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Maosenbo

Vién nén bao phim
Thufie nay ehi diing theo dom thube.
DExathm tay tréem.
Dockf hiréng diin sir dyng trudekhi ding.
THANHPHAN CONG THUCTHUGOC
MADSENBO62,5
= ‘Thinh philn duge chir: B {checn dgng b kydrar) 62§ mg.
- Thaah phin ti duys: Tinh bot ngd, lactose monohydrat, tinh bt tién gelatin hos, nairi starch

glycolat, kollidon K30, magnesi stearat, HPMC 615, HPMC 606, PEG 6000, titan dioxyd, oxyd sit
vilng, oocyd sit .

MAUSENBO 125
- Thinh phin dwge chit: Bosentan i gng boserman manohpdrat) 125 mg.

= Tiinh phin td duge: Tinh bit ngd, tinh bt tidn gelatin hoa, nawi starch glycolar, kallidon K30,
meagnesi stearat, acid stearic, HPMC 6135, HPMC 606, PEG 6000, titen dioxyd, oxyd sit vang, oxyd
sdtdo.

DANG BAO CHE

= Viénnénbao phim

- MAOSENBO 62,5 Vién nen irdn, bao phim mau cam nhat, hai mat 16i, mét maY oo khis chir thip,
bé ddi duge.

= MAOSENBO 125: Vién nén hinh caplet, bao phim mau cam nhat, mét mat cé khic rinh ngang giira
hai chit“H™, “5", bé déi duge.

CHIDI|NH
Didu trj thng dp ddng mach phdi (PAH) ¢ i thién khi ning luyén Bp v riéu chimg & bénh nhin
thuge nhom 111 theo phin lagi chire nfing i WHO. Thude ¢6 hiéu qué trén:

- Tiing &p dang mach phéi nguyén phat (vé cin va di truyén)

- Ting ip dong mach phdi thir phat do xo eitmg ma khéng co bénh phéi ki

- Tangép dong mach phéi két hop ludng thong chi phdi blm sinh va hoi chimg Eisenmenger

* M3t s6 cii thién edng duye quan sit thily & binh shan ting ap d8ng mach phé: nhom 11 theo phin
logi chire nfing eda WHO.

MAOSENBO duoc chi dinh dé lam gidm s8 Tugng cac vét loét du chi méi & bénh nhiin xo cimg hé
thing va loét chi tidn tridn,

LIEU DUNG, CACHDUNG

Lidudiing
Tang huyét dp ding mach phdi
Bidu tri nén duoe bit dhu vi theo ddi boi b 57 o kinh nghidm didu tr ang huyét ip dorg mach
ghdi
Ngan beim

- Ligukhdi diu: 62,5 my/lin x 2 lin/ngdy, diing treng 4 tudn, Sau dé tag lén lidu duy tri 125 mg/tnx
2laningay Sirdyng liu tueng ty vér eéc trong hop didu tri lai sau khi di ngumg diing thude,

Treem

- Dt ligu nghién ci duge djag hoe & tré em cho thily ndng 43 rong huyét twong ciia 1ré em tir 1 - 15
tudi thép hom nguin o va khdng tng khi ting licu Iéa trén 2 mg/kg hodc ting s6 lin ding tir 2
ldn/ngay 1én 3 lin/ngay. Tang ligu hodc ng 56 in ding thudc khang lim ting hidu qua lam sang,

= Lidukhéi dhu v liéu duy tei cho tréem tir | i trdlén: 2 my/kg, viio budi sing va budi téi

- Owriésosinh oo thng huybt &p phéi dai ding, chua oo bing chimg vé hidu qud cia bosentan Khong
khuyén caosiz dung MAOSENBO cho trésasinh
L techm irpng thim cie irigu chimg fim sing

- Trong treémg hop lam tram trong thém cic tridu chimng Am sang (gidm khodng cach di bé trong 6
phist it kit 10% so vdi triroe khi diéu ti) saw it nhit 8 tudn @idu tn, vn xem xét siz dung lidu phap
thay thé Tuy nhién & métsd binh nhin khong oo dip img sau 8 twin dieu trj c6 thé thu duge dip g
16t s khi didutsi thém 4 - B tuln
Trang truong hep lam tram trong thém e treéu chimg 13m séng sau vai thing didu tri, cin danh gia
Tai liu phip didu tri. Mt s8 bénh nhin khong cho dip irng céi thién khi niing luyln tip voi lidu 125
mg hai lin m&i ngay c6 thé thu duve dip g tt hom khi thng lidu lén 250 mg hai lin mai ngiy. Cin
cinnhie g ich va nguy co ddetinh trén gan khi ting lidu.

