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M&u nhan hap 03 v : Misenbo 125
Kich thudc 97 x 44 x 20 mm
Mau sic : nhu miu
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MZu nhan hop 10 v : Misenbo 125
Kich thudc 197 x 44 x 55 mm
Mau séic : nhu méu
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Mau nhan vi 10 vien : MISENBO 125
Kich thudc 192 X 40 mm
Mau séc : nhu mau
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140 x 200 mm

Hudng dén sl dung thuéc

Boc ki hwéng din ste dung trude khi diing

RX Thudc bdn theo don

Misenbo 125

Vién nén dai bao phim

Thanh phén

- Hogt chél: Bosentan monohydrat 129,08 mg (tuong dudng 125
mg Bosentan).

- Téduge:Tinh bdtngd, Prejel PAS, Natri starch glycolat, Kollidon
K30, Magnesi stearal, Acid stearic, HPMC 606, HPMG 615,
PEG 8000, Titan dioxid, Oxid s&t vang, Oxid sit ad

Duge lye hoce
Endothelin - 1 (ET - 1) 14 mdt hormon thén kinh tée dung bdi sy
gén kétvéitny thé ET, va ET, & ndimé va cotron mach, Néng db
ET -1 téng Ién trong huyét tuang va mé phéi clia bénh nhan
tang huy#t dp d¢ng mach phéi, ggi y vé vaitrd gay bénh cda ET -
1. Bosentan 12 mdt thudc d6i kndng dac higu va canh tranh dcde
thy thé cla endothelin tuyp ET, v& ET,. Bosentan cé 4i liic hai
cao hon ddi véi thy th& ET, so véithu thé ET,.

Dufge ddng hoc
U ngudi khde manh, sau khi udng, ndng d6 trang huyét tuang 14
da clia Bosentan dat dugc trong vang 3 — 5 gidf va thdi gian bén
thdikhodng 5 gid. it di liéu trén bé&nh nhan chathdy sy luu lai clia
Bosentan trong co thé bénh nhan tang huy&t 4p dong mach phéi
I6n han khoding 2 I4n so vdi ngudi Idn khde manh,

- Hép thu: Sinh khd dung tuy&t ddi cla Bosentan & ngudi tinh
nguyén binh thudng khodng 50% va khéng bi &nh hudng bdi
thic &n. Ndng a4 dinh trong huy#t tuang dat dugc trong khodng
3-5gidsau khiudng 1 liéu,

- Phén b6: Thé tich phan bd khodng 18 Iit. Bosentan gén k&t &
mic cao (> 98%) vdi protein huyét tuong, chl y&u véi albumin.
Bosentan khéng tham nhap vao hdng cdu.

- Chuyén héa: Bosentan dugc chuyén hda & gan. Bosentan c6 3

chét chuyén héa, mét chat cé hoat tinh dugc Iy va ¢6 th€ déng
gdp 10— 20% vao tc dyng cla Bosentan. Bosentan la chit gay
cAm ung enzym CYP2C9vACYP3A4 vAacdthécd CYP2C18,

| - Thai trr: Sy thanh thdi toan phdn sau 1 lidu liém tinh mach

khodng 4 li/gié & baénh nhan cd tang huyét d4p déng mach phéi,
Khiuéng thudic nhiéu lidu, néng dd trong huyé! tuong & ngudi Idn
khde manh gidm dén dén 50 - 65% néng 46 nhén th&y sau khi
dung lidu don, cé thé do tic dyng ty cdm Ung cla cac enzym
chuyén héa § gan. Trang thdi én dinh dat duge trong vong 3 -5
ngay. Bosentan duge thai ind do sif bai tiét trong mat sau khi
dugc chuyén hda d gan. Dudi 3% cla métlidu ubng duge bai tisl
trong nudc tiéu, Théi gian béan thai khodng s gid.

Chidinh
Bidu trj tang huyét &p ddng mach phdi {Nhém | T8 chuc y 1€ thé
gidi) & bénh nhan ¢ céc triéu ching nhém |1l ho&c IV T8 chde y
t& thé gidi, d& cai thién kha nang luyén tap va lam gidm tj 18
truéing hgp x&u vé 1am sang.

