ro twong tw ¢6 thé xay ra déi voi loai thude nay. Trir truong hop can phai tiép tuc diéu
tri, bénh nhan co ké hoach mang thai nén duoc chuyén sang liéu phap diéu tri ha huyét ap
thay thé di duoc chimg minh la an toan trong thai kv. Khi duoc chan dodn co thai, nén
ngung Fliéu tri bang AIIRA ngay lap tire va néu phu hop nén bat dau liéu phap diéu tri
thay the.
+ Phoi nhidm v&i AIIRA trong giai doan 2 va 3 cua thai kv duoc biét 1a gay ddc cho thai
nhi (giam chic ning than, thiéu dich 6i. cham phat trién xuong so) va ngd ddc so sinh
(suy than, ha huyét ap, ting kali mau). Néu phoi nhiém véi AIIRA tir giai doan 2 cua thai
ky, nén siéu am kiém tra chirc nang than va hop so. Tré so sinh ¢6 me dung AIIRA nén
dwoc theo ddi chat ché kha ning tut huyét ap.

e Hydroclorothiazid:
Kinh nghiém sir dung hydroclorothiazid khi mang thai, dic biét la trong ba thang dau con
han ché. Cac nghién ctru trén dong vat khong day du.
Hydroclorothiazid qua duoc nhau thai. Dwa trén co ché tic dung dwoc 1y cua
hydroclorothiazid, sir dung thude trong giai doan 2 va 3 cua thai ky ¢6 thé anh huéng dén
su tud1 mau qua nhau thai, gy ra cac anh huong 1én thai nhi va tré so sinh nhu vang da.,
rdi loan can bang dién giai, giam tiéu cau.
Hydroclorothiazid khéng nén dugc su dung cho diéu tri phu do mang thai, tang huyet ap
thai ky hodc tién san giat do nguy co giam thé tich huyét trong va giam tudi mau nhau
thai ma khong cé tac dung trong viéc diéu tri bénh.
Khong nén sir dung hydroclorothiazid dé diéu tri tang huyét ap o phu nit mang thai trir
nhitng trudng hop hiém khong thé sir dung céc liéu phap diéu tri khac.
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- Si dung thuédc cho phu nit cho con bu: 0035105\
o Candesartan cilexetil: /7 N\
Vi khong ¢o thong tin nén candesartan cilexetil khong dwoc khuyén cﬁoitioﬁg fhotl ky ‘clil'
con bu. Uu tién cac phuong phap diéu tri thay thé voi dit lidu an toan khi su dlmg trd;ﬁ
thoi ky cho con bu di dugc thiét 14p, dac biét khi nudi con so sinh hoag smh;n;onh YA g,
e Hydroclorothiazid: NG o {,\' /
Hydroclorothiazid dugc bai tiét qua sira me voi lwong nho, liéu cao gay ba‘rm‘ i
thé lrc ché san xuat sira. Khoéng nén sir dung hydroclorothiazid trong thoi ky cho con b,
10. Anh huwéng cia thudc 1én kha niing 14i xe, vin hanh may moc:
Khi 1ai xe hodc van hanh may can lru v doi khi thude c6 thé gay chéng mat hodic mét
moi.
11. Twong tic, twong ky ciia thudc:
- Céc hop chat da duoc nghién ctru tuong tac duge dong hoc 1am sang bao gdbm warfarin,
digoxin, thudc tranh thai (ethinylestradiol/levonorgestrel), glibenclamid va nifedipin:
Khoéng cé twong tac nao co6 v nghia lam sang.
