V]{ THUOC BAN THEO PON

TO HUONG DAN SU DUNG THUOC
GUARENTE

Vién nén Candesartan cilexetil

Thudc béan theo don
DPé xa tam tay cua tré em
Poc ki hwéng din sir dung trwéc khi dung
Thong b&o ngay cho bac sy hode dwgc sy nhirng tac dung khéng mong mudn khi sir dung thudc

To hwéng dén sii dung ndy bao gém hurdng dén sir dung cho thuéc c6 nhiéu ham lwgng khéc nhau,
PHAN 1. HUONG DAN SU DUNG THUOC CHO NGUOI BENH

1. Thanh phan

M&i vién nén GUARENTE-8 chua:

Candesartan cilexetil ....................c.oeeee. 8 mg

Ta dugc: Cellulose vi tinh thé M112, lactose monohydrat, croscarmellose natri, tinh bét ngd,
poloxamer, copovidon, polysorbat 80, magnesi stearat.

M5i vién nén GUARENTE-16 chura:

Candesartan cilexetil .....................oeeel. 16 mg

Ta duogc: Cellulose vi tinh thé M112, lactose monohydrat, croscarmellose natri, tinh bét ngd,
poloxamer, copovidon, polysorbat 80, magnesi stearat.

2. M ta san phim

GUARENTE-8: Vién nén dai, mau trang, mot mét c6 dap logo #, mét kia c6 dap gach ngang.
GUARENTE-16: Vién nén tron, mau tring, mot mat cé dap logo #-°, mat kia c6 dap gach
ngang.

3. Quy cach dong géi
GUARENTE-8: Hop 3 vi x 10 vién.
GUARENTE-16: Hop 3 vi x 10 vién.

4. Thudc dung cho bénh gi?
GUARENTE c¢6 thanh phan chinh 1a candesartan cilexetil, mot thudc thudc nhom thude dbi

khéang thy thé anglotensm II. Thude co tac dung lam gidn mach mau, lam ha huyét ap va giup
tim dé bom mau dén cac bd phan trong co thé.

Thudc duoc ding theo chi dinh cua bac sy dé diéu tri:

- Dléu tri cao huyét 4p & ngudi 16n va tré em tir 6 dén < 18 tudi.

- Diéu tri suy tim & bénh nhén c6 chirc ning co tim bi giam, ph01 hop véi thudc trc ché enzym
chuyen angiotensin (ACE) hodc khi khong thé sir dung thudc trc ché ACE (ACE 1a mot nhom
thuoc dé diéu tri suy tim).

5. Nén dung thudc nay nhu thé nao va liéu lwong?

Ludn ding thuéc chinh xac nhu hudng dan cua bac sy hoic dugc sy. Néu ban chua rd, hiy hoi
lai cho chac chan.

Liéu dung:

Ting huyét ép: Liéu thuong ding cua candesartan cilexetil 1a 8 mg/ ngay. Bac sy c6 thé ting
liéu 1én 16 ‘mg/ ngay hogc lén t6i 32 mg/ ngay tuy thudc dap g huyét &p cuaa ban.

Véi mot sb bénh nhan cé bénh gan, than, nguoi vira bi mat nu6c (non, tieu chay hoac sur dung
thude loi tiéu) béac sy c6 thé chi dinh liéu kh01 dau thap hon.

Bénh nhén da den c6 dép ung thap hon v6i nhém thuéc nay. Khi sir dung mot minh trén bénh
nhan da den, candesartan cilexetil c6 thé can phai chi dinh liéu cao hon.

1/11 0390.T1



Tréem: Tré em tir 6 dén dudi 18 tuoi: Lidu khai dau khuyén céo 1a 4 mg/ ngay.

- Can ning dudi 50 kg: O bénh nhan khong kiém soat duoc huyét ap day du, c6 thé tang 1én
lidu tbi da 1a 8 mg/ ngay.

- Can nang trén 50 kg: O bénh nhan khang kiém soat duoc huyét ap day du, ¢ thé ting 1én lidu
tél dala 16 mg/ ngay.

D1eu tri suy tim ¢ nguoi lén: Lleu khoi dau thuong la 4 mg/ ngay. Bac Sy c6 thé tang liéu 18n

gap d6i sau mdi 2 tuan cho ti téi da 32 mg/ ngay. Candesartan cilexetil co thé dung chung vai

céc thude khac dé diéu tri suy tim, bac sy s& quyét dinh liéu phap nao 1a phi hop véi ban.

Cach dung:

Ban phai ding thudc déu din hang ngay.

Ban c6 thé udng thudc cling véi thire dn hogc khong.

Uong thudc cung véi nudc. i

Nén uong thudc cling mot thoi diém trong ngay, diéu nay gidp ban phong ngira viéc quén uong

thuoc.

6. Khi nao khong nén diung thudc nay?

Khong nén ding thudc nay néu ban thudc cac nhoém dbi tuong sau:

- Qua man véi candesartan cilexetil hodc bat ky thanh phan nao cua ché pham.

- Tré em dudi 1 tudi.

- Bathang giita va ba thang cudi thai ky.

- Suy tim c6 kali huyét > 5 mmol/ lit, creatinin huyét > 265 micromol/ lit (> 30 mg/ lit) hoic
Clcr < 30 ml/ phat.

- Sur dung phdi hop candesartan cilexetil véi céc thudc chira aliskiren & nhitng bénh nhan dai
thdo duong hodc suy than (GFR < 60 ml/ phit/ 1,73 m?).

7. Tac dung khéng mong muédn

Nhu cac thudc khéc, candesartan cilexetil c6 thé gay tac dung khéng mong muén, nhung khong

phai ai cling gap phal

Nguwng ding thuéc va lién hé trung tam y té gan nhat néu ban gap cac phan ing sau:

- Ban c6 cac trigu chung phi mach nhu ban da, man do6, pht (mi mat mat, méi, miéng va ludi),
kho thd hodc kho nuot. Bay 1a céc trigu chiing cta phan ting qua man.

