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MAu nhan hop 01 vi: Misenbo 125

Kich thudc 197 x44x 15 mm
Mau sédc : nhu méu
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M&u nhan hop 03 v : Misenbo 125
Kich thudc 197 x 44 x 20 mm
Mau séc : nhu méu

RX  hudc bén theo don
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O m—— Bosentan monohydrat
:""'_' tuong duong vdi Bosentan 125 mg
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Bossman monchydral .. ... 120,08 mg dimg, Tvag tic, Téc dyng phw, Thin Yong:
(hsong duong voi Bosentan ............... 125 mg) Xin doc hudng diln o2 dyng.
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MZu nhan hop 10 vi: Misenbo 125

Kich thudc 197 x 44 x 55 mm

Mau séc : nhu méu
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o S— Bosentan monohydrat
:= tuong duong véi Bosentan 125 mg
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~Misenbo 125 7

Thinh phéin
Bosentan monohydrat ........... 120,08 mg

Misenbo 125

Chl djnh, Chéng chl ajnh, Lifu ding,
Cdeh diing, Tuong téc, Tée dyng phy,
Thén trong: Xin doc hudng din st dung.

of XA TAMTAY TRE EM
poc k? HUONG DAW SU DYNG
TRUGC KHIDUNG!

Q
N

Bosentan monohydrate
equivalent to Bosentan 125 mg

10 Blisters x 10 Film-coated tableis

Composition

Bosentan monolwdrate .......... 120.08 mg
(equivalent to Bosentan.............. 125 mg)
EXCiplems .............ocvvinrenen q.e. 1 tablet
Store in a dry place, below 30°C.
Manutactures's speciication.

HASAN - DERMAPHARM JOINT VENTURE CO,, LTD.
Lot B, Road No. 2, Dong An Industrial Park, Binh Duang Provinca, Vietnam

Misenbo 125 o

and Administration, inferactions, Side
effects and other precautions: Read
carefully the enclosed leafiet.

KEEP OUT OF REACH OF CHILDAEN
READ THE DIRECTIONS CAREFULLY
BEFORE USE!
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MAu nhan vi 10 vien : MISENBO 125
Kich thudc 92 X 40 mm
Mau sic : nhu mau

= )
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140 x 200 mm

Hudng dan sif dung thuéc

Doc kyj hwéng dén siv dung trudc khi diing

RX Thudc ban theo don

Misenbo 125

Vién nén dai bao phim

Thanh phén

- Hogt chét: Bosentan monohydrat 129,08 mg (tuong duong 125
mg Bosentan).

- Tédugc:Tinh bdtngd, Prejel PAS, Natri starch glycolat, Kollidon
K30, Magnesi stearal, Acid stearic, HPMC 606, HPMC 615,
PEG 6000, Titan dioxid, Oxid s&t vang, Oxid sat dd.

Duge lye hoc
Endothelin - 1 (ET - 1) 14 mdt hormon thén kinh tac dung bdi sy
gén kétvéithy thé ET, va ET, & ndimé va cotron mach, Néng db
ET - 1 ting Ién trong huyét tuong va md phéi clia bénh nhan
tang huyétdp d9ng mach phdi, ggi y vé vai trd gay bénh clia ET -
1. Bosentan 1a mét thudc d6i kndng dac hiéu va canh tranh § cac
thy thé cla endothelin tuyp ET, va ET,. Bosentan ¢6 4i liic hoi
cao han ddi véithy th8 ET, so vdithu thE ET,.

Duge dgng hoc
3 ngudi khde manh, sau khi udng, néng do trong huyét tuong tai
da cila Bosentan dat dugc trong véng 3 — 5 gid va thdi gian ban
1hdi khodng 5 gid. [t di liéu trén bénh nhan cho thay sy luu lai cla
Bosentan trong ¢o thé bénh nhan t&ng huyé&t 4p ddng mach phéi
16n han khodng 2 I4n so v6i ngudi Ién khde manh,

- Hép thu: Sinh kha dung tuyét ddi cla Bosentan & ngudi tinh
nguyén binh thudng khodng 50% va khéng bi dnh hudng bdi
thic &n. Néng a4 dinh trong huyét tuang dat dugc trong khodng
3-5gi¢saukhiudng 1 lidu.

- Phén b6: Thé tich phan bd khodng 18 Iit. Bosentan gén két &
miufc cao (> 98%) vdi protein huyét tuong, chd y&u véi albumin.
Bosentan khéng tham nhap vao héng c4u.