- Cac thubc ha kali méau: Tac dung ha kali cua hydroclorothiazid ¢6 thé duge ting cudng
bdi cac thude gy ha kali mau (nhu thude loi tiéu khéc, thube nhuén trang, amphotericin,
carbenoxolon, natri penicillin G, acid salicylic, steroid, ACTH).
- Céc thudc loi tiéu giir kali, san pham bo sung kali hodc cac thude khac lam ting ndng
do kali huyét thanh (nhu natri heparin) khi str dung cuing v6i candethiazid c6 thé lam ting
kali huyét thanh. Nong d¢ kali cAn duwroc gidm sat.
- Glycosid digitalis va thuéc chong loan nhip sir dung cing vdi candethiazid: Co thé gay
ha kali, can theo di dinh ky kali mau.
Str dung cuing cac thude sau day c¢6 thé gdy xoan dinh:
« Thude chéng loan nhip loai la (quinidin, hydroquinidin, disopyramid).
« Thube chong loan nhip loai I1I (amiodaron, sotalol, dofetilid, ibutilid).
« Mot s& thudc chong loan than (vi du: thioridazin, clorpromazin, levomepromazin,
trifluoperazin, cvamemazin, sulpirid, sultoprid, amisulprid, tiaprid, pimozid, haloperidol,
droperiodol).
« Thude khac (bepridil, cisaprid. diphemanil, erythromycin IV, halofantrin, ketanserin,
mizolastin, pentamidin, sparfloxacin, terfenadin, vincamin [V),
- Lithi dung déng thoi véi hydroclorothiazid va cac AIIRA lam gia ting c6 hdi phyuc néng
do lithi huyét thanh va doc tinh. Khong nén phéi hop candesartan véi lithi. Néu phdi hop
1a can thiét, nong do lithi trong huyét thanh can duoc gidm sat.
- Cac thude chong viém khong steroid (NSAID) (thude e ché COX-2 chon loc, acid
acetylsalicylic (>3 g/ngay) va NSAID khong chon loc), co thé lam giam tac dung ha
huyét 4p khi dung ctng véi AIIRA. Ngoai ra, sir dung dong thoi AIIRA va NSAID c6 thé
lam tang nguy co suy giam chue nang than, bao gbm suy than cap, tang kali méu, dic
bi¢t & bénh nhén ¢6 chure néing than kém. Phéi hop can than trong, dac biét 1a & ngudi cao
tudi. Bénh nhan can dwoc cung cip du nudc va theo ddi chirc nang than sau khi bat dau
phoi hop diéu tri va dinh kv sau do. Tac dung loi tiéu, bai xuat natri va ha huyét ap cua
hydroclorothiazid bi giam di khi phéi hop véi NSAID.
- Thude gidn co khong khir cuc (tubocurarin) ¢6 thé duoc ting cuong tac dung boi
hydroclorothiazid.
- Calci hoac vitamin D khi dung cung thug”}c loi tiéu thiazid can theo di nong do calci
mau va chinh lidu phu hop do thiazid ¢6 thé 1am ting nong do calcii huyét thanh do giam
bai tict.
-Céc thude chen beta va diazoxid c6 thé duoc tang tac dung lam tang duong huyét khi
dung cung thiazid.
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- Cac thuoc khdng cholinergic (atropin, biperiden) ¢é thé lam ting smh:‘k'ﬁ—m cua
thude loi tiéu thiazid bang cach giam nhu dong duong tidu hoa va toc ﬁe’ ﬂ1ao r g