Ngrmg diédu 7]

- Chua cd kinh nghidm diy di vé vige ngung diéu tri bosetan dot ngdt. Khang ¢ bing chimg vé viée
m&lhi?ntn{’!ln: cacrigu chimg. Tuy nhién dé trinh sy trim trong cia cac trigu chimg lim sang dosy
phuc hoi bgnh, cdn gidm liéu tir tir (gidm | nia liéu trong 3 -7 ngly). Cn theo di bénh nhan chat
che khi ngung ding thude,

- G libu thude vir it kit hop véi sirdung liéu phap khae thiy th.

Xt cieng W thdng vi dods chisién tridn
Vie diéutri nén dirge bt diu v theo d8i b bic 57 co kinh nghiém didu tri xocimg héthing.
Nareen! ldm

- Ligukhéidiu; 62,5 mg/lin x 2 lininghy, diing trong 4 tudn, sau 6 ting lén fidu duy tri 125 mg/liin x
2lin/nghy. Sirdung lié g I v cie trurimg hop didu irj 1gi saw khi d8 ngung ding thudc

Kinh nghigm tir b thir nghiém lim sing oo kiém scat cho thiy chi dinh niy gi¢ri han trong 6 thing

Cinefin nhac 1o ich nguy cokhi sir dung bosentan, diic bidt 1 dderinh trén gan.

Tré em

Khong c6 ditliu v tinh an toan vi higu qua & tré s dudi 18 1wdi

Liéu ding trén cic 48 feymy dic bige

Sty gan: MAOSENBO chéing chi dinh cho bénh nhin suy gan virs vii ndng, khéng cén chinh liée &

bénh nhin suy gan nhe.

- Supdhdn: khéng cin chinh lidu & binh nhan suy thn, béh nhin (him phin mau.

- MWyguor cac mdi.: khéng cin chinh lids & bénh nhin uén 65 wdi

Cichding

- Ding duimg wdng véi nude, vio budi sing va 18i, e thié sis dung cling véi thirodn hofc khang.

- Néumt lin quén ding thude, ubng ngay khi nhé m vi ubng liéu ticp theo nhur thwong 1§, Khing
dingliduglp 8di ad bil che lidu di quén,

- Khéngco yéu cau dic bidtvéxi Iy thube sau khi sir dyng

CHONG CHi v

- Quaménvin bosentan monohydrathodc v batky thanh phin nio cia thude,

- Buy gantrung binh dén ndng.

- Ndng 4§ enzym gan aspartat aminotransferase (AST) vi/hode alanin aminowansferase (ALT) lén
hon 3 1in so v gioi han trén cua mie binh thurimg (ULN) L

- Sirdung ding thoi voi cyclosporin A,

- Paynitedthai, ngudi cokhé niing mang thai klidng si dung edc bign phiptrinh thai higuqui.

CANH BAO YA THAN TRONG KHI DUNG THUOC

- Hiéuqui cia MAOSENBO trén bénh nhiln thng dp djng mych phdi (PAH) nling chua dugothid lip.
Khuyén cho st dyng lidu phap khic & bénh nhin PAH njng néu tinh trang lam sang xéu di,

- Sosinhlgn ich nguy co chua dwws thye hién d bénh nhin co triéu ching PAH thudc nhom 1,

= Chi sir dung MAOSENBO khi huyétaptam thu lon han 85 mmHyg.

- MADSENBO khéng cé the dung lim linh cho vét loét ed siin
Chircning gan

- Nbngdfenzym gan aspartatvi alanin aminotransferases (ASTvifhodc ALT) phy thude vio lidu el
bosentan. Nhiing thay dd1 vé enzym gan thuirg xéy ra trong véng 26 tuln dﬂtian diduri, nhung
ciing of thé xiy ra mugn hon. Su gia ting ndy c6 thé mt phin 14 do sy treché canh tranh cia viée loa
bo mudi mit tu té bao gan, cde co ché khie chun dwoc xdc dink rd rang, o th lin quan dén sy xudt
hién clla rdi logn chirc niing gan. Su tich Iy bosentan trong cic 1 bo gan giy phan hiy ¢ ko dan
dén ton thiromg gan nghiém trong hode do ooy ché midn dich. Réi loan chire nding gan of thé ding lén

SU DYNG THUOC CHO PIY NU' CO THAT VA CHO CON BU
Sir dyng thude cho phy i ob thai

Sir dyng thube cho phy nir cho con b

ANH HUONG CUA THUOC LEN KHA NANG LAIXE, VAN HANHMAY MOC

TUONG TAC, TUONG KY CUATHUOC
Twrong tie ciia thube

Té budng din sir dyng thube ]

khi 5ir dung dong thin cac thube 1 ehit ire ché thii trir mudi mat nhu rifampicin, glibenclamid va
uyclosporin A tuy nhién eon han ché vé dit lisu.