Candesartan cilexetil co the gay giam bach cau. Strc dé khang cua ban véi nhiém tring cé thé bi

giam, ban c6 thé cam thay mét moi, bi nhiem trung hoac sot. Néu cé nhirng triéu chang trén,

lién hé ngay vai bac sy.

Céc tac dung khdng mong muasn khac:

- Nhiém tring dudng ho hap.

- Choéng mat, nhire dau.

- Tang kali huyét, giam natri huyét.

- Ho.

- Budn non.

- Tang enzym gan, chirc ning gan bat thudong hoic viém gan.

- Pau co, khép, dau lung.

- Suy than.

Trén tré em tac dung khdng mong mudn tuong tir nhu ngudi lon, tuy nhién tan suat xay ra c6 thé

I6n hon. Ngoai ra con c6 céac tdc dung khong mong muon khac khong dugc bao cao ¢ ngudoi I16n

nhu viém hau hong, sét, loan nhip xoang.

Thubc ¢o the ¢6 tac dyng khong mong mudn khac, théng bao cho bac sy nhiing tac dung khong

mong mudn gip phai khi st dung thudc.

8. Nén tranh dung nhirng thudc hoic thue pham gi khi dang sir dung thudc nay?

Thong bao cho bac sy hoidc duoc sy cua ban vé tat ca cac loai thudc ma ban dang st dung, bao
gom ca céc thudc ké don hoic khong ké don, cac vitamin hoac thudc tir duoc liéu.

Thdng b&o cho bac si hodc dirot sy néu ban dang sir dung céc thusc sau:

2/11 0390.T1



- Thudc khang viém khdng steroid (nhu ibuprofen, naproxen, diclofenac, celecoxib hoic
etoricoxib (thu()c khang viém va giam dau).

- Cac thuéc chong tang huyet ap khac: nhu céc thubc chen beta, chen calci hoac cac thudc loi
tiéu nhom thiazid, va cac thudc wc ché ACE nhu lisinopril, catopril hodc ramipril.

- Thudc bd sung kali hoic céc thude loi tiéu kiem Kali.

- Lithi.

- Aliskiren va céc thudc chira aliskiren.
Heparin.

Su" dung GUARENTE vdi thirc dn:

C6 thé st dung thuoc cung hoac khdng cung véi bira an.

Rat than trong néu ban udng ruou trong khi dang ding thudc nay. Dung chung véi ruou cé thé

lam ban choang vang, chong mat.

9. ’Cz‘“ln lam gi khi mot 1in quén khong diung thudc? ) ) .
Neéu ban quén khong dung 1 liéu, uong liéu tiép theo nhu lich trinh ci. Khéng uong gap doi liu.

10. Néu ban muén ngirng thudc

Ngung thudc cé thé 1am huyét &p cua ban ting 18én. Tiép tuc sir dung thude cho dén khi béac sy
bao ban ngimg. Khong duoc tu y ngirng thube. Ludn 1am theo chi dan cua béc sy.

Néu ban c6 thiac mac gi khi st dung thudc nay, hay lién hé véi bac sy hodc duoc 3.

11. Cin béao quan thudc nay nhw thé nao?

Gitr thuoc trong bao bi gbc cua nha san xuit, day kin.

Pé thudc noi kho rao, tranh anh sang, nhi¢t d6 khong qua 30°C, va ngoai tam voi cua tré em.
Khong sir dung thudc sau ngay hét han ghi trén bao bi (hop va vi thudc).

12. Nhitng d4u hiéu va triéu chirng khi diung thudc qua liéu
Dung thudc chinh xac nhu huorng dan cua bac S. Néu ban dung qué lidu hozc tré em nubt phai
thuéc, lién hé ngay véi bac sy va trung tam y té gan nht.

Khi ding thudc qua liéu, ban co thé bi ha huyét ap, nhip tim nhanh hozc nhip tim cham.

13. Can phii 1am gi khi dung thudc qua liéu khuyén cio0?
Ngung dung thudc va lién lac ngay véi bac sy hoic trung tam y té gan nhat.

Mang theo vién thudc ciing véi bao bi dé bac sy biét ban da udng thudc gi va cé bién phép xu ly
kip thoi.

14. Nhirng diéu can than trgng khi dung thudc nay

Truéc khi ding thudc nay, théng bao cho bac sp néu ban dang cé cdac van dé vé sirc khoe sau

day:

- Ban bi bénh tim, gan hoép than hoac dang chay than nhén tao.

- N&u ban vira méi duoc cay ghép than.

- Néu ban bi ndn, vira méi ndn nhiéu, hogc tiéu chay.

- Neéu ban bi bénh tuyén thugng than goi la hoi ching Cohn (cuong aldosteron tién phat).

- Néu ban bi ha huyet ap.

- N&u ban da tang bi dot quy.

- Thdng bao véi bac sy neu ban dang mang thai, nghi ngo, hodc ¢6 ¥ dinh mang thai.

- Neéu ban sap duoc phau thuat.

Duing thugc cho tré em 7 ’ 7

- Tré em < 1 tudi: Khi dung candesartan cilexetil c6 thé anh huéng dén sy phéat trién binh
thuong caa than.

Thudc c6 theé st dung trén tré em tir 6 dén < 18 tudi: Hoi y kién bac sy truéc khi sir dung thude

(xem thém phan lieu dung - cach dung).

