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Ry - Thude niy chi dimg theo don thudc

ESTISENTAN 62.5 s
Vién nén bao phim bosentan 62.5 mg / uﬂ_=:
ESTISENTAN 125 o CONG TY N

[ cOrAN

Vien nén bao phim bosentan 125 mg

CAC DAU HIEU LUU ¥ VA KHUYEN CAO KHI DUNG THUOC:
£ xa idm tay fré om

Doc & nedmg ddn sie dyng trde khi ding

Thiing h:i: ngay che bde s hode duge 5T nhitng ide dung khdng mong mudn giip phai khi s
dung thu

THANH PHAN CONG THUC THUOC

ESTISENTAN 62.5

Mai vién nén bao phim chim:

Haoat chdt:

Bosentan monohydrat tuomg diong voi bosentan 62,5 mg.

Td dugre:

Cellulose vi tinh thé, natri starch glycolat (type A), povidon, magnesi stearal, opadry yellow
03K 520010 {bao géum'. hypromellose, trincetin, tale, titani dioxid, <kt oxid 46 v sit oxid ving).

ESTISENTAN 125

MBi vién nén bao phim chira:

Hoat chit:

Hosentan monohydrat tuomg duong véi bosentan 125 mg.

Td duye:

Ceilulose v tinh thé, natri starch glycolat (fype A), povidon, magnesi stearal, opadry yellow
03K 520010 (bao gom: hypromellose, triacetin, tale, titani dioxid, sit oxid dé va sfit oxid vang).

DANG BAO CHE

ESTISENTAN 62.3
Vi nén bao phim mau triing can, hinh tron, hai mat 1hi. duoe dip “62.5* & mit mét.

ESTISENTAN 123 .
Vién nén bao phim mau tréing cam, hinh ovan, hai mit 16, dupc dip *125% & mgi mit.

CHI BINH

Dhéu trj tang dp hee dng mach phéi (PAH) df céi thidn khd ndng vin dbng va trigu chimg &
bénh nhin theo phidn nhém 111 ela WHO. Thc dyng 84 duge thé hign trong cée rrmg hep sau:
« Thitg huyét fip ding mpch phii nguyén phat (v cin vh ¢ thé di truyén)

« Tang huyét 4p djng magch phdi thir phat din xo citng bi ma khong cb diu higu cia bénh phii
ki
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+ Tang huyét ip ding mach phdi cb lidn quan dén ludng théing chd phoi bim sinh va sinh ly
hoe cilia hii chimg Eisenmenger

Mt sb céi thién cling durge thé hifn & bénh nhin (ang huyét ip ding mach phéi nhém 1L WHO
(xem phin duge lyc hpe).

Bmmmgdmmdmdégmﬁlmvhmcm méi trén bénh nhin xo cimg ding
mach hé théng ¢ loét chi (xem phin duge e hoc).

CACH DUNG, LIEU LUQNG

Liﬁ ding:

Thing huyét 4p ding mach phéi

Didu tri chii nén duge bit diu va theo dbi boi mdt bac T o6 kinh nghiém trong viéc diéu tri
PAH.

Nigeriki ldm

¢} bénh nhin nguid (om, diku tri bosentan nin duye Wit i v liba 62,5 mg hai lin mdi nghy
trong 4 tulin vi sau dé ting 1&n liku duy tri 125 mg hal ilin m8i ngiy. Chic khuyén nghj twong 1w
fip dung cho thi didu trj bosentun & khi ngimg di¢u 11} (xem phin Thin trong).

Tré em

DI ligu duge ddng hoe & teé em cho thiy nbng 48 bosentan trong huyét uromg & ré PAH tr |
whi dén 15 wbi thiip hom trung binh & binh shia ngwdi lém v khong ting khi ting licu
mmmnlrﬁllmﬂgﬂﬁumhua:ﬂngﬂﬁmwﬁnmﬁ:Iiéu:ﬂhnikﬁnmﬁlngﬁy:ﬂnhﬂ
lin mBi ngdy (xem phén Dugc déng hec). Tang lidu hode thn sult iy o6 thé 58 khing mang
dén loi fich 1am séng b sung ndo.
Dunl:réncﬁc]i:él,qtﬂduwdﬁnghqcniy,mdiéutrialr&mabPAHm 1 tubi tedr IEm, licu
khii ddu vi duy trl kbuyén clo 2 2 me/kg vho bubi sing va budi thi 0} tré 5o sinh cb tHng
huyét sp phoi dai déing cla so sinh (PPHN), lgi ich ciia bosentan chira duge chimg minh trong
didu trj. Khéng co ¢8 xult vé lidu phap cb thé dugie thye hién trong tradmg hop ndy {xem phin
Duoc lye hoe vit Duge ddng hoc).