day.
- Amantadin c6 thé bi ting nguy co gip tac dung khong mong Il‘ﬂ.lOll l\hL dqu 9
thiazid.

.'1 r / -

- Cac thube doc té bao (cyclophosphamid, methotrexat) co thé giam b\al\rnet g_a iha 1
tang tac dung e ché tay xuong khi dung cung thiazid. N
- Ruou, thude an than hoic thudc gay mé khi ding dong thoi véi candethiazid ¢6 thé gay
tut huyét ap tu thé dimg trim trong hon.
- Céc thudc dicu tri dai thao duong, bao gom ca insulin ¢6 thé can chinh liéu do thuée loi
tiu thiazid lam giam kha nang dung nap glucose. Metformin nén dugc st dung thin
trong vi ¢6 nguy co gdy nhiém toan lactic do suy chic nang than khi su dung
hydroclorothiazid
- Cdc amin lam tang ap luc mau (nhw adrenalin): Hydroclorothiazid ¢ thé gay ra dap ting
dong mach voi dé lam giam ap suat nhung khong du dé loai trir hoan toan tac dong cua
tang ap luc mau.
- Chét can quang iod khi dung liéu cao cung v&i hydroclorothiazid ¢6 thé ting nguy co
suy thin cap.
- Cyclosporin dung dong thai véi candethiazid ¢6 nguy co lam tang acid uric mau va bién
chung bénh gut.
- Baclofen, amifostin, thudc chong tram cam ba vong hoic thude an than ding dong thoi
v6i candethiazid ¢ thé tang hidu qua ha huvet ap va gay tut huyét ap.
12. Tac dung khong mong mudn cia thude:
Trong cac nghién ctru 1dm sang c6 kiém soat, ti 18 gip tac dung khéng mong mudn cia
candesartan cilexetil/hydroclorothiazid nhe va thoang qua (2.3%-3.3%) tuong tu nhu khi
s dung gia dugc (2,7%-4,3%). Trong cac thir nghiém 1am sang, taic dung khong mong
mudn duoc gidi han ¢ nhimg bénh nhéan trudée do di duge bao cao vdi candesartan
cilexetil va/hoac hydroclorothiazid.
Céc tan suat dwoc st dung trong bang la: Rat thuong gap (ADR > 1/10):; thuong gip
(1/100 < ADR <I/10); it gap (1/1000 < ADR < 1/100); hiém gap (1/10.000 < ADR <
1/1000); rat hiém (<1/10.000).

> Bang dudi day trinh bay tac dung khéng mong mudn cua candesartan cilexetil tir
cac thu nghi¢ém lam sang va nghién ctru hau marketing. Trong mét phan tich gop dit liéu
thir nghiém 1am sang bénh nhan ting huyét ap. phan ing bat loi ctia candesartan cilexetil
dwoc xic dinh dya trén ty 18 tac dung khéng mong mubn cua candesartan cilexetil cao
hon it nhat 1% so voi ty 1¢ cua gia duoc.

Nhém co quan Tan suit Téac dung khong mong muén
- % A . - .

El%;lfgm khuan — nhiem ky sinh Thuong gap | Nhiém khuan dudng hé hap

Rbi loan hé tuan hoan va hé s Giam bach cau, giam/mat bach
% Rat hiém X

bach huydt cau hat

Ro.l., logn chuy¢n hoa va dinh Rét hiém Tang kali mau, ha natri mau

duong ____ .

Rdi loan hé than kinh Thuong gap Chong mat, dau dau

R(_:l loan ho hap, nguc va trung RAL hidm Ho

that

R6i loan tiéu hod Rat hicm Budn nén ,

Ro1 loan gan mat Rat hiém Tang men gan, chic ndng gan bat
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thuong hodc vicmga'lﬁm

Réi loan da va md dudi da Rét hiém Eg:amach ph"‘ "Ib?m o1 m\"\ﬁ\
Ror l'c;:-an Mo €O xuong va mo Rat hiém DPau lung, dau'khop, d’au &0‘* /%) )
lién két HA TAY Jo))
R&i loan than va tiét niéu RAt hiém Suy than sS4

» Bang dudi day trinh bay tdc dung khoéng mong mudn voi éeaazrﬁ'l/ liéu
hydroclorothiazid thuong vér licu 25 mg hodc cao hon.

Nhoém co quan Tan suit Tac dung khong mong mudn
Giam bach cau, glam/mat bach
R6i loan’ hé tuan hoan va hé Hidm o4 cau hat, giam tiéu cau, thiéu mau
bach huyét sap bat san, suy tuy xwong, thiéu mau
tan mau
R6i loan hé mién dich Hiém gip Phan g phan vé

Tang du'(mg huyet tang acid uric

Ro1 logn chuyen hoa va dinh Thuong gap mau, mat can bang dién giai (gém

dudng ha natri mau va ha kali mau)
R&i loan tim than Hiém gap ch:)énloan glac ngi, tram cam, bon
Réi loan hé thin kinh Thuong gfip | So anh sing, chong mat
Hiém gdp Di cam