GUARENTE c6 chura lactose monohydrat thdng béo cho bac sy néu ban da timg duoc cho biét

khéng dung nap véi bt cir loai duong nao.
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GUARENTE c6 chira polysorbat 80 c6 thé gay di tng

Phu n&r mang thai hogc cho con bu

Thong bao véi bac sy néu ban dang mang thai, nghi ngd, hodc c6 y dinh mang thai. Thubc ¢6
thé gay hai thai nhi/ tré so sinh: Khong nén sir dung thudc trong 3 thang dau thai ky, va khong
duoc dung thuoc trong 3 thang gitra va 3 thang cuoi thai ky.

Théng béo cho bac sy néu ban dang cho bon ba. Khong sir dung candesartan khi cho con ba.

Lai xe va vdn hanh may moc

Khi ban diing thuéc nay, ban c6 kha nang bj chong mat, nhirc dau, gy anh huéng dén phan xa
cta ban. Do d6, ban khdng nén thuc hi¢n cac cong vigc can tap trung cao do nhu lai xe hodc van
hanh may moc, cho dén khi xac dinh chac chan minh c6 bi anh hudong hay khéng.

15. Khi nao cin tham vén bac sy, duoc s§?

Can lién lac ngay véi bac sy hoac trung tdm y té gan nhat khi dung thudc qua liéu chi dinh.
Thong thudng, bao gid ciing phai hoi y kién béac sy hodc duoc sy trude lic dung bét ky thudc
nao khi mang thai hoac cho con bu.

Théng béo ngay cho bac sy hoic duoc sy nhiing tac dung khéng mong muén gap phai khi st
dung thudc.

Néu can thém thong tin xin hoi y kién bac sy hoac duoc sy.

16. Han dung ciia thudce: 36 thang ké tir ngay san xuat.
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PHAN 2. HUONG DAN SU DUNG THUOC CHO CAN BO Y TE

1. DUQC LUC HQC

Ma ATC: CO9CAO06.

Nhém duge Iy: Chét dbi khang thy thé angiotensin I1.

Candesartan cilexetil 1a mot tién duoc (pro-drug), khi uéng duoc thuy phan ¢ dudng tiéu hoa
thanh chét chuyén hoa c6 hoat tinh 13 candesartan. Candesartan gin chon loc va canh tranh véi
anglotensm II vao thy thé ATi ¢ cdc md nhu co tron mach mau va tuyen thuong than, nén tre
ché tac dung co mach va tiét aldosteron ciia angiotensin II, do d6 lam gidn mach va giam tiét
aldosteron. Nhu vay, tac dung nay khong phu thudc vao cic con duong cia tong hop
angiotensin 11.

Candesartan khéng c6 tic dung iic ché enzym chuyén angiotensin (ACE: Angiotensin
converting enzym) la enzym xtc tac cho qua trinh chuyén angiotensin | thanh angiotensin Il va
qua trinh giang hoa bradykmm Vi vay thudc khong anh huong dén dap g ddi véi bradykinin.
Trong cac thir nghiém 1am sang c6 kiém soat so sanh candesartan va cac thudc uc ché ACE, ty
1¢ bénh nhan ¢ nhom dung candesartan cilexetil bj tac dung khéng mong mudn nhu ho khan
thap hon.

Candesartan khong gin hoic phong bé cac thu thé hormon va cac kénh ion khac gitr mot vai tro
quan trong trong diéu hoa tim mach. Phong bé thu thé AT1, cla angiotensin II 1am tc ché diéu
hoa ngugc &m tinh cta angiotensin 11 dbi véi t1et renin. Nhung ting hoat tinh renin trong huyét
tuong va tang ndng do6 angiotensin II trong tuan hoan khong vuot qua tac dung ciia candesartan
d6i voi huyet ap.

O ngudi ting huyét 4 ap, candesartan lam giam huyét 4p kéo dai va khong lam ting tan s6 tim do
phan xa. Tac dung giam huyet ap cua thudc phu thudc vao liéu dung, nhung tac dung khong
tang khi ubng t6i liéu 16 mg/ 1an/ ngay. Thubc khong lam tut huyet ap khi dung lidu dau tién va
khong tang huyét ap tro lai ning hon khi nging thudc. Thuoc thuong bat dau tac dung trong
vong 2 g10 Khi dung lién tyc, huyét ap giam t6i da thuong thay trong vong 4 tuan. Candesartan
dung voi lidu diéu tri lam glam dang ké albumin ni¢u & nguoi dai thdo duong typ 2 kém theo
ting huyét ap c6 albumin niéu vi lugng. Candesartan cling 1am giam protein ni¢u ¢ nguoi co
bénh thén do cac nguyen nhan khac. D61 véi nguoi tang huyet ap co dai thao duong typ 2 duoc
diéu tri 12 tuan v6i lidu 8 - 16 mg khong thay tac dong dén glucose huyét hoic lipid huyet

Suy tim: Diéu tri bang candesartan di 1am giam ty 1& tir vong do tim mach va phai nam vién do
suy tim & nguoi co suy thét trai. Loi ich ndy chua thdy ¢ nguoi bénh co phan suit téng mau con
duy tri (> 40% nghlen ciru CHARM - duy tri). Tac dung hiru ich cta candesartan dbi voi ty 18 tir
vong do tim mach va phai nhép vién do suy tim da thay & moi Itra tudi, gidi tinh va tinh chét
diéu tri két hop. Tuy nhién, két qua cac nghién ctru nay chua thé ap dung cho loai suy tim d6 IV
theo phan loai NYHA do ty 1¢ nghién ctru con qua it (3%).

2. DUQC PONG HQC

Hdp thu: Sau khi ubng, candesartan cilexetil bi thuy phan ngay ¢ chd lién két ester trong qua
trinh hap thu tir duong tiéu hoa dé chuyén thanh chét ¢ hoat tinh 1 candesartan. Sinh kha dung
tuyét doi cua candesartan khoang 40% khi dung candesartan cilexetil du6i dang dung dich va
khoang 14% khi dung dudi dang vién nén. Nong d6 dinh trong huyét twong dat duge sau khi
udng vién nén tir 3 - 4 gio. Vi lidu diéu tri, nong do candesartan trong huyet tuong ting tuyén
tinh véi lidu dung. Khong co sy khac biét vé duoc dong hoc giita hai gidi tinh. Sinh kha dung
cua candesartan khong bi dnh hu’ong 6 y nghia bai thac an.

