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Canabosen 125 mg

CAC DAU HIEU LUU Y VA KHUYEN CAO KHI DUNG THUOC
Dé xa tam tay tré em
Doc ky huéng dan sir dung trude khi dimg

THANH PHAN CONG THU'C THUOC
Thanh phin hoat chét:
- Canabosen 62.5 mg: Mbi vién nén bao phim chira 62.5 mg Bosentan duéi dang Bosentan monohydrate.
- Canabosen 125 mg: Mdi vién nén bao phim chira 125 mg Bosentan dudi dang Bosentan monohydrate.
Thanh phan ta dwoc: Pregelatinized Starch 1500, Povidone, Sodium Starch Glycolate Type A,
Magnesium Stearate, Opadry Orange 03K93638 (Hydroxypropyl mecthylcellulose, Iron oxide red
(E172, CI number 77491), Iron oxide yellow (E172, CI number 77492), Titanium dioxide (E171, CI
number 77891), Triacetin.)

DANG BAO CHE:
Vién nén bao phim
M5 ta dang bao ché

- Canabosen 62.5 mg: Vién nén bao phim hinh tron mau cam nhat, khic chit “B” trén mot mit va sb
“62.5” & mat con lai.

- Canabosen 125 mg: Vién nén bao phim hinh oval mau cam nhat, khéc chit “B” trén mot mat va s “125”
& mat con lai.

CHI PINH

Bosentan 1a thudc déi khang thu thé endothelin. Thudc hoat dong béng cach ngan chan cac hoat dong
ctia endothelin, mot chét tw nhién lam cho mach mau bi thu hep va ngin chin luu lwong mau & nhing
ngudi ¢6 ép luc ddng mach phdi tang (PAII).

Bosentan dugc st dung dé didu tri ting ap luc dong mach phéi (PAH) 1 bénh hep mach méau nghiém
trong & phdi din dén huyét 4p cao trong cac mach mau (d6ng mach phéi) mang mau tir tim dén phdi.
Ap luc nay 1am giam lwong oxy c6 thé di vao mau trong phdi, 1am cho hoat dong thé chét khé hon.
Bosentan gitip m& rong céc dong mach phbi, giup tim bom mau dé dang hon, diéu nay lam giam huyét
ap va giam cac triéu chung.

Bosentan duoc str dung dé diéu tri tang ap luc dong mach phdi (nhém I-WHO) & bénh nhén ting ép luc
dong mach phéi dai dang theo phan d6 III-IV cia WHO, hodc ting ap luc dong mach phéi thir phét xo
cting bi hodc bénh tim bém sinh, hodc vi rit suy giam mién dich & nhitng bénh nhan khong dap ung day
du vdi céc ligu phap thong thuong.
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CACH DUNG, LIEU DUNG

Litu ding

Nguwoi lon

Piéu tri bang Bosentan nén bét diu v6i lidu 62,5 mg hai 1An mdi ngdy trong 4 tudn va sau d6 tang liéu
duy tri 125 mg hai 14n / ngay.

Tré em

Bosentan khi sir dung & tré em ¢6 PAII tir 1 tubi trr 1én, lidu khoi dau va duy tri khuyén caola2 mg/
kg vao budi sang va budi tbi.

J tré so sinh bi tang 4p luc dong mach phdi dai déng (PPHN), loi ich ctia bontentan dé khong duoc thé
hién trong phuong phap diéu tri chudn. Khong c6 khuyén cdo vé mdt lidu luong c6 thé duge thuc hién.
It ¢6 kinh nghiém v¢ vi¢e ngimg sir dung Bosentan dot ngdt & bénh nhan PAH. Khong co bang chimg
cho sur hdi phuc cap tinh da duoc quan sat. Tuy nhién, dé tranh xay ra su suy glam lam sang co6 hai do
thc dong phuc hdi tidm nang, nén giam liéu dén dan (giam mot nia lidu tr 3 dén 7 ngay). Tang cuong
giam sat duge khuyén cdo trong thoi gian ngung st dung thude. Néu quyet dinh thu hoi Bosentan dugc
thue hién, cin duoc thuc hién dan dan trong khi mot li¢u phép thay thé duge dua ra.