Cin xic dink nénudémpmclmnxfemsen?t‘fc khi bt diu didu 1rj vi | ln/thang trong qua trinh diéu
1, 2 tudn sau khi thng lidu,

*+3x ULN <ASAT/ALAT < 5 x ULN: co thé gidm lidu hofc ngimg diing thubc. Theo d3i ndng do
aminotransferse 2 lin/tuin. Néu ndng 43 aminotransferase trd ve mic trude didu ir), em xét rids e
ligu phap hodc bit diu k. "

+5 % ULN < ASAT/ALAT = 8 x ULN: ngung digu tri vi theo di nbog ¢ sminotransfersse 2 linfuln
Néunéng 45 aminotransfierase i vé mirc true didu tr, cé thé xem xét thi diéu i bing MAOSENDO.
+ASAT/ALAT > 8 x ULN: khuyén cio ngung diéu tri bing MAOSENBO

Trang truamg hop c6 tridu chimg kim sing lién quan dén 1én thuong gan: budn nén, nén, sét, dau
bung, ving da, thivo holle mét mi biit thuong, héi chimg gidng cim (dau khip, dau co, sét), phii
nging diu iri va khong khuyén cio 18 didu trj bing MAOSENBO

Téi didu tr) biing MAOSENBO ehi duge xem xét khi loi ich thu dugs lom hon nguy co tém dn vi
néng 8§ aminotransferase thip hon mi trues khi diéu iri. Chn x4e dinh néng d9 aminctransferase
sau ki tai didutri 3 ngly, 2 1whnva theo khuyén cio trén,

Ning dj hemoglobin

Trong qua trinh diu irj, ndng dé hemaglobin gidm phy thude lidu bosentan. Nang 44 hemoglobin
gibm saud ~ 12 tsin diew trj. Cin kiém tra nong 46 hemoglobim trude khi didu trj, | lin/thiing trong 4
thing diu tién vi sau dé cir 3 thing | lin. Néu giim ndng ¢ hemaglobin o6 bidu hign trén lam sing,
clin tién hinh xac dinh nguyén nhin va ¢é bign phip didu tr cu thé. BA 6o trudmg hop thidy mau uﬁ'l
phii truyén hing cdu duge bio cao.

Nguy eo trén phy nired khi ning sinh sin

MAOSENBO lim mit the dyng cla che ligu phap trnh thai ndi tiét 1 v nguy corting ap déng mach
phéi & phy nircé thai ciing nhu gdy quai tha: 0 dong viL

Chong chi dinh MAOSENBO cho phu nit oo khi ning mang thai trir khi st dung cic bién phip tranh
thai hidu qud va c6 xét nghiém thai nghén dm tinh.

Thusc trinh tha ndi bét 16 khng oo hidu qui rong khi didu tri bing MAOSENBO

Xeétrghiém thai nghén trong qua trinh diéu trj duge khuy én cao 88 phist hign sém viemang thai,
Tiic nghén mach phi

Cic ruémg hop phi phéi 4 duge bio cio véi cac thude giln mach (chi yéu 14 prostacyclin) khi
duge sirdung & nhing bénh nhin bi tic finh mach phai. Do d6, khi e cie ddu higw cia phi phéi tién
trién trén hénh nhin siz dung MAOSENBO, nén cin nhiic khi néng bénh tic nghén mach. Trong gini
doan hiu tiep Lhi 43 6 nhiing bio o hidm gap vé phil phéi & nhimg bénh nhin duge ditu tri bing
MAQSENBO

Tiing ip djug mych phdi ddng thirivei suy tim i

Khéng cd nghién ciru duge thye hién & bénh nhan tang huyét ap phi v rii logn chire ning tim trii
dong thai. Tuy nhién, wong nghién ciu dbi chimg gid duge (nghién ciu AC-052-301/302
[ENABLE 1 & 2]} gom 1611 bénh nhin (804 sir dyng bosentan vi 807 gia duoc) by suy im mAntinh
ning (CHF) dugc hiu tri rang thévi gian trung binh 1,5 ndm, tv I& nhip vien do CHF trong 4 - 8 luan
didu rf diu tién thng 1én & nham bosentan, co thé la két qud cla viés gilr nuoe (ting cin sam, gidm
nong o hemoglobin vi ting 1y 1 phi chin). Vo cudi nghién ciru, khang cé sy kivic biét trong g
58 nhiip vidn do suy tim va ti vong gitta bénh nldn duge didu tri bosentan v gid duge Do da,
ciic bénh nhin nén dwoc theo ddi cde dfiu hidu gitr nude (ng cin). New didu ndy xay ra, diéu tri bing
thudc loi tiéw hodc ting liéu thube loi tidu hign co. Dicu tn, bing thudc loi tidu nén dugs xem xét &
nhing bénh nhin co bing chimg gifr nude trudre khi bitdiu didu trj bing MAOSENBO. |
Ting ip djng mach phdiddng théi viri nhidm HIV