Phdn bé: Candesartan lién két v&i protein huyét twong & ty 18 rat cao (trén 99%) Thé tich phan
bd biéu kién cua candesartan 13 0,13 lit/ kg. Candesartan khong phan bd vao trong hong cau.
Nghién ctru trén chudt cho thay thude rét it di qua hang rao mau nio nhung qua duoc nhau thai
va phan bd vao thai.

Thai tru: Candesartan dugc thai trur chu yeu dudi dang khong d6i qua than va mat, chi mot phan
nho qua gan tao thanh chat chuyén hoa bat hoat. Thoi gian ban thai tin cung cia candesartan
khoang 9 gio.
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Khéng c6 hién twong tich lity sau khi dung da liéu. Do thanh thai toan phan tir huyét twong cua
candesartan la khoang 0,37 ml/ phut/ kg, trong d6 d¢ thanh thai than khoang 0,19 ml/ phut/ kg.
Candesartan thdi trir qua than theo ca hai co ché loc & cau than va bai tiét tich cuc & ong thén.
Sau khi udng candesartan cilexetil danh dau “C, khoang 33% liéu dung duge tim thay trong
nudc tiéu va 67% trong phan. Con khi tiém tinh mach candesartan danh dau I4C ty 1¢ trong nudc
tléu va phan tuong tmg khoang 59% va 36%.

Poi twong dic biét:

Tré¢ em dudi 18 tudi: Chua dugc nghién ctru. ) i

Nguoi cao th101 (trén 65 tudi): Nong d6 candesartan trong huyét twong & ngudi cao tudi cao hon
nguoi tré tudi khi ding lidu gidng nhau (ndng d¢ dinh cao hon khoang 50% va AUC cao hon
khoang 80% so v&i ngudi tré tudi). Duge dong hoc cua candesartan dién bién tuyén tinh & ngudi
cao tuoi. Candesartan va chat chuyén hoa khong hoat tinh khong tich liy trong huyét thanh khi
dung liéu ngay uong 1 lan, 13p lai nhiéu ngay. Khong can diéu chinh liéu dau tién.

Suy than: O nguoi ting huyet dp c6 suy than, nong d6 candesartan trong huyét thanh ting cao.
Sau khi udng nhiéu liéu, AUC va ndéng d6 dinh tang khoang gap doi ¢ ngudi suy thin ning
(thanh thai creatinin < 30 ml/ phuat/ 1,73 m?) so voi ngudi c6 chirc nang than binh thuong.
Candesartan khong loai bo duoc bang thim tach mau. Khong can diéu chinh liéu ban dau.

Suy tim kém suy than: AUCq 72 i, cao hon theo thir tu 1a 36% va 65% so véi ton thuong than
nhe va vira. Nong d6 t6i da cao hon theo thir tu 1 15% va 55% s0 v6i suy than nhe va vira.

Suy gan nhe va vira dugc so sanh véi ngum khoé sau khi ubng 1 liéu don 16 mg candesartan:
AUC tang 30% & nguoi suy gan nhe va 145% & nguoi suy gan trung binh. Nong do tdi da ting
56% & nguoi suy gan nhe va 73% & nguoi suy gan trung binh. i

Suy tim: Dugc dong hoc ¢ nguoi suy tim twong ty nhu ¢ nguodi cao tudi khoé manh.

3. CHI PINH

Dleu tri tang huyet ap voO can ¢ nguoi 16n.

Diéu tri tang huyét ap & tré em tir 6 - 18 tudi.

Suy tim: Diéu tri suy tim d¢ II - III theo phan loai cua Hoi tim New York NYHA Il - IIT ¢ bénh
nhan ¢o suy giam chutc ning tam thu that trai (phan suat tbng mau < 40%), dé giam tir vong do
tim mach va dé giam s6 lan phai ndm vién do suy tim, dung phéi hop véi thude e ché ACE &
nguoi bénh dang diéu trj 1 thudc trc ché ACE nhung chua d@, hodc khi bénh nhéan khong dung
nap thudc uc ché ACE.

4. LIEU DUNG - CACH DUNG , o

Candesartan cilexetil dugc dung dudng uong, c6 thé udng luc doéi hodc no.

Tang huyét dp:

Lleu dung tuy thudc mng nguoi bénh va phal diéu chinh theo dap tmg huyet ap.

Lleu khéi dau cho ngudi 1on (ké Ca nguoi cao tu01) 1a 8 mg ngay mot lan. Ctr sau mdi 4 tuan,

néu huyet ap giam chua dat yeu cau va bénh nhén van dung nap dugc thudc thi tang lidu thém 8

mg/ ngay cho dén khi huyét ap giam dat yéu cau hodc dén licu téi da 32 mg/ ngay (ding 1 - 2

lan). Khong dung liéu 16n hon 32 mg/ ngay vi liéu cao hon khong lam tang tac dung. Néu lidu

32 mg/ ngay van khong co tac dung thi diéu tri ph01 hop hodc thay thudc khéac. O liu c6 tac

dung, huyet ap thuong gidm sau 2 tuan va glam t6i da sau 4 - 6 tuan.

Liéu khoi dau & bénh nhan suy gan 1a 2 mg/ ngay, suy than hodc giam thé tich noi mach 1a 4 mg/

ngay.

Liéu duy tri: Trong khi diéu chinh liéu, néu huyét ap giam dat yeu cau thi dung liéu duy tri, c6

thé 8 - 32 mg/ ngay tiy cé4 thé, ding mot 1an hodc chia hai 1an mdi ngay.