Roi loan mat Hiém gap Nhin mo thodng qua
R61 loan tim mach Hilém gap R61 loan nhip tim

’ It gdp Ha huveét ap tu thé ding
Ro61 loan mach mau Hidm o Viém mach do hoai tir (viém

gap mach, viém mach da)
Réi loan ho hap, nguc va trung s Suy ho hap (bao gébm ca viém
that Hiémgdp | 150 04 phit phéi)
it oap Chan an, kich wng da day, tiéu

R6i loan tiéu hoa chay, tao bon

Hiém gip Viém tuv

Vang da (vang da o mjt trong

Roi loan gan mat Hiém gap can)
- Phat ban, m¢ day, phan tmg nhay
, It gap cam anh sang
R6i loan da va mo dudi da , Hoai tir bi¢u bi nhiém déc, phan
Hiém gép ung giong nhu lupus ban do, tai

phat lai lupus ban dé

Ro61 loan mé co xuong va mo

lin két Hiém gap Co that co

Thuong gap Tiéu duong

R&i loan than va tiét niéu o Réi loan chirc nang than va viém
Hiem gap than k&

Thupng odp M¢Et moi

Réi loan chung Hiém gap &

Thuong gap Tang cholesterol va triglveerid

Tang BUN va creatinin huyét

Xét nghiém Hiém gap thanh




https://trungtamthuoc.com/

13. Qua lieu va cach xir tri: /'i’J;CJG_:E}%
- Tri¢u chitng: VAT
\

+ Qua lidu candesartan cilexetil co thé gay triéu chimg tut huyét ap v eﬁéﬁgrﬁaﬁ._"'T}dh
cac bao cdo qua licu (I&n dén 672 mg candesartan cilexetil), bénh nf a5n co th&pﬁuc h’(’)l
hoan toan. o\ Wi TRy ,’:f,’
+ Qua liéu hydroclorothiazid 1am mat dich va chat dién gial cap tinh Wn’ ;:a.c tneufqh ]
nhu chong mit, tut huyét ap, khat nude, nhip tim nhanh, réi loan nhip thai,ﬂsuy’ aid
thire va chuot rut.
- Cdch xir tri:
+ Khi duoc chi dinh, ¢6 thé giy nén hodc rira da day. Néu ¢o triéu ching tut huyét ap,
diéu tri tridu chung va theo ddi cac chi sé quan trong, dit bénh nhan nam ngira, ké cao
chan. Néu chua dat hidu qua, ting thé tich huyét tuong bang cach truyén dung dich mubi
dang truong. Cén b?mg dién giai va céan bang acid can dwoc kiém tra, diéu chinh. Co thé
s dung céc thude giao cam néu cac bién phép trén chwa hidu qua.
+ Tham phan méau khong thé loai bo candesartan cilexetil va khong 18 loai bo duoc
hydroclorothiazid & mirc d6 nao.
14. DPic tinh dwgc luc hoc:
Candethiazid thudc nhém ATIRA két hop loi tiéu, cd ma ATC la CO9DA06.