Liéulugng va cdch diing
Liéu lugng:

- Bénh nhan trén 12 tudi: Bat ddu didu trj vdi lidu 62,5 mg x 2
IAn/ngay trong 4 tudn. Sau dé tang 1&n dén liéu duy trl 125 mgx 2
1&n/ngay. Ngudi cé thé trong thap (< 40 ka), liéu khdi ddu va liu
duy tril& 62,5 mg % 2 I4n/ngay.

- Trdem:Liéukhuyén cdochotrd em 1thang tudi-121uéi.

+10 - 20 kg: khdi ddu 31,25 mgdn/ngay, sau 4 tudn ting dén
ligu duy1r1 31,25 mg x 2 l4n/ngay.

+ 20 ~ 40 kg: khdi ddu 31,25 mg x 2 I8n/ngay, sau 4 tudn tng
dén lidu duy tri62,5 mg x 2 14n/ngay.

+Trén 40 kg: khdi ddu 62,5 mg x 2 14n/ngay, sau 4 tudn ting dén
lifu duy tri 125 mg x 2 |4n/ngay.

- Bénhnhan suy thdn:khong cdn diéu chinh ligu.

Céchdiing
Phai uing vién vao bubi sang va budi chiéu, ciing hoac khéng
clng vai thic an.

Chéng chidinh

- MAn cdm vdi Bosentan hay bdtky thanh phdn nao clathudc.

- Phyniicdthai.

- Dung ddng théi vdi cyclosporin A (gay tang rd rét néng dd huyét
tugng cha Bosentan), glyburic (t4ng nguy cd tang cdc enzym
gan).

Suy gan vifa hoic n@ng, bénh nhan cé aminotransferase cao (>
3xULN)

Tacdyng phy

- Téc dyng phy dugc bao cdo bao gém nhuc ddu, viem mai —
hang, dd bing mit, phi) né, ha huyét 4p, chéng mél, ddnh tréng
nguc, rdi logn tiéu hda, ngua, phat ban, mé&t mdi, chuft rit, thidu
méu.

- Séc phan vé va phl mach hiém khi dugc bao céo.

- Tang enzym gan phy thudc lidu cé thé xay ra, bat thulgng chiic
nang gan, xd gan vé suy gan da dugc bdo cdo.

- Bosentan gay qudi thal & ddng vat.

Thintrong

- Khéng dugc bl d&u didu tr vdi Bosentan néu huyét dp tm thu
dudi 85 mmHg.

- Bosentan chdng chl dinh véi nhilng bénh nhan suy gan via va
n&ng. Ndng dé aminotransferase gan nén duge do trude khi bt
ddu didu tr, 1 14n/thang trong qua trinh didu trj va 2 tudn sau khi
tang ligu.
+Khodng nén bAt d4u diéu trj véi Bosenlan d nhing bé&nh nhan cé
néng A% aminotransferase cao g4p 3 1&n gidi han trén.

+ Néu ndng d& aminotransferase cao gép 3 - 5 l4n trong qué
trink didu tri, nén ngung s dung Bosentan hay gidm liéu va theo
déi néng a8 aminotransferase mdi 2 tudn. NEuU muc
aminotransierase trél vé tn 56 trude didu tr, cd thé tidp tyc lidu
phép digu Iri hay bat ddu lai, nhung ndng d6 aminotranslerase
nén dugc kiém tra sau 3 ngay, sau 2 tudn vamdithang.

+ Néu ndng d& aminotransferase tAng g&p 5 - 8 14n, nén ngung
ding Bosentan va theo ddi néng dd aminotransferase mdi 2
tuin. Khi cdc muc aminotransterase trd vé tri s6 trude didu trj,
xem xétvige didu tr trd lai.

+ Néu néng dé tang hon 8 14n hay ¢4 nhing tridu ching clla déc
gan hay tang bilirubin toan phdn cao gép 2 14n, ngung didu irj va
khang xem xél vide didu tri ird lai vdi Bosentan.

- Cé4n theo ddi néng d6 hemoglobin sau 1 va 3 thang didu tri va
sau dd cd 3 thang mdt idn trong sufit qud trinh diéu trj. NEu gidm
rd rél néng 46 hemoglobin, cAn danh gia thém dé xac dinh
nguyén nhan va nhu cdu vé trjlidu dac hidu.