- Chuyén héa: Bosentan dugc chuyén héa & gan. Bosentan ¢6 3

chat chuy&n hda, mét chat cé hoat tinh duge Iy va c6 thé déng
g6p 10 —20% vao tac dyng cla Bosentan. Bosentan 1a chat gay
cdm Ung enzym CYP2C9vaCYP3A4 vacéthécA CYP2C19,

| - Thai trir: Sy thanh thai todn phédn sau 1 fidu 1iém tinh mach

khodng 4 lit/gi¢ & bé&nh nhan cd tang huyét 4p ddng mach phéi,
Khi uéng thudc nhiéu liéu, ndng dd trong huyét tuong & ngudi Idn
khde manh gidm dén dén 50 - 65% néng a6 nhan th&y sau khi
dung lidu don, c6 thé do tac dyng ty cdm ung cla cac enzym
chuyén héa 3 gan. Trang théi 8n dinh dat duge trong vong 3 -5
ngay. Bosentan dugc thai trr do sy bai tiét trong mat sau khi
dugc chuyén héa § gan. Dudi 3% clia mot lidu usng dugce bai tiét
trong nudc tiéu. Théi gian ban thai khodng 5 gid.

Chidinh
Diéu trj tang huyét 4p ddng mach phdi (Nhém | T8 chiic y 1€ thé
gidi) & b&nh nhan ¢ céc triéu chung nhom |1l hoAc IV T8 chdcy
té thé gidi, dé cai thién kha nang luyén tap va lam gidm ty 1&
trudng hgp x4&u vé 1am sang.

LiSulugngvacdchding
Lidu lugng:

- Bénh nhan trén 12 wéi: Bat diu didu tr vdi lidu 62,5 mg x 2
14n/ngay trong 4 tuin. Sau d6 tang 1én dén lidu duy tri 125 mg x 2
14n/ngay. Ngudi cé thé trong thap (< 40 ka), liéu kh&i ddu va liéu
duy tril& 62,5 mg x 2 I4n/ngay.

| = Tréem:Liukhuy&n cdochotrd em 1 thang tudi-121uéi.

+ 10 - 20 kg: khdi ddu 31,25 mg/idn/ngay, sau 4 tudn ting dé&n
liéu duy 1ri 31,25 mg x 2 14n/ngay.

+ 20 ~ 40 kg: khéi ddu 31,25 mg x 2 1&n/ngay, sau 4 tudn ting
dénliéu duytri62,5 mg x 2 14n/ngay.

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

- Bénh nhan suy th4n:khong cdn diéu chinh lidu.

Céchdting
Phéi udng vién vao bubi séng va bubi chidu, cung hoac khéng
cing vdithic an,

Chéng chidjnh

- Mén cam vdi Bosentan hay bat ky thanh phan ndo cliathude.

- Phynitcéthai.

- Dung déng thdi vai cyclosporin A (gay tang rd rét néng a6 huyét
tuong cba Bosentan), glyburic (t4ng nguy cd tang cac enzym
gan).

Suy gan vira hodc néng, b&nh nhan c6 aminotransferase cao (>
3xULN)

Tacdyngphy

- Téc dyng phu dugc bao cédo bao gém nhuc diu, viém mdi -
hong, dé bing mat, phi né, ha huyét 4p, chéng mat, danh tréng
ngyc, rdi loan tiéu hda, ngia, phét ban, mé&t madi, chudt rut, thidu
mau.

- S&c phan vé vaphiimach hiém khi dugc bao céo.

- Tang enzym gan phy thudc lidu cé thé xay ra, bat thulgng chuc
nang gan, xd gan va suy gan da dugc bdo cdo.
Bosentan gay qudi thai & ddng vat.

Thintrong

- Khoéng dugc bét d&u diu tri vdi Bosentan néu huyét dp tam thu

dudi 85 mmHg.

- Bosentan chdng chl dinh v8i nhiing bénh nhén suy gan via va
n&ng. Ndng dé aminotransferase gan nén dugc do trudc khi bt
ddu diéu trj, 1 14n/thang trong quaé trinh didu trj va 2 tudn sau khi
tanglidu.
+Khong nén bit d4u diéu tri véi Bosentan § nhiing bénh nhan c6
néng A% aminotransferase cao gap 3 14n gidihan trén.

+ Néu ndng dé aminotransferase cao gép 3 - 5 |4n trong qué
trinh diéu tr, nén ngung s dung Bosentan hay gidm lidu va theo
d6i nbéng @& aminotransferase mdi 2 tudn. N&u muc
aminotransierase trd vé tri s6 trudc didu tri, cé thé tiép tyc lidu
phép didu Iri hay bat d4u lai, nhung ndng d6 aminotransierase
nén dugc kiém tra sau 3 ngay, sau 2tudn vamdithang.

+ Néu ndng dé aminotransferase tang g&p & - 814n, nén ngung
ding Bosentan va theo ddi néng dd aminotransferase mdi 2
tuén. Khi cdc muc aminotransterase trd vé tri s trude didu trj,
xem xétvigc didu tri trd lai.