Han ché cic nghién clu ldm sang sit dung bosentan & bénh nhin PATE ¢4 nhidm virus HIV dang
diroc dicu trj biing cic thude khing virus. Mat nghién i trén nhimg nguin khie monh sir dung |
ddng thin bosentan vi lopinavir + ritonayir cho thay nbng dé bosentan trong huyeét tuong g 1énva |
Iﬁlnéi dasau 4 ngiy didutn. Can theo ddi chit chi, nhdt 1 giai doan diu d:ﬂl trj wiri bosentan &bénh |
nhin diing cic thude e ché protease do nguy co hg huyétap va tién hanh xétnghiém chirc ndng gan. |
Khéng the loai trir nguy co nhigm doc gan vil vic tie dung phu vé huyét hoc tling lén khi sir dyng
bosentan két hop vdi cée sin phim thube khang virus. Do khi nang twang tac lién quan déa tic dung
trén € YP450, bosentan ¢6 thé anh hudnyg ¢én hugu qud didu trj khéng virus, nhimg bénh nhin ndy
cling céin duge theo di cin thin vé nhiém HIV

Tiingdp djng mach phai thir pht do bgub phii tic nghén man tinh (COPD)

Tinh an toan vi khd nfing dung nap ela hosentan dil duge nghién ciu trong mét nghién ciru khong
kidm sodt kéo dii 12 wwin & 11 bénh nhin g huyétap phéi thir phat do COPD ning (giai doan 111
theo phin lugi GOLD). Sugin ting thing khi va gifm 3 bio hoa oxy da duge quan sat thay, tac dung
phuthubng gip nhit 12 khé tha, khuyen cio nguny sit dung bosentan.

Duiing ding thivii cde thube khie

Chéng chi djnh sirdung ddng thai bosentan v eyclosporin A,

Khéng khuyén ciosirdyng déng the MAOSENBO véi glibenclamid, flusanazol v rifampicin.
Tranh3irdung déng thiri MAOS ENBO v cae chit ue ché CYP3A4 vi CYP2CD

Céu mghién ciru trén ddng vit di cho thily dée tinh sinh sin (iy quai thea). Khong cb dit hidu ding tin
cay \r!vié:sf: dung MAOSENBO & phy nir mang thai Nguy co tidm An d4i véi con nguéi vin chua
dugchiét MADSENBO chéng chi dink trang thai ky

Truée khi bt diu diéu ici biing MAOSENBO & phy nix cb khi nfing mang thai, néa kidm tra viec
smang thai viLtién hinh bign phap trink thai ¢ higu qua. Bosentan ¢ thé ¢ uung tic dugs déng hoo
larn mat tae dung cii thude trinh thai ndi tiérd Do d6 phy nited khi nling sinh sin cin phai sir dyng
bign phap trhnh thei 6 hiéu qua khac ngodi thude tranh tha ndi tiel 16 (udng, biém, cdy dudi da) Cln
tién hanh thie tharhing thang trong khi diéu tri bing hosentan 48 phat hién som vige mang thai.

Khang biét bosentan ¢ (hii trir vao s me hay khang. Khong khuyén cio sir dung thute cho phy nix
dang cho con bi

Khéng c6 nghién ciru dinh gia hidu qua true f-lk&lws MADSENBO dbi vai khi niing 14i xe vi sir
dung may moc. Tuy nhién, MAOSENBO o thé pay ha huy#tap, véi cic indu ching chéng mat, mé
it holic ngat o6 thé dnh hudmg dén khi ndng i xe holic s dyng may moe

Boseotan 13 dli_l chm img enzym CYP3A4, CYP2C9 vi CYP2C19. Nong 4§ g
cic thude chuyén hoa bin che enzym ndy s2 giam khi diing déng thin vai hesrta
chinh hidu thude halic ngimg didu trj déng thir vén besentan, rb
Bosentan duge chuyén hoa boi CYPIA4 vh CYPICY, e ché che eny / oA
bosentan huyét ivemg. Anh husimg el cdc chat irc ché CYP2C9 déitun 4o
nghién ciu. Khang khuyén cio s dung ding thév cic thude i
bosentan

Fluconazol va cis chal sc ché khic olia ci CYP2C9 vh CYPIAS: §
ehill e ché chil yéu CYP2C9 vi ire csé mot phan CYFIAG, 0 11é i
bosentan trong huyeés wumg. Khing khuyén cio sir dung ding then T
twong tu, khéing nén diing ding thin cac thube e ché CYPIAY man
ritonavir) va chist inc ché CYP209 (voriconazol) vén MAOSENBO.
Crclmparin A Khi sir dyng déng thin bosentan vi cyclosporin A, ndng &
gip 30 n, ndng df trong huyét nromg & trang thai én dinh cao gip 3 -
anCuchechmng_lurﬁy ¢ thé do e ché viin ch ,L Doy cJuE 0
protean béy cyelosparin Chang chi dinh 51 dung dong thén bosenian vi cyclosporinA. 5
Tacrolimus, sirolimus: sir dyng ¢y thin morolimus, sirelimus va hosentan e6 thé
bosentan huyét tuomg, déng thés lim gidm nbng 45 tacrolimus, sirolimus. Khong khiy)
dbng then limus, sirolimus vi b ‘nn thiés phai phéy i
chi cic tic dung khing mong mudn cita bosentan va néng 43 tacrolimus, sirclir W
Glibenclamid: sir dung dong thin glibenclamid voi bosantan 128 mg/in x 2 ln/n ynuzg Y
gidm 40% ndng dd glibenclamid (chit nén C YP3 A%) rong huyét tuong, lam giim ding ke tic dung ha
duimg huyé, thidi B gidm ndng do bosentan 29% Néng 44 aminotransferase ting cao cing di
dugs quan sit thiy. Khng khiyén cdo phii hop hai thuoe niy. Khong co dit 1'éu twony tic thude -
thude nio co shn vii cae sulfonylure khig,