o Candesartan cilexetil
Angiotensin II 1a hormon van mach chinh cua hé renjn-angiotensin-alglosteron, co val tro
trong sinh 1y bénh tang huyét ap. cac roi loan tim mach va phi dai, ton thuong co quan.
Céc tac dung sinh ly chinh cua angiotensin I nhu co mach, tang tlet aldosteron, diéu hoa
can bang mudi nude va kich thich sy phat trién cua té bao gian tiép thong qua thy thé
ATL
Candesartan cilexetil 1a mot tién thudc chuyén héa nhanh thanh dang cé hoat tinh
(candesartan) nho phan (ng thily phan este trong qua trinh hap thu tir dudng tiéu hoa.
Candesartan 1a mdt AITRA chon loc va lién két chit ché véi thu thé AT1, phan ly cham.
Candesartan khong anh huong dén cac ACE hodc hé théng enzym thuong lién quan dén
viéc str dung cac ACE. Vi khong tac dong 1én su thoai hoa kinin, hodc chuyén hoa cua
cac chat khac (nhu cht P), AIIRA c6 thé gay ho. Trong cac thir nghiém lam sang c6 dbi
chimg so sanh candesartan cilexetil véi ACE, ty 1¢ ho thip hon & bénh nhén dung
candesartan cilexetil. Candesartan khong lién két hay chen cac thu thé hormon khac hoic
cac kénh ion dong vai tro quan trong trong dleu hoa tim mach. Péi khang thu thé AT1
dan t6i licu dung lién quan dén sy tang néng do renin huyét tuong, angiotensin I,
angiotensin II, va sw giam nong do aldosteron trong huyét twong,.
Anh huéng cua candesartan cilexetil 8-16 mg (liéu trung binh 12 mg). 1 lan/ngay vl
bénh tim mach va tu vong duoc danh gia trong mot thir nghiém 1am sang ngau nhién véi
4937 bénh nhan cao tudi (70-89 tudi, 21% tir 80 tudi trd 18n) ting huyét ap nhe dén trung
binh sau khoang 3.7 nam (nghlen ctiru nhan thire va tién lugng ¢ ngudi cao tu01) Bénh
nhin dung candesartan hodc gia dugc voi thudc ha huyét ap khac néu can thiét. Huyét ap
giam tir 166/90 xuéng con 145/80 mmHg & nhém sir dung candesartan, va tir 167/90
xudng 149/82 mmHg trong nhém ching. Khong c¢é su khac biét ¢o v nghia thong ké o
két luan cudi cung vdi cac bién c¢b tim mach 1én (tir vong, dot quy khdng tir vong va nhdi
mau co tim khéng gay tu vong). C6 26.7 bién ¢d/ 1000 bénh nhin trong nhém
candesartan so véi 30 bién ¢6/1000 bénh nhan trong nhom chimg (nguy co tuong ddi
0,89; khoang tin ciy 95% tir 0,75 dén 1,06; p = 0,19),
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e Hydroclorothiazid P CR?\
Hydroclorothiazid e ché tai hap thu natri chi yéu & éng luon xa v/, thu’g dayT)al t
natri, clorua va nudc. Su bai tiét kali va magnesi qua than ting phu uﬁc Ii ?ng\ﬁ
calci dugc tai hap thu luong 16n. 0C PHAM ?;Q
Hydroclorothiazid lam giam thé tich huyet tuwong va dich ngoai bao, gqam, cyng 1_},’__
tim, ha huyet ap. Su dung trong thot gian dai, hydroclorothiazid lam gbg‘fm;\g‘uc )
ngoai vi gop phan ha huyét ap. Nt - T
Cac nghién ctru 1am sang 16n di chi ra rang diéu tri lau dai voi hydroclorothiazid givp
giam nguy co mac bénh tim mach va tir vong.

e Phéi hop candesartan va hydroclorothiazid
Candesartan va hydroclorothiazid c¢é tdc dung ha huyét ap cong hop. O nhitng bénh nhén
cao huy¢t ap, candethiazid giup giam huyét ap dong mach phu thuoc licu va kéo dai ma
khong gy phan xa tang nhip tim. Khong co dau hi¢u cua ha huyét ap nghiém trong hodc
qua muc & liéu dau tién hodc tac dung doi nguoc sau khi ngimg diéu tri. Sau khi dung
mot liéu candethiazid, khoi phat tac dung ha huyét ap thuong xay ra trong vong 2 gid.
Véi viée diéu tri lién tuc, tac dung ha huyét ap dat duoc trong vong 4 tuan va duy tri
trong thoi gian dicu tri 1au dai.

Candethiazid 1 lan/ngay ha huyét ap hiéu qua hon 24 gio véi su khac biét nho gitra tac
dung dinh va day trong khoang thoi gian gitta cac lan dung thude. Trong mét nghién ciru
ngau nhién mu déi, candesartan cilexetil/hydroclorothiazid 16 mg/12,5 mg x 1 lan/ngay
gitp ha va kiém soat huyét ap t6t hon so véi viée két hop losartan/hydroclorothiazid 50
mg/2.5 mg x | lan/ngay.