Trwong hop dic biét

Suy gan

Bosentan chdng chi dinh & nhitng bénh nhan ¢6 rdi loan chic ning gan tir trung binh dén ning.

Khéng can diéu chinh liéu & nhitng bénh nhén suy gan nhe (vi du, Child-Pugh class A)

Suy thdn

Khong can diéu chinh liéu & bénh nhan suy thén.

Nguwoi cao tudi

Khéng can diéu chinh lidu & bénh nhan trén 65 tudi.

Cach dung

Udng mot vién vao budi sang va mot vién vao bubi 181, ubng cing hodc khong ciing véi thire an.

CHONG CHI PINH
Khéng dugc st dung bosentan néu:
e Min cam véi hoat chit bosentan hodc bit cit thanh phﬁn ta duoc nao clia thude.
e Bénh nhan suy gan trung binh dén ning, vi du: child-pugh B hoic C.
e Chi s6 men gan aminotransferase nhu AST v&/ hodc ALT cao gip 3 14n mitc gigi han trén cta
chi s& binh thudng.
e Sirdung dong thoi véi ciclosporin A.
e Phu nif c6 thai.
e Phu nit ¢d kha ndng mang thai ma khdng st dung bién phap tranh thai c¢6 higu qua.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Khéng dwoc bit dau didu tr voi Bosentan néu huyét 4p tam thu duéi 85 mmHg.

Bosentan chéng chi dinh véi nhitng bénh nhan suy gan vira va ning. Nong d¢ aminotransferase gan nén
duge do trude khi bat dau diéu tri, 1 lan/ thang trong qua trinh diéu trj va 2 tudn sau khi ting licu.
+ Khdng nén bét dau diéu tri véi Bosentan & nhitng bénh nhan ¢é néng d6 aminotransferase cao gép 3
lan gi6i han trén.

+ Néu ndng do aminotransferase cao gép 3-5 1an trong qua trinh diéu tri, nén ngung sir dung Bosentan
hay giam liéu va theo di ndng d¢ aminotransferase mdi 2 tudn. Néu murc aminotransferase tras vé tri sb
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trude didu tri, c6 thé tiép tuc lidu phap didu tri hay bit dAu lai, nhung ndng do aminotransferase nén
dugc kiém tra sau 3 ngay, sau 2 tuén va mdi théng.

+ Néu ndéng do aminotransferase tang gp 5 - 8 14n, nén ngung dung Bosentan va theo d&i nong do
aminotransferase mdi 2 tudn. khi cdc mic aminotransferase trd vé tri s trude diéu tri, xem xét viée didu
tri trd lai.

+ Néu ndng d6 ting hon 8 1an hay c6 nhiing tri¢u chitng ctia doc gan hay téng bilirubin toan phén cao
glp 2 1an, ngung diéu tri va khong xem xét viéc didu tri tr¢ lai Bosentan.

Can theo d6i ndng do Hemoglobin sau 1 va 3 thang diéu tri sau d6 ¢t 3 thang mot 1an trong subt qua
trinh diéu tri. Néu giam 5 rét ndng d6 hemoglobin, cin danh gi4 thém dé xac dinh nguyén nhan va nhu
céu vé trj lidu dac hiéu.

Khéng nén dung Bosentan & nhitng bénh nhén ha huyét ap. Mic du khong c¢6 bing chimg vé phan ting
ddi nguoc cp tinh sau khi ngung Bosentan, dé tranh tinh trang x4u di vé 1am sang, nén giam liéu tir tir.
Néu cac d4u hi¢u ctia phi phdi xay ra khi ding Bosentan, cAn xem xét kha ning c6 bénh téc tinh mach
phdi két hop va phai ngung dung bosentan.

Thén trong lua chon lidu ddi voi bénh nhin cao tuéi, xét dén tAn sb cao vé giam churc ning gan, than
hodc tim, céc bénh méc ddng thoi hodc diéu tri vdi cac thude khac.