Rifampicin: sir dung déng thixi bosentan 125 me/lin x 2 lin/ngéy va nfampicin (chit cim img manh
CYPIA4 vk CYP2CS) trén 9 401 womg khie manh trong 7 rgdy, néng 6 trong huyét teong cia
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QMGG GO séiruone Khingkbuyén cho s dung déng this
rifampletn va bosentan. Cac chét oim img enzym khic (carbamazepin, phenobarkiral, phenytoin)
churacd ditligu nhung viée sit dung dong thisi cé thé lm gidm phoi nhiém bosentan, c6 thé lam gidm
dang ki higu qui lim sing

Lapinavir + ntonavir (v chc thude irc ché protease khatc): Ding ddng thiri bosentan 125 mg hai tn méi
ngdy vii lopinavir + ritonavir 400 + 100 mg x 2 kin‘ngiy trang 9,5 ngiy & nhimg ngudi tinh nguyén
khbe manh lim ting nong 49 bosentan trong huyét wong, Viio ngdy thir 9, néng 48 hosenten frong
huyét twomg cao hom khodng § 1in so voi bosentan diing dan dée Khi diing d8ng théri vii lopinavir +
ritoravir hodie Gic thude ire ché protease khic, nén theo di kha ming dung nap MAOSENBO cia bénh
nhin

Cie thube khing virus khbe: do han ché dir liéu, khang cb khuyén nghi 8 sin cho edc thube khang
virus khae. Nhiém dée gan di quan sit thiy d8i véi nevimpin, khéng khuyén cio si dyng déng thin do
nguy oo lém thng die tinh tén gan cia bosentan,

Thude tranh thai ndi t1é1 1; sic dung dbng thas bosentan 125 mg 2 lin mdi gy trang 7 ngdy véi mat
ligu duy nhit cila thudc trinh thai o chua norethisteron 1 mg + ethinyl estradiol 35 e AUC cia
norethisteron va ethinyl estradiol gidm 1 logt 1 14% va 31%, mie 48 phon nhifm gidm lin heg la
6% vi 6% Do dé, bign ship trinh thai ndi tiét 1) (wbng, tidm, midng din, cdy diroi da) khong durve
xem la phitomg phap tranh thai hidu qué

Warfarin: sir dyng déng théri véi bosentan 500 mg 2 lin mbi ngdy trong 6 ngay lim gidm néng 45 tromng
huyét tuomg cia S-warfarin (chit nén CYP2C9) va R-warfarin (chit néa CYP3A4) in luot la 29% vi
38% Ding déng théri bosentan vér warfarin & bénh nhin PAH khong din dén nhimg thay d8i co lién
quan vé m3t lim sing trong chl s§ INR hodc liéu warfann. Ngodi ra, tin suit thay ddi lidu warfann
rong cc nghién ciu do nhimg thay dbi vé INR hale do cée the dyng phy tong ty & nhing bénh nhin
duot diéu tri bing bosentan vi gid dirge. Khong cdn chinh ligu warfarin vi e thube chéng déng
duimg vdne tuomg ty khi sit dung besentan, nhumg khuydn cdo theo dai chat chd INR, dc biée I khi
béit dau sir dung bosentan vi dinh ki i

Simwastatin: sir dyng @ong thir véi bosentan 125 mg 2 1n m3i ngay trong 5 ngay lim gidm néng 43
trany huyét nromg ciin simyastatin (chét nén CYP3A4) vi chﬁlchuygn héa o hoat tinh acid B-hyvdrexy
tiremg {mga la 34%% va 46%. Nbng d bosenian trong huyeét turong khéng bi dnh hudmy bén simvasatin
Theo di ndng db cholesterol va diéu chinh liéu simvasttin,