Tre em

Tré em tir 6 dén dudi 18 tuoi: Licu khoi dau khuyén céo 1a 4 mg/ ngay.

- Can nang dudi 50 kg: O bénh nhan khong kiém soat dugc huyét ap day du, co thé ting lén
liéu toi da 1a 8 mg/ ngay. |

- Can nang trén 50 kg: O bénh nhan khdng kiém soat dwoc huyét ap day du, c6 thé ting 1én lidu
t6i da 14 16 mg/ ngay.

Liéu trén 32 mg chua dugc nghién ciu trén tré em.
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Ijlﬁu hét hiéu qua phéng tang huyét ap dat duoc trong vong 4 tuén,. v

O tré em giam thé tich noi mach (nhu bénh nhan diéu tri vai thuoc loi ti€u, dac biét & nguoi suy
than), nén khoi dau diéu tri candesartan cilexetil dudi sy giam sat chat chg, va voi lidu khoi dau
thap hon liéu khuyén céo & trén.

Candesartan cilexetil chua dwoc nghién ctiu & tré em véi do loc cau than < 30 ml/ phat/ 1,73 m2.
Hiéu qua cua candesartan ¢ tré em da den it hon ¢ tré em khong da den.

An toan va hiéu qua cua candesartan ¢ tré em tir 1 dén < 6 tudi chwa duoc thiét 1ap.

Chéng chi dinh sir dung candesartan cho tré em < 1 tudi.

Suy gan: Liéu khai dau 4 mg & bénh nhan suy gan nhe hoic trung binh, liéu nén dugc diéu
chinh tiry theo dap wng. Chéng chi dinh trén bénh nhan suy gan nang va/ hoic & mat.

Suy than: Liéu khoi dau 12 4 mg ¢ bénh nhan suy than, bao gom ca bénh nhan tham tach, liéu
nén dugc diéu chinh tiy theo dap wng. Kinh nghiém sir dung trén bénh nhan suy than rat nghiém
trong hoic giai doan cudi (Cler < 15 ml/ phit) con han ché.

Giam thé tich ngi mach: Can nhac liéu khoi d¢au 4 mg & bénh nhan c6 nguy co ha huyét ap, nhu
& bénh nhan c6 thé bi giam thé tich méu.

Bénh nhdn da den: Tac dung ha huyet ap ¢ nguoi da den it hon ¢ nhitng bénh nhan khong da
den. Do d6 ting liéu hoic diéu tri phdi hop dé kiém soat huyét ap thuong can thiét hon ¢ bénh
nhan da den so v4i bénh nhan khong da den.

Suy tim:

Liéu khoi dau: 4 mg/ 1an, ngay mot lan. Tang liéu gap do6i dén khi dat liéu myc tiéu 32 mg/ lan,
ngay mot 1an (heu t6i da) hoic liu cao, nhit bénh nhan con dung nap duoc, khoang cach gitra
cac lan ting liéu 16n hon hodc bang 2 tuan Dénh gia b¢nh nhén suy tim luén nén kem theo danh
gia chire nang than bao gdm theo doi ndng do creatinin va kali huyét thanh.

Candesartan cilexetil c6 thé sir dung cing véi cac thude diéu tri suy tim khéc, bao gdm chét e
ché ACE, chen beta, thudc loi tiéu va digitalis, hodc phdi hop cac thubc ndy. Candesartan
cilexetil co thé su dung df)ng thoi v6i chit te ché ACE ¢ bénh nhan suy tim c6 triéu ching bt
ké tiéu chudn t6i uu diéu tri suy tim khi khong dung nap véi chat d6i khang thy thé
mineralocorticoid. Khong khuyen cao ph01 hop chit wc che ACE, thudc loi tiéu kiém kali va
candesartan cilexetil va chi nén can nhic sau khi danh gia can than loi ich, nguy co.

Poi twgng dac biet . 7 7

Khoéng can chinh liéu khéi dau ¢ ngudi cao tuoi, hoac bénh nhan giam thé tich noi mach, suy
gan nhe dén trung binh, hoic suy than.

Tré em: Chua co day du thdng tin vé an toan va hiéu qua cua thudc trén tré em < 18 tudi trong
diéu tri suy tim.

5. CHONG CHI PINH .

Qué man véi candesartan cilexetil hodc bat ky thanh phan nao ciia ché pham.

Tré em dudi 1 tudi.

Ba thang gitra va ba thang cubi thai ky.

Suy gan nang va/ hodc r mat.

Suy tim c6 kali huyét > 5 mmol/ lit, creatinin huyét > 265 micromol/ lit (> 30 mg/ lit) hodc Clcr
< 30 ml/ phut.

Phéi hop candesartan cilexetil voi cac thude chira aliskiren ¢ nhitng bénh nhan dai thdo duong
hodc suy than (GFR < 60 ml/ phat/ 1,73 m?).

6. CAC TRUONG HQOP THAN TRONG KHI DUNG THUOC

Suy than: Tuong tu nhu cac thudc tac dong trén hé renin-angiotensin-aldosteron, candesartan
cilexetil c6 thé gay thay d6i chiic nang than.

Khi candesartan cilexetil doc str dung ¢ bénh nhan ting huyét ap kém suy than, khuyén céo dinh
ky theo ddi ndng d6 kali va creatinin huyét thanh. Kinh nghiém str dung trén bénh nhan suy thén
rat nghiém trong hodc giai doan cudi (Cler < 15 ml/ phat) con han ché. Can chinh liéu
candesartan cilexetil can than va theo doi huyét ap chit ché ¢ nhitng bénh nhan trén.