- Khong nén dung Bosentan & nhiing b&nh nhan ha huyétap. Mac
di khéng c6 bang ching vé sy héi ing cép tinh sau khi ngung
Bosentan, 6€ trdnh kha nang x4u di v& 1Am sang, nén giim lidu
.

- Né&u céc ddu higu cOa phi phdi xay ra khi ding Bosentan, c4n
xem xét khad nang cd bénh tic finh mach phdi két hap vé phai
ngung diing Bosentan.

Dé thuéc xa tim tay cla tré em
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140 x 200 mm

Huéng dén sif dung thudc

Boc k§ hwéng din sir dung trude khi dung

- Than trong lya chon lifu A8i vdi benh nhan cao tudi, xét dén tan

s& cao gidm chuc nang gan, than hodc tim, cdc bénh méc déng
thdi hoac didu trj véi cde thudc khéc.

- Bosentan va nhiing thudc d8i khdng thy thé endothelin gay quéi
\hai & chubt va khdng nén diing cho phy nii mang thai hay phy n
c6 kha nang sinh d& nhung khdng s dyng phuang phap trénh
thai tin cay; c4c bién phap trénh thai ndi tiét 16 cd thé khong ddy
ab.

Tudng tdc thudc

fl - Cyclosporin A: ndng d& Bosentan trong huyét tuang téng trong

khi néng a6 cyclosporin gidm, vi vay chéng chl dinh khi ding
déng thdi Bosentan va cyclosporin A.

- Tacrollmus: ding déng thdi Bosentan va tacrolimus trén ddng
vat1am 1&ng rd rét néng d6 huyéttuong cla Bosentan. Cén phai
than trong néu ding déng thdi.

- Glyburid:tang nguy cd tang aminotransierase gan & bénh nhan
ding déng thdi Bosentan véi glyburid. Chdng chl dinh ding ket
nop va xem xét ding céc thubc ha duding huyét khac. Vige ding
déng thai 1am gidm néng d6 huyét tudng Bosentan, glyburid
cling nhy cac thudc ha duding huy&t ubng khac duge chuyén hoa
chll yéu bdi CYP2C9 hosc CYP3A4. Cén phéi xem xét kha néng
gidm sy kiém sodt dudng huy&t & bénh nhéan dung céc thudc
nay.

- Thuéc khéng ndm azol 1am tang néng & huyét tuong cla
Bosentan. Khang c4n phai diéu chinh liéu Bosentan nhung phai
xenmi xétkha néng tang tac dung cla Bosentan.

. Simvastatin va céc statin khdc: diing déng thdilam giam néng
d6 huyét tuong cOa simvastatin va céc statin khéc duge chuyén
héa bdi CYP3A4. Cén xem xél khd nang gidm hiéu lyc cla
statin, theo dbi néng a¢ cholesterol huyét sau khi bét déu ding
Bosentan va diéu chinh liéu statin néu cén thiél.

- Warfarin: dung déng thdi 1am gidm ndng d6 huyét tudng cla
wartarin, Kinh nghiém 1&m sang khong cho théy thay ddi c6 lién
quan vé 1am sang & INR hodc liéu warlarin. Viwarfarin ¢ chl s@
diéu tri hep, cAn theo ddi nhiing théng s§ dang mau va chinh liu
warltarin néucédn,

- Digoxin, nimodipin v losartan: Bosentan khang o6 ligng tac
duge ddng hoc co y nghia vdi digoxin va nimodipin; losarian
khdng cé tac dyng cé ¥ nghla trén néng dé huyé&t tuong cla
Bosentan.

- Slidenafll: ding d6ng thdi 1am gidm néng dé huyét tudng cla
sildenafil va tang ndng a0 huyét tuang clia Bosentan. Can than
trong khi ding k&t hop, theo ddi nhiing phén tng 1am sang vatde
dung phu, chinh liéu n&u cAnthiét.

- Rifampicin: ding déng thi lam 1&ng néng 46 day claBosentan
sau liéu diing déng thdi d4u tign nhung lam gidm ndng dd
Bosentan & trang thai 8n dinh. Theo ddi chic nang gan hang
tuéin trong 4 tudn ddu tién, sau d6 hang thang.