Ketoconazol: sit dung dong thin bosentan 62,5 mg 2 lin mdi ngly voi ketoconazol (chit fre ohé
CYP3A4 manh) rrong 6 ngay, lim tang néng 4 trong huyét neomg citn Sosentan khodng 2 lin. Khing
cén chinh litu MADSENBO Mic dukhding duge chimg minh thbog qua cic nghién cin in viw, sy gia
ting néng 4% huyét neong cia bosentan dups ky vong véi n!l:cl&iir: CYP3IA4 manh khic
(itaconazal hedic ritonavir). Tuy nhidn, khi két hop bosentan vén mot chit (e ché CYPIA4, bénh nhin
nighéa chit chuyén hés Gua CYP2CS o ngay co fing néng 9 rong huryét fuong bosentan cao hem, do
dol4m ting cic the dung khéing mong mudn tiém &n,

Froprostenal: dif liéu gicr ban thu duge tir nghién cir (AC-052-356 [BREATHE-3 )trong &6 10 bénh
nhi dug sir dung diing thin bosentan va epoprostencl chi ra ring sau khi diing den licu va da lidy, i in
C.. v AUC cin bosentan tiromg tr & nhimg bénh nhdn co hodc khang c6 trydn lién tue cpoprostenol.
Sildenafil: sit dung dong thi bosentan 125 mg Zlﬂn."ngﬁy vén sildenafil B0 mg 3 ln/ngdy trony 6 ngdy
o nhimg nguwi tinh nguyén kbile manh lim gidm AUC silderafil 63% va ting AUC bosentan 50%.
Thiin trong ki ding dong thai

Tadalafil. ding dbng thiri 1ip Iai bosentan (125 mg hai ldn mi ngiy) vi mdalafil (40 mg 1 En mdi
nhy) lam gidm phoi nhiém toan thin cla tdalefil 429% va gidm C,,, 27%, Tadalafil khilng dnh huimg
den phot nhidm (AUC v C,,.) it bosentan hofic che chit chuyén hoa cin né,

Migesin: diing dong thén bosentan 500 mg2 IAn méi ngay voi digoxin trong 7 ngay lim gidm AUC,
Cr v C.,, cia digoxin [in huon 12 129%, 9% va 23%, Co ché cila fromg the niy c thé 14 cim ng P
glycoprotein. Tuomg the ndy dutmg nhur khing dnh huimg dén lam sang,

Triem

Chc nghién ciru vé twong tac chi duoe thyc hign & ngui ém

Turomg ky citn thu e

Do khdng cd cde nghién cin: vé tinh tuang ky ciia thude, khong t+6n 1in thude ady véi cic thubc
khic.

TACDUNG KHONG MONG MUON CTIATHUOC

Cas tac dung khing mong mudn thuang gap nhit la dau dlu (11,5%), phit n&/gitt nude (13,2%), xé
nghiém chire nang gan bit thuimg (10,9%) vi thiéu mawigiam hemoglobin (9,9%4).

Mire ting enzym gan v gidm hemagiobin phu thude vao lidu ding.

Chz tic dyng khéing mong mudn dwoc phin nhém theo thn sudt: rét thutmyg glp (ADR z 17109,
thutmg ghp (1/100 < ADR < 1/10), it gip (1/1000 < ADR < 1/100), hiém gip (1/10000 < ADR <
1/1000). rét hiém ghp (ADR < 1/1090) va khéng 3 the suit (khang v tinh o tir di liéu sin
R loan mem vei hé thdng bach huyés

Thirbme ghip: thiéu mau, gidm hemoglobin,

itgap: gidm tidu cu, gidm bach chu, gidm bach cutrung tinh,

Khang rd thn sudt: thiéu mau, giém hemoglobin yau edu phii truyén héng cau,

Réit fogn hi miln dich

Thurémg ghip: phin img dj ing bao gbm viém da, ngir va phét ban.

Rt hiém ghp: sde phin vé vi/hode phit mach

1 baan hé thein kank

Ritthuimg gip: dau dhu.

Thuémg gap: ngat xiu.

Ity feran et

Khing rd tin sult: mé mét.

Jikt g tien mach

Thuémg ghp: dinh rréng ngue.

ot loan mach mdan

Thuimg gip: 44 bimg mat, ha huy2tap.

Rt tagi hé hep, ngwe vél trumg thde

Thurng ghp: nghetmi

R Ingr tiéu héa

Thromg glp: trdo nguoe da ddy thyre quin, tidu chiy,

J’i‘dr‘kmn gan mdgr

Ritthuimg g3p xét nghiém chirc ning gan bift thirémg,

Itgip: ting nding 48 aminotransferase lidn quan dén viém gan bno gm ca dot cdp cia viem gan tim
#nvi'hode ving da.

Roi logn da ve md checs da

Thisimg gip. ban do.

Tocn than

Rétthutrng gip: ptu'i, gilt nurére

QUALIEUVACACHXUTRI

dlicu
Diing liéu duy nhit & dén 2 400 mg cho che ddi tiromg khée manh vé lidu 2,000 mg/nghy trong 2
thiing & nhitmg bénh nhén c6 bénh mac kém khac, phin (mg bilt li phé bién nhit 14 dau diu tir nhe
déntrung binh.