Danh gia bénh nhan suy tim nén bao gom dinh ky kiém tra chirc ning than, dic biét & bénh nhan
tir 75 tudi trd 1én va bénh nhan suy than. Trong qua trinh chinh lidu candesartan cilexetil,
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khuyén cdo theo ddi nong do creatinin va kali huyét thanh. Thtr nghiém 1am sang trén bénh nhan
suy tim khong bao gd6m bénh nhan v6i ndng do creatinin huyét thanh > 265 pmol/ L (> 3 mg/ dl).
Swr dung dong thoi véi chat irc ché ACE & bénh nhan suy tim: Nguy co tac dung khong mong
muon, dac bict 1a tut huyet ap, tang kali huyét va suy giam chirc nang thén (bao gdm suy thén
cap) c6 thé tang 1én khi sir dung phdi hop candesartan cilexetil va chat ac ché ACE. Khong
khuyén céo phéi hop bo ba bao gém chét tc ché ACE, thude loi tiéu kiém kali va candesartan
cilexetil va chi nén can nhéc sau khi danh gia can than loi ich, nguy co.

Khong nén dung chung chat (rc ché ACE va chit d6i khang thu thé angiotensin II & bénh nhan bi
bénh céu than do dai thao dudng.

Tham tach mdu: Trong khi tham tach, huyet ap c6 thé dic biét nhay cam véi chat d6i khang thu
thé AT do giam thé tich huyét twong va hoat hoa hé renin-angiotensin-aldosteron. Do d6 nén
chinh liéu candesartan cilexetil than trong va theo doi huyet ap chat ché & bénh nhan tham tach
mau.

Hep déng mach than: Thudc anh huong dén hé renin-angiotensin-aldosteron, bao gém chat dbi
khang thu thé angiotensin II, c6 thé gy ting uré huyét va ndng do creatinin huyét thanh & bénh
nh&n hep dong mach than hai bén, hodc hep dong mach than mot bén.

Cdy ghép thin: Chua c6 kinh nghiém sir dung thudc trén bénh nhéan cdy ghép than.

Tut huyet dp: Thudc c6 thé gly tut huyet ap. Nguy co nay s& tang trén cac bénh nhan mat nudc
mét mudi, su dung thubc loi tiéu liéu cao, suy tim, tham tich mau. Ddi véi bénh nhén suy tim,
6 thé can giam tam thoi lidu luqng ctia candesartan cilexetil hodc thudc loi tiéu, dong thoi can
giam sat chat ché huyét ap trong qua trinh ting lidu va dinh ky sau do.

Gdy mé va phau thugt: Than trong khi phai dai phau, phéi gdy mé vi ¢6 nguy co tut huyét ap.
Tut huyét 4 ap,, rat hiém gdp, c6 thé rat nghiém trong va can phai tiém truyén dich va/ hoic thudc
lam tiang huyét ap.

Hep van dong mach chu va hep van hai 1a, bénh co tim phi dai tic nghen Ciing nhu véi cac
thudc gidn mach khac, candesartan cilexetil phai ding than trong trong cac bénh nhu: Hep dong
mach chii anh hudng dén huyét dong hoc hoic hep van hai 14, bénh co tim phi dai tic nghén.
Cuong aldosteron tién phat: Nhitng bénh nhan cuong aldosteron tién phat thuong khong dap
g véi cac thudc chdng ting huyét ap tac dung thdng qua e ché hé renin-angiotensin nén
candesartan cilexetil cling khong cé tac dung trén nhitng bénh nhan nay.

Tang kali huyet: Dung chung candesartan cilexetil voi cac thube loi tiéu kiém kali, thudc bd
sung kali, mu6i c6 chtra kali, hodc cac thudc khac c6 thé gay tang kali (nhu heparin) ¢ thé gay
tang nong do kali huyet thanh & bénh nhan ting huyét ap.

Tang kali huyét co thé xay ra trén cac bénh nhén suy tim st dung candesartan cilexetil. Khuyén
cdo dinh ky theo doi ndng d¢ kali huyét thanh. Phéi hop bao gdm mot thude e ché ACE, mot
thude loi tiéu kiém kali (nhu spironolacton) va candesartan khong duoc khuyén cdo st dung, chi
nén str dung sau khi danh gia can than ‘nguy co va loi ich.

Cac phan ung madn cam: Phan img kiéu phan vé va/ hodc phu mach, da dugc bao cdo sau khi str
dung cac thudc dbi khang thu thé angiotensin II, trong d6 c6 candesartan. Vi vy, candesartan
khong khuyén cao sir dung cho cic bénh nhan c¢6 tién sir phi mach du cé hoic khong c6 lién
quan véi viée sir dung cac thude trc ché ACE hay cac thude ddi khang thy thé angiotensin 11,
Cac than trong khac: No6i chung candesartan cilexetil phai dung than trong cho ngudi bénh cé
trwvong luc thanh mach va chuac nang than phu thuoc chu yéu vao hoat déng cua hé renin-
angiotensin-aldosteron (vi du nguoi bénh bi suy tim sung huyet nang hoac bi mét bénh than
nang nhu hep dong mach than hai bén) do c6 thé gay ra ha huyet ap cap, tang nito huyét, thiéu
niéu va (hiém gap) suy than cap. Ciing nhu cac thudc ha huyét ap khéc, co nguy co ha huyet ap
manh, dot ngot & ngu’OI bi bénh tim thiéu mau cuc by hodc bénh mach mau no thiéu méau cuc
bo ¢6 thé gay nhdi mau co tim hodc dot quy.

Téc dung ha huyét ap caa candesartan c6 thé ting 1én khi dung chung véi cac thudc khac cé thé
gay ha huyét ap.