+ Né&u néng d6 tang hon 8 14n hay ¢6 nhiing tridu ching clia ddc
gan hay tang bilirubin toan phdn cao gép 2 I4n, ngung diéu Irj va
khong xem xét viéc didu tritrd lai véi Bosentan.

- Cé4n theo ddi néng db hemoglobin sau 1 va 3 thang didu tri va
sau d6 cd 3 thang mot idn trong sudt qua trinh diéu tri. Néu gidm
rd rél ndng dd hemoglobin, cdn danh gid thém dé xac dinh
nguyén nhan va nhu cdu vé trj liéu dac hidu.

- Khong nén dung Bosentan & nhiing bénh nhan ha huyét 4p. Mac
du khéng c6 béng ching vé sy héi Ung c4p tinh sau khi ngung
Bosentan, 6é tranh kha nang x4u di vé 1Am sang, nén gidm liéu
oty

- Né&u céc ddu hidu cda phl phdi xay ra khi ding Bosentan, cdn
xem xét kh3 ning ¢d bénh tic finh mach phdi két hgp va phai
ngung dung Bosentan.

D€ thuéc xa tdm tay cla tré em
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140 x 200 mm

Hudng dén sif dung thudc

Doc k§ hwéng din sir dung trudc khi dung

- Than trong lya chon liéu ddi vdi bénh nhan cao tudi, xét dén tan

[ s8 cao gidm chic nang gan, than hoac tim, c&c bénh méc dbng
thdi ho#c diéu trj véi cc thudc khéc.

- Bosentan va nhilng thuéc d&i khang thy thé endothelin gay quéi
\hai & chuét va khdng nén diing cho phy n mang thai hay phy n
¢6 kha nang sinh d& nhung khong sl dyng phudng phép trénh
thai tin cAy; c4c bién phap trdnh thai ndi ti8t 16 cé thé khong ddy
ad.

Tudngticthude

- Cyclosporin A: néng d6 Bosentan trong huyét tuong téng trong
khi néng dd cyclosporin gidm, vi vay chéng chi dinh khi ding
ddng thdi Bosentan vacyclosporin A.

- Tacrolimus: ding déng thdi Bosentan va tacrolimus trén déng
vAt1am tang rd rét néng d4 huyét tuang cla Bosentan. Cé&n phai
than trong néu dung aéng thdi.

- Glyburld:tang nguy cd tang aminotransferase gan & bénh nhan
diing d6ng thdi Bosentan v4i glyburid. Chéng chl dinh cdiing két
hop va xem xét dung céc thudc ha dudng huyét khac. Viéc ding
déng thdi 1am gidm néng d6 huyét tuong Bosentan, glyburid

| cling nhu cdc thuéc ha dudng huyét udng khac duge chuyén héa

| chi yéu bdi CYP2C9 hosc CYP3A4. Can phdixem xétkha néng
gidm sy kiém sodt dudng huyét & bénh nhan dung céc thude
nay.

Thuéc khdng ndm azol 1am tang néng d6 huyét tuong cla

Bosentan. Khdng c4n phi diéu chinh liéu Bosentan nhung phai

xem xétkha n&ng tang tc dung cla Bosentan.

. Simvastatin va céc statin khéc: dung aéng thdilam gidm néng
a0 huyét tuong clia simvastatin va céc statin khéc dugc chuyén
héa bdi CYP3A4. C4n xem xét khi nang gidm hiéu lyc cla
statin, theo ddi néng a4 cholesterol huyét sau khi bt d8u dung
Bosentan va diéu chinh liéu statin néu c4n thiét.

‘ - Warfarin: dung ddng thdi 1am gidm ndng do huyét tudng cla

|

]

wartarin. Kinh nghiém |am sang khong cho théy thay d8i c6 lién

quan vé 1am sang & INR hodc liéu warfarin. Viwarfarin c6 chisé

diéu tri hep, c4n theo ddi nhing thdng s6 ddng mau va chinh lidu
| warfarinnéucén,

’ - Digoxin, nimodipin v losartan: Bosentan khong c6 tuong tac

duge ddng hoc ¢ y nghia vdi digoxin va nimodipin; losartan

l khong ¢6 tac dyng c6 ¥ nghla trén néng do huyét tuong cla

| Bosentan.

| Sildenafll: dung d6ng thdi 1am gidm néng dé huyét tucng cla

| sildenail va tang ndng A0 huyét tuang clia Bosentan. Cén than

| trong khi dung k&t hop, theo ddi nhing phén tng 1am sang vatae
dung phu, chinh liéu néu canthiét.