Trong cac nghién ciru ngau nhién mu doi, tv 1é cac bién ¢d bat loi, dic biét 1a ho, khi két
hop candesartan cilexetil va hydroclorothiazid thap hon khi két hop cac ACE va
hydroclorothiazid.

Trong 2 nghién ctru 14m sang (ngdu nhién, mu @i, nhém gia duoc, nhom song song) bao
gém 275 va 1524 bénh nhan ngiu nhién tuong tmg, phdi hop candesartan cilexetil/
hydroclorothiazid 32 mg/12.5 mg va 32 mg/25 mg lam giam huyét ap 22/15 mmHg va
21/14 mmHg twong tng, ¢ hiéu qua dang ké hon so véi dung don doc cac thanh phan
tuong ung.

Trong mot nghién ciru ngau nhién, mu dbi, nhom song song bao gdm 1975 bénh nhén
ngau nhién c¢6 huyét ap khong duoc kiém soat toi wu bang 32 mg candesartan cilexetil x 1
lan/ngay, viéc bd sung 12,5 mg hodc 25 mg hydroclorothiazid lam ting tac dung ha huyét
ap. Viéc két hop candesartan cilexetil/hydroclorothiazid 32 mg/25 mg dat hiéu qua dang
ké hon so voi ham lugng 32 mg/12.5 mg, va ha huyét ap trung binh lan luot 1a 16/10
mmHg va 13/9 mmHg,

Hiéu qua khi phéi hop candesartan cilexetil/hydroclorothiazid khong bi anh huong bai
tudi tac va gioi tinh.

Hién nay khong cé dir 1iéu v& viée sir dung candesartan cilexetil/hydroclorothiazid &
nhitng bénh nhan bi bénh than, giam chirc ning tht trdi, suy tim sung huyét va hau nhoi
mau co tim.

15.Ddéc tinh dwgc djng hoc:

Dung dong thoi candesartan cilexetil va hydroclorothiazid khong gay anh huong dang ké
dén dwoc dong hoc ciia mot trong hai thude trén 1am sang.

e Candesartan cilexetil
- Hdp thu: Sau khi udng, candesartan cilexetil chuyén thanh dang co hoat tinh
candesartan. Sinh kha dung tuyét d6i cua dung dich uéng candesartan khoang 40%. Sinh
kha dung twong ddi cua mdt cong thire vién candesartan cilexetil so véi dung dich udng
tuong duong la khoang 34% voi bién thién nho. Nong do dinh trong huyét thanh trung
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binh (Cuax) dat duoc sau 3-4 git ubng thudc. Nong do trong huyét thanh,cifaqc@s@an
tang tuyén tinh voi lidu trong khoang diéu tri. Duoc dong hoc khén )61 anh huong boi
gi61 tinh. Dign tich dudl duong cong cua candesartan khong bi anh ub‘ng dang ke\

thirc an. aiv |
- Phin bé: Candesartan co ty 1¢ lién két v&i protein huyét tuong cao fho*n 99%), The/ i
phan b 1a 0,1 L/kg, \ “‘j_l A