Phy nit 6 thai: Khong nén khei dau diéu tri véi chat doi khang thy the angiotensin 11 khi mang
thai. Tru khi tlep tuc diéu tri véi chat ddi khang thu thé angiotensin II dugc cho la can thiét,
bénh nhan c6 ¥ dinh mang thai can chuyén sang liéu phap diéu tri ha huyét ap thay thé khac an
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toan cho thai ky. Khi duoc chan doan mang thai, nén ngimg diéu tri véi chat dbi khang thu thé
angiotensin 11 ngay, va néu thich hop, nén bat dau sir dung liéu phap thay thé.

Phong bé kép h¢ renin-angiotensin-aldosteron: Pa c6 bang chiing cho thay ding chung chat ac
ché ACE, chat dbi khang thu thé angiotensin 1l hoic aliskiren ting nguy co ha huyét ap, ting
kali huyét va suy giam chirc nang than (bao gom suy than cap). Khong khuyén céo phong bé kép
hé renin-angiotensin-aldosteron bang cach dung chung chat tc ché ACE, chat dbi khang thu thé
angiotensin 11 hoac aliskiren. Néu can phai sir dung, can phai tién hanh du6i su giam sat cua
chuyén gia va thuong xuyén theo doi chirc nang than, di¢n giai va whuyét ap.

Khong nén dung chung chat irc ché ACE va chat doi khang thy thé angiotensin IT & bénh nhan bi
bénh ciu than do dai thao duong.

Tré em: Candesartan cilexetil chuwa duoc nghién cttu & tré em véi d6 loc cau than < 30 ml/ phat/
1,73 m2.

O tré em giam thé tich noi mach (nhu bénh nhan diéu tri vai thudc loi tiéu), dac biét & ngudi suy
than, nén khai dau diéu tri candesartan cilexetil dudi Sy gidm sat chat chg, va véi lieu khoi dau
thap hon.

Bénh nhan sau khi cd kinh nguyét can phai danh gia kha nang mang thai theo dinh Ky. Can cung
cap thong tin can thiét hoac ¢ bién phap dé phong tranh nguy co phoi nhiém thudc trong thoi
gian mang thai.

Tré em < 1 tusi: Khi dung candesartan cilexetil c6 thé anh huong dén su phét trién binh thuong
cua than.

GUARENTE c6 chua lactose monohydrat. Bénh nhan bi bénh di truyén hiém gap kém dung nap
galactose, thiéu hut Lapp lactase hoic réi loan hap thu glucose-galactose khdng nén st dung.
GUARENTE c6 chira polysorbat 80 c6 thé gy di tng.

Str dung cho phu nir cé thai va cho con bu:

Thoi ky mang thai

Nguy co tur vong, dj tdt cho thai nhi/ tre so sinh: Dfmg cac thude tac dung tryc tiép 1én hé thong
renin-angiotensin trong ba thang gilra va ba thang cudi cua thai ky c6 thé gdy anh huong, tham
chi gay chét thai nhi va tré so sinh. Cac thudc e ché enzym chuyén angiotensin cling ¢ thé lam
tang nguy co di tat bam sinh nghiém trong khi str dung trong 3 thang dau thai ky. Chua thiy tai
bién khi dung candesartan trong 3 thang dau thai ky, nhung can phai ngimg candesartan cang
som cang tot sau khi phat hién c6 thai. Sau khi candesartan cilexetil dugc phép luu hanh trén thi
truong, da co ca bao cao vé doc tinh trén thai nhi va tré so sinh khi nguodi me dung thubc nay
trong thai ky.

Khéng khuyén céo str dung thudc trong 3 thang dau thai ky, va chéng chi dinh thudc trong 3
théang gitra va 3 thang cudi thai ky.

Thoi ky cho con bu

Chua c6 nghién clru candesartan c6 tiét vao sita me hay khong. Do tiém tang nguy co c6 hai cho
tré nho dang bt me, phai quyét dinh ngimg cho con bi hoic ngimg thudc.

Anh h1r0'ng ciia thude d@di véi cong viéc (nguodi van hanh may moc, ngudi dang 1ai tau xe,
ngu’O’I lam viéc trén cao va cdc truong hop khac): Luu y khi str dung candesartan cilexetil co the
gay chong mat, nhac dau, do dé can phai than trong khi 1ai xe hoac van hanh may trong khi van
con céac triéu chang trén.

7. TUONG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAI TUONG TAC
KHAC

Do candesartan chuyén hoa khong déng ké qua cytochrom P450 va nong d6 diéu tri khdng co
tac dong trén cac enzym P450, nén tuong tac voi cac thudc chuyén héa hoic tc ché cytochrom
P450 13 khong dang ké. Chua thdy tuong tac c6 y nghia gifra candesartan véi cac thudc tim
mach nhu digoxin, enalapril, nifedipin; Vi thudc chéng déng mau nhu wafarin; Vi thudc
Chong tang glucose huyét nhur glyburid; V6i cac thudc tranh thai duong UOng

Thuoc khang viém khong steroid ke ca céc thudc chon loc trén COX-2: O nguoi gia, bénh nhan
c6 giam thé tich tuan hoan, ton thwong chic ning than, viéc ding chung NSAIDs véi
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candesartan c6 thé dan dén suy giam chitc nang than ké ca suy than cap. Ngoai ra, NSAIDs c6
thé lam giam tac dung ha huyét 4 ap cua candesartan.

Véi cac thuoc Chong tang huyét ap khac: Céc thudc chong ting huyet ap khac ¢ thé 1am tang
tac dung ha huyét 4p cua candesartan. Mac du Vvay candesartan van c6 thé két hO’p dugc voi cac
thuéc chong tiang huyét 4p khac nhu cic thudc chen beta, chen calci hodc céc thube loi tiéu
nhém thiazid. Viéc diéu tri trueée bang thude loi tiéu & lidu cao co thé tao ra hién twong giam thé
tich mau va nguy co tut huyet ap khi dung candesartan.