Bosentan va nhitng thudc dbi khang thu thé Endothelin gy quai thai & chudt va khong nén ding cho
phu nit mang thai hay phu nit ¢ kha néang sinh dé ma khong st dung phuong phap tranh thai chic chin.
Céc bién phép tranh thai noi tiét co thé khong day du.

SU DUNG THUOC CHO PHU NU CO THAI VA CHO CON BU

Phu nir mang thai: Bosentan ¢6 thé gy ddc hai cho thai, vi viy chéng chi dinh dbi v6i thai ky. Phai
loai trir ¢6 thai truée khi bat dau didu tri véi Bosentan, sau d6 du phong bang bién phép tranh thai chéc
chin. chi bt d¢au diéu tri Bosentan & phu nit ¢6 kha ning mang thai sau mot xét nghiém thai nghén 4m
tinh va chi & phu nit 4p dung phuong phép tranh thai ddy da ngoai thubc tranh thai noi tiét td.

Thi ky cho con bu: khong biét lidu thude c6 bai tiét trong sita hay khong. Vi nhidu thube duoc bai tiét
véo sira me, khong nén cho con bu trong thoi gian dung thude.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC

Bosentan c6 thé c6 anh huong nhoé hoic trung binh trén kha ning didu khién tau xc va vén hanh may
moc.

Bosentan c6 thé gdy chong mit va budn ng va do d6 ¢6 thé anh huémg dén kha nang diéu khién thu xe
va van hanh may méc. Bénh nhdn dugc khuyén khong nén 14i xe, vin hanh may modc phtrc tap hodc
tham gia c4c hoat déng nguy hiém khac cho dén khi biét dwoc thube ndy c6 anh huéng dén kha ning
thuc hién céc hoat dong nay cta ho hay khong.

TUONG TAC, TUONG KY CUA THUOC

Cytochrom P450: Bosentan dugc chuyén héa béi CYP2C9 va CYP3A. Ding ddng thdi chét e ché
CYP2C9 ((fluconazol hodic amiodaron) va chat e ché manh CYP3A (ketoconazol, itraconazol) hoic
chit e ché trung binh CYP3A (amprenavir, erythromycin, fluconazol, diltiazem) v6i Bosentan c6 thé
lam gia tang ndng dd Bosentan trong huyét tvong. Khéng khuyén cdo phéi hop ciing mét chat we ché
CYP2C9 va mdt chidt wc ché CYP3A manh hodc trung binh v6i  Bosentan.
Bosentan la mot chit cam tng CYP3A va CYP2C9. Do do néng do trong huyét tuong cia thude duge

v

1A
JHI

i



https://nhathuocngocanh.com/

chuyén hoa béi hai isozym nay s& gidm khi dung cting v6i Bosentan. Bosentan khong ¢6 tac dung tre
ché bét ky Isozym CYP invitro (CYP1A2, CYP2C1, CYP2C19, CYP2DS6, CYP3A). Do do, Bosentan
khong lam ting néng do trong huyét tuong cua cac thube chuyén héa bdi cdc enzym nay.
Cyclosporin A: ndng d Bosentan trong huyét twong ting trong khi ndng dé Cyclosporin giam, vi vay
chdng chi dinh khi dung ddng thoi Bosentan va Cyclosporin A.

Tacrolimus: diing ddng thoi Bosentan va tacrolimus trén dong vat lam ting rd rét ndng do huyét twong
ctia Bosentan. Cén phai than trong néu ding dong thoi.

Glyburid: ting nguy co ting aminotransferase gan & bénh nhan dung ddng thdi bosentan véi Glyburid.
Chéng chi dinh dang két hop va xem xét dung céc thude ha dudng huyét khac. Viée dung déng thoi lam
giam ndng do huyét twong ciia Bosentan, glyburid cfing nhu céc thude ha duomg huyét ubng khéc duge
chuyén hoa chit yéu boi CYP2C9 hosic CYP3A4. Can phai xem xét kha ning sw kiém sodt dudmg huyét
& bénh nhan dung cac thudc nay.

Kotoconazol: 1am ting ndng d¢ huyét tuong ciia Bosentan. Khong can phéi diéu chinh lidu Bosentan
nhung phai xem x¢t kha nang tang tic dung cta Bosentan.