- Rifampicin: dung déng thdi lam tang néng d6 a4y cla Bosentan
sau liéu dung ddng thdi du tién nhung lam gidm néng do
Bosentan & trang thai &n dinh. Theo dai chdc nang gan hang

‘ tudn trong 4 tudn ddutién, sau dé hang thang.

. Céc thudc trénh thal hormon: mdt nghién cuu vé tuong tac da
chidng minh réng viéc dung déng thdi Bosentan vdi thudc tranh

| thai hormon u6ng gy gidm trung binh néng do norethindron va
| ethiny! estradiol tudng ung 14% va 31%. Tuy nhién, muc giam

[ phai nhim tuong Ung 1a 56% va 66%. Vi vy, cé4c thudc tranh

thai hormon bao gém céc dang thuc udng, tiém, qua chan biva

clly dudi da co thé khong chéc ch&n khi dung chung vdi

[ Bosentan. Phu nd c4n ép dung cac phuong phép tranh thai bd
sung khi dung Bosentan.

- Lopinavir/ Ritonavir hay phac dé diéu trj HIV cé Ritonavir

‘ khéc: dif lidu invitro cho th&y Bosentan la chét nén clia protein

van chuyén anion hilu co (Organic Anion Transport Protein -

OATP), CYP3A, CYP2CS. Ritonavir uc ché& OATP va CYP3A
Tuy nhién, lac ddng cla ritonavir trén duge ddng hoc Bosentan
phdn 16n do dnh hudng clia né trén OATP. Trén nhing tinh
nguyén vién binh thudng, dung déng thdi Bosentan 125 mg x 2
14n/ngay vdi lopinavir 400 mg/ ritonavir 100 mg x 2 I&n/ngay lam
tang néng dd day clia Bosentan vao ngay thu 4 va thi 10 tuong
Ung khodng 48 14n va 5 I&n so véi nhing ngudi chl dung
Bosentan. Vivay, c4n diéu chinh liéu Bosentan khi bt ddu dung
lopinavir/ ritonavir. Chl dinh déng thdi Bosentan 125 mg x 2
|4n/ngay khong c6 tac dong dang ké trén dugc déng hoc cla
lopinavir 400 mg/ ritonavir 100 mg x 2 14n/ngay.

Qud li€uva céch xirtri

- Téc dung khdng mong mudn thusng gap nhat 1a nhic d&u nhe
dé&n vira, ndn, budn ndn, chéng mat, md mét, 1ang nhip tim. Qua
li6u 16n c6 thé dAn dén ha huyét 4p rd rét c8n sy hd trg tim mach
tichcyc.

- Khéng cé kinh nghiém riéng biét vé qué lidu Bosentan.

Sifdyng cho phy nImang thaiva chocon bu

- Phy n mang thal: Bosentan c6 thé gay doc hai cho thai, vivay
chéng chi dinh adi vdi thai ky. Phai loai tr thai nghén trude khi
bat d4u didu tri vdi Bosentan, sau d6 dy phong bang bién phap
trénh thai chéic ch&n. Chl bt ddu didu tri véi Bosentan § phy ni
¢6 kha nang mang thai sau m6t xét nghiém thai nghén am tinh va
chl & phu nd 4p dung phuong phap Irénh thai ady ¢l ngoai thusc
tranh thai n6i tiét 16, bao gém thudc trdnh thai ubng, tiém qua
chan bi hoac cdy dudi da. Cac xét nghiém thai nghén nudc tidu
hoac huyétthanh tigp theo phai duge thyc hign hang thang & phy
ni ¢ kha n&ng mang thai ding Bosentan.

- Théi ky cho con bu: khong biét thudc cé bai tiét trong siia hay
khong. Vi nhiéu thusc dugc bai tiét trong sia ngudi, khong nén
cho con bu trong thdi gian dung thudc.

T4c dong cUa thudc khivan hanh tau xe, mdy méc
Vitac dung phu cla thudc cé thé gay nhic ddu, chéng mat nén
than trong khildixe va van hanh may méc.

Trinh bay
Hop 01 vix 10 vién nén dai bao phim. Vibam Al-PVC trong.

Hop 03 vix 10 vién nén dai bao phim. Vib&m Al-PVC trong.
Hop 10 vix 10 vién nén dai bao phim. Vib&m Al-PVCtrong.

Baoquan: Noikho, dudi 30°C.

Tiduchudn: Tiéu chuén cosd.

Han dung: 36 thang k& 1 ngay s&n xuét.

Luuy
Thudc nay chidiing theo ddn clia bac st
Khéng ding thudc qud lléuchidlnh.

Khéng ding thudc qua han diing ghi trén bao bl.

Théng béo cho bac si nhilng tic dung khéng mong mudn
g3p phai khl sirdyng thudc.

N&ucin 1thém thang tin xin hdl y kisn bac si.
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