Liduqud cao o6 1hé din dén ha huyét p 15 rét cin b rg tim mech tich cye. Trong giai doan hiu tiép
thi €& mt bio cao gui 1iu 10.000 mg & bénh nhin nam vi thinh nién, triéu chim bac gém budn
nbn, ndn, ha huyét ap, chong mat, @ md hoi vi méy mét, Bénh nhin héi phyc hoan todn trong ving
24 girsau khi duge hd o huyét dp '

Céheh xivtri khiding qua litu

Biutr tnguchimg vi hiirg
Boscntan khéng duge dio this biing diimg thim phin mau

pACTINHDUQCLYCHOC
Nhém dwge b Thubc ha hayétap.
MAATC: COZKX0

Cerehé tic dyng

Bosentan la mdt chd: d3i khang thy thé endothelin kép (ERA) cé i luc 48i véi b hai thy the néi md
A vé B (ET, va ET,) Bosentan lim gidm sire ein mach mau phdi v hé théng mach mau din dén

»Hing cung lugmg tim ma khng lam ting nhip tim

Cic neurohorman endothelin-1 (ET-1) 1 mét trong nhing chit co mach manh nhét duoe bidt dén v
ciing 6 the thisc iy xo hoa, ting sinh té bdo, phi dai tim. Néng 45 ET- I trong mo vi huyét tuong
tBng |én trong mét 55 ¢di loan tim mach viuchc bénh md lién két, bao gbm PAH, xa cirng bi, suy tim
cdp tinh vi miin tinh, thidu méu cuc by co tim, ting huyét ip hé théng va xo vita ddng mach Trong
PAH vi suy tim, tnrong hop khéng co sw déi khéng thu thé endothelin, ndng 86 ET-1 cao twang quan
chitchivdimire dd nghilm trong va tidn lsgng ciia cic bénh iy,

Bosentun canh tranh vén ET-1 va cac peptid ETkhéic dbi vi o thy thé ET, vAET,, véi di lu¢ caohon
d6i voi thy thé ET, (K, =4,1 - 43 nanomolar) 5o véi ehc thy thé ET, (K, = 38 730 nanomolar).
Bosentan ddi khing cac thy thé ET vi khding lién két vor cic thy thé khac.

PACTINHDUGC DONG HOC

Duge dhng hoc cla hosentan chit yéu duoc ghi nhin tiz cac ddi tugmg khoe manh Dirliéy han ché
chothity phoi nhigm bosenian @ bénh nhin PAH e20,ghp 2 lin & bénh nhin khe manh,

Diugc dong hoe cin bosentan khang phu thude thai gian va lidu Lién nguéi khde manh, Thii irir va
thi tich phin b gidm khi tang liu tinh mach nhumg sau da fai thng. Sau khi wbng, sinh khi dung tj 18
thudn vén liéu lén dén 500 myg_ 0 liéu cac hon, C,,,, vé AUC thng Ithon khéng 1§ 1 véi lidu

Hiip thu

O nguén khée manh, sinh khi dyng ciia bosentan khodng 50%. Néng 46 dinh dat diroe sau khi ubng
3-Sgd

Phin bé

Bosentan lién két véi protein huyét wong 98%, chii yéu 12 albumin Boseninn khng thim nhip vio
héngcdu,

Sau khi tiém finh mach li#u 250 mg, thé tich phin bé khoing 18 1it

Chuyén héa vA thii trir

Sau khi tiém tinh mach 11éu 250 mg, 45 thanh (hai 14 8,2 livgis, thii ginn ban thai § 4 gity.

Khiding da liéu, néing 40 bosentan trong huyét tweng khodng 50— 65% so véi den lidu, Susyt gidm
dy e |2 14 do ne ddng kich thich cac enzym chuyén hoa & gan Trang théi dn dinh dat duoc trong

vong 3 - Sngiy *

Bosentan dugc logi b bing cach bit t:ét gua mit sau khi chuyén hoa & gan bisi isoenzym cytochiom

P4s0, CYP2CH va CYPIA4. fthem 39 liéu ubng duge thai trir trong nude iy,

Bosentan tao thinh ba chat chuyén hioa va chi mit trong sb 48 eé hoat tinh dwoc Iy Chit chuydn hos

niy chil yéu duge bai tiét qua mit. © bénh nhan nguai lén, phoi nhigm vén chit chuydn héa e hoat

tinh lém hon & nhimg nguin khoe manh. O nhimg bénh nhin c6 bdng chimg & mét, phoi nhiém vai

chit chuyén hén cé hoat tinh oé thé thng lén.