Simvastin va cdc statin khdc: ding dong thoi lam giam ndng 6 huyét twong cua simvastatin va cic
statin khac dugc chuyén hoa CYP3A4. Can xem xét kha nang giam hiéu lyuc cia statin, theo ddi ndng
dd Cholesterol huyét sau khi bt ddu dung Bosentan va didu chinh lidu statin néu cin thiét.
Warfarin: ding dong thoi lam giam ndng d6 huyét twong cua warfarin. Kinh nghiém 1am sang khong
cho thiy thay d6i c6 lién quan vé 1am sang & INR hogc lidu warfarin. Vi warfarin 6 chi s diéu tri hep,
cdn theo ddi nhiing thong sb dong méau va chinh liéu warfarin néu cén.
Digoxin, nimodipin va losartan: Bosentan khéng cé tuong tac duge dong hoc cé ¥ nghia digoxin va
nimodipin; losartan khong c6 tic dung c¢6 y nghia trén ndng dd huyét tuong cta Bosentan.
Sildenafil: dung ddng thoi lam gidm ndng d6 huyét tuong cua sidenafil va ting ndng d6 huyét tvong
ctia Bosentan. Can thn trong khi ding két hop, theo doi nhitng phan tmg 1am sang va téc dung phu,
chinh lidu néu can thiét.

Rifampicin: ding ddng thoi lam ting ndng d6 cia Bosentan sau lidu dung ddng thoi du tién nhung 1am
giam ndng d6 Bosentan & trang thai én dinh. Theo di chire ning gan hang tudn trong 4 tuin dau tién,
sau d6 hang thang.

Cac thudc tranh thai hormon: mot nghién ctru v& twong tac di chimg minh ring viéc ding dong thoi
Bosentan véi thudc tranh thai hormon udng gy giam trung binh néng dd Norethindron va ethinyl
estradiol twong tmg 14% va 31%. Tuy nhién, mic giam phoi nhiém tuong tmg 14 56% va 66%. vi viy,
cac thude tranh thai hormon bao gdm céc dang thudc uéng, tiém, chan bi va cdy dudi da ¢6 thé khong
chic chin khi ding chung voi bosentan.

Lopinavir/ Ritonavir hay phat do didu tri HIV c6 Ritonavir khac: dit liéu Javitro cho thdy Bosentan 1a
chit nén cta protein van chuyén anion hitu co (Organic Anion Transport Protein - OATP), CYP3A,
CYP2C9. Ritonavir trc ché OATP va CYP3A. Tuy nhién, tdc ddng cua ritonavir trén duoc dong hoc
bosentan phan 16n do anh huéng ctia né trén OATP. Trén nhing tinh nguyén vién binh thuomg, ding
dong thoi Bosentan 125mg/2 1an/ngay v6i lopinavir 400 mg/ ritonavir 100 mg x 2 lan/ngay lam ting
ndng d déy ciia bosentan vao ngay tha 4 va thi 10 twong tng khoang 48 14n va 5 14n so voi nhitng
ngudi chi ding Bosentan. Vi vdy, cin diéu chinh lidu Bosentan khi bit ddu dung Lopinavir/ritonavir.
Chi dinh ddng thoi Bosentan 125 mg/2 1an/ngay khong c6 téc dong dang k& trén duoc dong hoc cla
lopinavir 400 mg/ritonavir 100 mg x 2 14n/ ngay.

Twong ky:
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Do khéng ¢6 nghién ciru vé tuong ky ctia thude, khong tron 1an thubc nay véi thude khac.

TAC DUNG KHONG MONG MUON CUA THUOC

Tac dung khéng mong mudn duoc béo cdo bao gém nhtrc dau, viém mili - hong, do bimg mit, phi né,
ha huyét ap, chong mat, danh tréng nguc, rdi loan tiéu hoa, nglra, phat ban, mét moi, chudt rut, thiéu
mau.

Séc phan vé va phi mach hiém khi duoc bao cdo.

Tang enzym gan phu thudc lidu c6 thé xay ra, bit thuomg chitc nang gan, xo gan va suy gan dé duge
b4o céo.

Bosentan gay thai quai & dong vat.