- Chuyen hod: Candesartan chu yéu duoc thai trir dudi dang khong chuyen 164 Gu
tiéu va mat, chi mot lwong nho duogc thai trir do chuyen héa & gan (CYP2C9). Dya trén
dit lidu in vitro, khong twong tac xay ra véi cac thude chuyén hoa phu thudce cac enzym
cua cytocrom P450 nhu CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2EI
hodc CYP3A4.
- Thai trir: Thoti gian ban thai cua candesartan la khoang 9 gi6, khong co tich liy thudc
sau nhiéu liéu. Thoi gian ban thai cia candesartan khong thay doi khi ding két hop voi
hydroclorothiazid, khong cé su tich lily thém candesartan khi dung liéu phdi hop 1ap lai
so voi don tri licu. Hé s6 thanh thai huyét twong ciia candesartan khoang 0,37 ml/phut/kg,
mirc d6 thai trir qua than khoang 0,19 ml/phut /kg. Thai trir candesartan qua than gém ca
viée loc qua cau than va hoat dong cua ong than. Sau khi uéng candesartan cilexetil gin
C14, khoang 26% liéu duoc bai tiét qua nudc tiéu dudi dang candesartan va 7% la chat
chuyén héa khdng con hoat tinh, trong khi khoang 56% lidu duoc thai trir qua phan duéi
dang candesartan va 10% la chat chuyén hoa khong con hoat tinh.
- Duwgc dpng hoc trén doi twgng ddc biét:
+ Ngudi cao tudi (trén 65 tudi), Cmax va AUC ctia candesartan ting twong {ing khoang
50% va 80% so voi ngum tré. Tuy nhién, dap ing voi huyét ap va ty 1¢ bién co bat loi
xay ra sau mot liéu giébng nhu voi bénh nhén tré.
+ Bénh nhén suy than nhe dén trung binh, Cmax va AUC clia candesartan tang trong liéu
lap lai khoang 50% va 70%, thdi gian ban thai khong doi so voi bénh nhan c6 chirc ning
than binh thuong. Nhimg thay doi twong tng & bénh nhan suy than ning lan luot la
khoang 50% va 110%, thoi gian ban thai ting gan gap doi. Duoc dong hoc & bénh nhan
chay than nhén tao twong ty nhu ¢ bénh nhan suy thin nang.
+ Bénh nhan suy gan nhe dén trung binh trong hai nghién ctru, AUC trung binh cia
candesartan tang khoang 20% trong mot nghién cuu va 80% trong nghién ciru con lai.
Khéng ¢6 kinh nghiém sir dung candesartan ¢ bénh nhan suy gan ning.

e Hydroclorothiazid
- Hip thu: Hydroclorothiazid dugc hap thu nhanh qua dudng tiéu hoa véi sinh kha dung
tuyét doi khoang 70%. Sir dung cung thirc dn lam ting hap thu khoang 15%. Sinh kha
dung c6 thé giam & bénh nhan suy tim va phu né rd rét.
- Phan bé: Hydroclorothiazid ¢o ty 18 lién két voi protein huyét tuong khoang 60%. Thé
tich phan bd khoang 0.8 L/kg.
- Chuyén hod: Hydroclorothiazid khong bi chuyén hoa.
- Thadi trie: Thoi gian ban thai cua hydroclorothiazid 1a khoang 8 gio. Thoi gian ban thai
khong dbi khi dung két hop véi candesartan cilexetil. Khong tich liy thém
hydroclorothiazid khi dung liéu phoi hop 1ap lai so v6i don tri lidu. Hy droclorothiazid
thai trir gan nhu hoan toan dudi dang khong chuyén hoa bing cach loc qua cau than va
hoat déng cuia dng than. Khoang 70% lidu uéng dugc thai trir qua nudc tiéu trong vong
48 gi0.
- Dugc dong hoc trén doi twong dic biét: O bénh nhan suy than, thoi gian ban thai cua
hydroclorothiazid tang 1én.
16. Quy cach déng goi:
Hop 6 vi x 10 vién nén bao phim, kém theo t& hudng dan s dung thude bén trong hop.
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17. Piéu kién bao quin va han dung, tiéu chuén chét lwgng cua thuo;;. :;‘_'.‘ﬂ""“““

- Bdo qudn: Noi kho, nhiét do dudi 30°C. / IS/ ﬂ \ N

- Han ding: 24 thang k& tir ngdy san xuat. / o/ u__ﬁ'f_}f} | ‘ \‘;\\1
- Tiéu chudn chat lwgng: TCCS. i :‘ B )H“'” ;' v)
18. Tén, dia chi cia co $0'san XuAt: g ol *

Tén co sé san xudt : CONG TY CO PHAN DUQC PHAM HA TAY N
Dia chi: T6 dan phd s6 4. P. La Khé, Q. Ha Pong, TP. Ha Noi

PT: 024.33522203 FAX: 024.33522203

DT: 02433824685 FAX: 024.33829054
Hotline: 024.33522525