Bo sung kali hogc cac thuac loi tieu kiém kali: Dung ddng thoi candesartan voi cac thube loi
tiéu kiém kali hoac b sung kali ¢ thé 1am tiang nong do kali huyét.

Lithi: Viéc dung chung candesartan va lithi lam ting ndng d6 va doc tinh caa lithi do d6 phai
theo ddi chat ché nbng do lithi trong mau.

Aliskiren: Dung ddng thoi véi candesartan c6 thé gay ha huyet ap, tang kali huyét, anh huéng
dén chirc nang than. Khong dung phéi hop candesartan va cac thubc chira aliskiren ¢ bénh nhan
dai thao duong. Tranh ding chung candesartan va céc thudc chira aliskiren cho bénh nhéan suy
than (GFR < 60 ml/ phat).

Tré em: Chua c6 nghién ctru twong tac thudc trén tré em.

8. TAC DUNG KHONG MONG MUON

Piéu tri ting huyét ap: ADR thuong nhe, nhat thoi va twong dwong v6i nhom chimg (dung gia

dugc). Tan suat ADR khong lién quan dén tudi va liéu. Ty 18 phai ngimg thubc (3,1%) twong tur

nhu nhom dl‘mg gia duoc (3,2%).

Thuong gap, 1/100 < ADR < 1/10

Nhlem trung: Nhiém tring duong ho hap.

Than kinh: Chong mit, nhire dau.

Rdt hiém gap, ADR < 1/10.000

Méu: Giam bach cau, giam bach cau da nhan, méat bach cau hat.

Chuyen hoa: Tang kali huyét, giam natri huyét.

H6 hap: Ho.

Tiéu hoa: Bu6n non.

Gan mat: Tang enzym gan, chirc ning gan bat thuong hoic viém gan.

Da: Phu mach, phat ban, mén ngua.

Co xuong: Pau co, khdp, dau lung. )

Than: Suy than: ting creatinin, ting uré huyét, ha huyét ap, phit mach.

Tré em.

Cac tac dung khéng mong mudn va mac do nghiém trong nhu ngudi lon, nhung tan suét gip

phai cao hon so v6i nguoi 16n, déc biét ¢ nhitng tac dung khong mong mubn sau:

- Pau dau, chéng mit, ho va nhidm trang duong hd hap rat thuong gap (ADR > 1/10).

- Phat ban thuong gap (1/100 < ADR < 1/10).

- Tang kali huyét, giam natri huyét, va chirc ning gan bat thuong it gap (1/1.000 < ADR <
1/100).

- Loan nhip xoang, viém hau hong va sét thuong gap (1/00 < ADR < 1/10) & tré em, nhung
khong thay bdo c4o ¢ nguoi 16n. Tuy nhién nhiing triéu ching trén chi tam thoi va thuong
gap ¢ trée em.

Tinh an toan cua candesartan cilexetil ¢ tré¢ em va nguoi 16n khac nhau khong c6 y nghia.

Piéu tri suy tim: Liéu ding toi 32 mg/ ngay.

Thuong gap, 1/100 < ADR < 1/10

Chuyén hoa: Tang kali huyét.

Mach mau: Ha huyét ap.

Thén: Suy thén: tang creatinin, tang uré huyét, ha huyét 4p, phtit mach.
Rat hiém gap, ADR < 1/10.000

Mau: Giam bach cau, giam bach ciu da nhan, mét bach cau hat.

Than kinh: Chéng mit, nhtrc dau.

Ho hép: Ho. )

Chuyén hoa: Giam natri huyét.
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Tiéu hoa: Budn non.

Gan mat: Tang enzym gan, chirc ning gan bat thuong hoic viém gan.

Da: Phu mach, phat ban, may day, ngtra ngay.

Co xuong: Pau co, khép, dau lung.

Hudng dan cach xir tri ADR

Déi voi diéu tri tang huyét ap, cac ADR thudng nhe, tu hét. Néu phu mach ning gy can tré
dudng ho hap, can dung adrenalin, corticosteroid, khang histamin...

Dbi voi didu tri suy tim, can ngimg thudc.

Ha huyét 4p: can truyén dich.

9. QUA LIEU VA CACH XU TRI

Dir liéu vé qua lidu & nguoi con han ché. Biéu hién vé qua liéu hay gip nhat 1a ha huyét ap va
nhip tim nhanh; Ciing c6 thé gip nhip tim cham do kich thich than kinh phé vi.

Loai bo thuoc o duong tiéu hoa: Cén nhic dung than hoat tinh. Néu xay ra tridu chig ha huyét
ap, phai tién hanh cac bién phap diéu tri hd trg nhu truyén natri clorid 0 ,9%, 10-20 ml/ kg,
dung dopamin, epinephrin. Gidam sat bénh nhan: Giam sat cac dau hiéu song, chtic ning than,
enzym gan.

Tham tach mau khong thai loai duoc candesartan do thudc lién két nhiéu véi protein huyét
tuong (> 90%).

10. CAC DAU HIEU CAN LUU Y VA KHUYEN CAO: Khdng dung qua liéu chi dinh.
11. TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT

Sdn xudat tai:

DAVIPHARM

CONG TY CO PHAN DUQC PHAM PAT VI PHU

(DAVIPHARM)

L6 M7A, Puong D17, Khu Cong nghiép My Phudc 1, Phudong Théi Hoa, Thi xa Bén Céat, Tinh
Binh Duong, Viét Nam

Tel: 0274.3567.687 Fax: 0274.3567.688

12. NGAY XEM XET SUA POI, CAP NHAT LAl NOI DUNG HUONG DAN SU DUNG
THUOC: 26/03/2019

Tén san pham: GUARENTE-8

M4 sb toa: 0390.T1
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Kiém soat stra doi: | - Chuyén tén cty sang c6 phan theo cong van so 21533/QLD-bBK
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Nhan vién thiét ké:
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