. Céc thubc trénh thal hormon: mét nghi&n clu vé tuong tac da
ching minh réng viéc ding déng thdi Bosentan vdi thudc tréanh
thai hormon u6ng gy gidm trung binh néng d¢ norethindron va
ethiny! estradiol luong tng 14% va 31%. Tuy nhién, mc gidm
phai nhim tuong Ung la 56% va 66%. Vi vay, céc thudc tranh
thai horman bao gém céc dang thudc udng, tigm, quachan biva
cély dudi da co thé khong chdc chan khi ding chung véi
Bosentan. Phu nif ¢én ap dyng céc phuang phép tranh thai bd
sung khi ding Bosentan.

- Lopinavir/ Ritonavir hay phic d6 diéu tej HIV cé Ritonavir
khéc: dil ligu invitro cho théy Bosentan & chét nén cla protein
van chuyé&n anion hilu ¢g (Organic Anion Transport Protein -

OATP), CYP3A, CYP2CS. Ritonavir e ch& OATP va CYP3A.
Tuy nhién, lac ddng cda ritonavir trén duge dong hoc Bosentan
phén 16n do &nh hudng clia né trén OATP. Trén nhiing tinh
nguyén vién binh thuding, dung déng thdi Bosentan 125 mg x 2
\in/ngay véi lopinavir 400 mg/ ritonavir 100 mg x 2 1&n/ngay lam
ting néng A8 ddy clia Bosentan vao ngay thif 4 va thu 10 tuong
dng khodng 48 14n va 5 I&n so vdi nhiing ngudi chl ding
Bosentan. Vivay, c4n didu chinh liéu Bosentan khi bt ddu ding
lopinavir/ ritonavir. Chl dinh déng thai Bosentan 125 mg x 2
|&ning4y khong cé tdc ddng déng ké trén duge déng hoc cla
lopinavir 400 mg/ ritonavir 100 mg x 2 1dn/ngay.

Quad liuva cdch xitri

Tac dyng khdng mong mudn thutng gap nhat 1a nhic dau nhe
dén vira, ndn, budn ndn, chdng mat, mé mét, 1ang nhip tim. Qua
liéu 1én c6 thé dAn dén ha huydt dp rd rét c&n sy hé trg tim mach
tich eye.

Khéng cé kinh nghiém riéng bigt vé qué liu Bosentan.

Siidyng cho phy nd mang thal va chocon bi

Phy ni? mang thal: Bosentan c6 thé gay ddc hai cho thai, vivay
chéng chi dinh déi vdi thai ky. Phai logi trdi thai nghén trudc khi
bt dAu digu tr vdi Bosentan, sau d6 dy phang bang bién phap
tranh thai chic chan. Chi bt ddu didu 1ri vdi Bosentan d phy nif
¢6 kha nang mang thai sau m&t xét nghiém thai nghén am tinh va
chl & phu n 4p dung phucng phép lrédnh thai ady dd ngodi thute
tranh thai ndi tiél t8, bao gém thudc trdnh thai udng, tiém qua
chan bi hoac cdy dudi da, Cc xét nghiém thai nghén nudc tidu
hesc huyét thanh tigp theo phai duge thyc hign hang thang & phy
nid ¢é kha ning mang thai dang Bosentan.

Théi ky cho con bu: khang bigt thudic c6 bai tiét trong siia hay
khéng. Vi nhiéu thuic duge bai tiét trong stia ngudi, khdng nén
chocon bu trong thi gian dung thudc.

Tic @§ng cla thuc khl van hanh thu xe, mdy méc

Vitac dung phu cla thudc cé thé gay nhuc ddu, chéng mét nén
than trong khildixe va van hanh méay moc.

Trinh bay

Hap 01 vIx 10 vién nén dai bao phim. VIibam Al-PVCirong.
Hop 03 vix 10vién nén dai bao phim. V1b&m Al-PVC trong.
Hop 10vix 10 viénnén déi bao phim. Vib&m Al- PVC trong.

Baoquan: Nai khé, dudi 30°C.
Tiduchudn: Tiéuchudn casd.

Han ding: 36 thang k& i ngay sén xudt.
Luuy

Thuéc nay chi diing theo dan ciia bac sT

Khéng ding thudc qud ll§uchidinh.

Khéng ding thudc qua han ding ghi trén bao bl.

Théng bdo cho bac si nhifng tdc dyng khéng mong muén
gép phéi khi sirdyng thudc.

N&ucédnthém thang tin xin hdi ¥ kién bac si.
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