Bosentan [& m3t chatedm img CYP2C9 va CYP3A4 vi ciing co thé 1 CYP2C19vi P-glycoprotein,

Trong éng nghidm, bosentan irc ché bom thi trir mudi mit trong td o gan,

Dir ligu 1n vitro chung minh ring bosentan khéng ¢ tac dung isc ché co lién quan trén isoenzym

CYP duoe thir nghiém (CYP1AZ, 246, IBS, ICE, 2C9, 2D6, 21, 3A4). Do 6, bosentan khing

lm ting nong 40 trang huyét tweng cila cic sin pham thude duve chuyén héa béi che ndy

Dugre dgng hge trén cAc ddi tugmg dijc bigt

Duge ¢dng hoc ciia basentan phy thudc gidi tinh, cdn nding, (i vi ching tbe.

Trd am

Duge dong hoe & tré em duoc nghién eiru trong 4 nghién ciru lim séng BREATHE-3, FUTURE 1,

FUTURE 3 vi FUTURE 4. Do dT liéu han ché & ré em duei 2 udi, duoe déng hoe cia bosentan

khdng dde rung cho 46 i ndy.

Dusa trétn nhitng phét hién trong nghién cis BREATHE-3, FUTURE 1, FUTURE 3, phai nhigm

bosentan & ré em dat mirc cao hom & liéu thip so vei ngua Im va lidu cao hon 2my/kg x 2 Wn/ngy

(4 mgfkg» 2 lhn/ngay hobc 2 mgkg x 3 !ém'nm} khimg lim tAng phivi nhidm bosentan,

Dgec tinh trén gan khong rd, Gidi tinh va sir dyng déng thoi vai epoprostenol dnh hurémg khéing ding

ké dén dirgc déng hoc ciia bosentan dtré em.

Bénhnhén suy pan

G nhiing bénh nhin 6 chire nkng gan suy gidm nhe (Child-Pugh nham A) khéng cd thay ddi co lign

quan trang dug &ing hoc A1 duge quan sat thiy. AUC ¢ trang thai dn dinh ciia bosentan eao hon 9%

va AUC cii chit chuyén hda boat ddng cao hom 33% & bénh nhéin suy gan nhe so vin ngudi tinh

nguyén khoe manh

€3 bénh nhin suy gan trung binh (Child-Pugh nhém BY duge ding hoc cia bosentan vi chit chuyén

hoa chinh cis né diroe nghién cir trén 5 bénh nhin PAH két hop visi ting huydt ap tinh mach cirs va

suy gan trung binh, 3 binh nhin PAH do cée nguyén nhin khic ¢6 chire ndng gan binh thuing €1

nhimg bénh nhin suy gan trung binh AUC trung binh (C1 93%) & trang thii én dinh ciz bosentan 1

360 (212 - 513) ng h/ml, cao hom 4,7 1in va AUC trung binh (CI 95%) vim chit chuyén hda hoat

ding 18 106 (58,4 - 192) ng.i/ml, cao hom 12,4 1dn s0 véri bénh nhén cb chirc nang gan binh thutng

(bosentan; AUC (C195%) 76,1 (9,07~ 638) ng.lim|, Ro 48-5033. AUC (C195%)8,57(1,28-57.2)

ng h/ml). Mic di can gioi han vé & lidu tuy nhién nghién ciru cho thiy sy thay d&i om vé phoi

nhiéen bosentan vi chit chuyén héa chinh & bénh nliin suy gan trung binh

Khéng <o di liéu vé viés sir dung bosentan & bénh nhin suy gan ndng. Ching chi dinh sir dung

bosentan & hénh nhin suy gan trung binh va nling (Child-Pugh nhém B va C)

Benh nhdn suy thin

O bénh nhin suy thin ning (45 thanh this creatimin 15— 30 m/phiin), ndng 48 bosentan trong huyet

twong gidm khodng 10%. Nong dd cic chit chuyén hoa bosentan trong huyét twomg ting gip2tiné

nhimg bénh nhin ndy so voi cic dd: twong cé chire ning thin binh thweng, Khang cin dieu chinh

liéu & bénh nhin suy thin. Khang c6 kinh nghigm sit dung thudc & nhimg béah nhan dang thim phan

méu. Diya trén dic tinh how Iy va khi nng lién két vén protein, bosentan khéng duge logi tris bing

thiim phiin mau

QUYCACHPONG GOT

Hip Ol vix 10 vién nén bac phim. Vibdm Al-PVC trong.
Hép 03 vix 10 vién nén baa phim_ Vibdm Al-PVC trong.
Hép 10wix 10 vién nén bao phim. Vi bdm Al - PVC trong

BAOQUAN

Wi khé, dudi 30°C. Tranh anh sing,

HANDUNG

36 théng (ké i ngay sin xult)

TIEUCHUAN CHAT LUQNG

Tiduchudn cosé

i ..,

HASAN

Cor sé san xudt;
CONG TY TNHH
HASAN - DERMAPHARM
Buimg s6 2, KCN Déng An, Binh Duong, Viét Nam