QUA LIEU VA CACH XU TRi

Tac dung khéng mong mubn thudng gap nhét 1a nhtic ddu nhe dén vira, non, budn ndn, chong mit, me
mit, tang nhip tim. Qu4 lidu 16n c6 thé din dén ha huyét 4p 15 rét can sw hd tro tim mach tich cye.
Khéng c6 kinh nghiém riéng biét vé qua liéu Bosentan.

PAC TINH DUQC LUC HQC

Nhom dwege [y: Nhom thudc ha huyét ap khéc, thubc didu trj tang ap luc dong mach phoi

Ma ATC: C02KX01

Endothelin — 1 (ET — 1) 1a mét hormon thén kinh téc dung bdi sy gin két voi thy thé ETA va ETB & noi
b va co tron mach. Nong d6 ET — 1 tang 1én trong huyét twong va md phdi ctia bénh nhén ting ap lye
ddng mach phdi, goi ¥ v& vai trd gay bénh ciia ET-1. Bosentan 1a mot thudc dbi khang dac hidu va canh
tranh & cac thu thé ctia endothelin tugp ETA va ETB. Bosentan ¢ 4i luc hoi cao hon dbi véi thu thé
ETA so véi thy thé ETB.

PAC TINH DUGC PONG HOC

G ngudi khoe manh, sau khi uéng, néng do trong huyét tuong doi da cua Bosentan dat dugc trong vong
3 - 5 gity va thoi gian ban thai khoang 5 gio. it dit lidu trén bénh nhén cho thay su hru lai ctia Bosentan
trong co thé bénh nhén tang 4p luc déng mach phdi 16n hon khoang 2 14n so v6i nguoi 16n khoe manh.
Hip thu: sinh kha dung tuyét dbi cia Bosentan & ngudi tinh nguy én binh thudng khoang 50% va khong
bi anh hudng boi thire an. Nong dd dinh trong huyét twong d6i dat duoe trong khoang 3-5 gitr sau khi
ubng 1 lidu.

Phén bé: thé tich phan bd khoang 18 lit. Bosentan gan két & mirc cao (>98%) v6i protein huyét trong,
cht1 yéu véi albumin. Bosentan khong thAm nhép vao hdng céu.

Chuy#én héa: Bosentan duoc chuyén hoa & gan. Bosentan ¢ 3 chit chuyén héa, mot chét ¢6 hoat tinh
duoc Iy va ¢6 thé dong gop 10-20% vao tac dung ctia Bosentan. Bosentan 14 chét gdy cam tng enzym
CYP2C9 va CYP3A4 va c6 thé ca CYP2C19.

Thai triv: dO thanh thai toan phan sau khi 1 lidu tiém tinh mach khoang 4 1it/gi¢ & bénh nhén c6 ap luc
dong mach phdi tang. Khi udng thude nhiéu lidu, ndng do trong huyét trong & ngudi 16n khoe manh
giam dan dén 50 -65 % ndng dd nhén thdy sau khi ding liéu don, c¢6 thé do tac dung tu cam tng cia
enzym chuyén héa & gan. Trang thai on dinh dat dugc trong vong 3 - 5 ngay. Bosentan dugc thai trix
do su bai tiét trong mét sau khi duoc chuyén hoa & gan. Duéi 3% ctia mét lidu udng duoc bai tiét trong
nude tiéu. Thoi gian ban thai khoang 5 gio.
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QUY CACH PONG GOI
Hop 04 vi x 15 vién nén bao phim. \
DIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUGNG CUA THUOC )" )
Pidu kién bao quan: Bao quan & nhiét do dudi 30°C. e //
Han dung: 36 thang ké tir ngay san xuét 7

Tiéu chuin chat lwgng: Tiéu chuin co sé

TEN, DIA CHI CUA CO SO SAN XUAT THUOC
Co 56 sin xuit

GENVION CORPORATION.

500 Camiel System Street

Winnipeg, Manitoba

Canada R2J 4K2

Co so dong goi

PCI PHARMA SERVICES CANADA INC.
1 Rimini Mcws

Mississauga, Ontario

L5N 4K1, Canada