Pidu tri trong trwimg hop suy gidm lim sing cia PAH

Trong trutmg hop suy gidm kim sang (vi dy. gifm quing dumg thir nghidm di b) 6 phat I nhit
{8 so wii gid 1A do dige trude khi didu i) mic dia da didu tri bosentan it ahiit § teln (lidu
muc tiduw it ohit 4 wdn), thi ligu phap thay thé nén duoe xem xét. Tuy nhién, mit s binh nhin
chuth&yhhﬁngne-pmmmsmdﬁulﬁmmmmﬂmaapmmmm
khi dida tri thém 4 dén 8 win,

Trong tnrimg hop suy gidm lim sng 1k mje dit didu tri bing bosentan (tire [ sau vili thing
didu 1), vige dicw trj nén duge dinh il lai. Mat sh bénh nhin khing dip émg 1t voi fiby 125
mg hai En mdi ngay ciia bosentan ¢4 1hé ¢l thign kha nng vin dag ctia ho khi lidu durge 1hng
i dbn 250 mg hal An mdi ngly. Chn thys hifn dinh gis roi coflgi fch chn thin, ¥em xét dén
dic tinh gan phy thupe liéu (xem philn Thin trong va Duge lyre hpe).

Ngimg didu tri .

Hién kinh nghidm voi vige ngimg it ngdt bosentan & nhiimg bénh nhén bi PAH 1 rit hyn ché.
Khéng et bing chimg cho sir héi phue cip tinh 33 duge quan sit Tuy nhién, aé wanh sy xufit
hién o thé o ciia suy gidm Lim sing cb hyi do hicu {mg phipe hdi tiém ning, nén gidm liku din
dln (gidm mdt nim lidu trong 3 dén T ngity). Khuyén khich ting cutmg gidm sit wong thn gin
ngamg thude, Néu quyet dinh ngumng didu trj bosentan nén thye hign pist thube din dén trong khi
mdt ligu phip thay the duge dp ding.

Xor chmg ding mach hi thiing i loét chi
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Diku tri chi nén duge biit diu vi theo dbi hai mit béc 5T wd kinh nghiém trong didu tri xo cling
dng mach h§ théng.

Ngwiri ldn

Didu trf bosentan nén duge bit diu véi lieu 62,5 mg hai |in mbi ngdy Lrong 4 tuan vi sau 66
ging 1én lida duy tri 125 mg hai Jin moi ngly. Chc khuyén nghj tromg 1y dp dung cho vige didu
i loi bosentan sau khi ngimg dibu rj (xem phin Thin trong).

Kinh nghi¢m nghidn ciru 1im sing duge kiém sot trong chi thi nhy duge gidi han trong 6
thing (xem phan Duge lye hoc).

Dip img cda binh nhin dbi véi vige dibu trj va viée didu tri lidn tye nén duge ddnh gid lai
thisieig xuyén. Chn thye hién dinh gid rii roflgi ich cén thin, xem xét tinh ddc gan cla
bosentan.

Tré em

Khing ¢6 di lidu vé sy an todn va hifu qua o ahitng bénh nhin dudi 18 tudi. DI ligu duge
ding hoe ciia bosentan & tré nho mie bfnh riy 14 khbng co.

Din 56 dfc bift

Suy gan

Bosentan ching chi dmhammbemmmmr&ilmmﬁcmugmmmm Khéng
cin dibu chinh lifu & béh nhén suy gan che (Child-Pugh class A).

Sy thin

Khéng chn ditu chinh lidu & bénh nhin suy than. Khong cin didu chinh lidu & nhimg bénh
nhén dang loc méuw. .
Ngoetri cao tudi :
Khong chn diéu chinh liéu & bénh nhin trén 63 tudi.

Cich dung:

Thobe dimg dutmg wing.

Vién nén phii duge ubng vao bubi sing va budi t3i. ¢6 hodc khbng co thire &n. Cin it thude

viri mode.

CHONG CHI PINH

Min edm vii bosentan hodic bit cir thanh phin ndo cla thube.

Bésth gan vira dén ndng (Child Pugh nhém B hoje C xem phiin “Duge ding hoe").
Aminotransferase gan ting tnndc khi dibu i, vi du nhy ssparate aminotransferase (AST)
vi/holic alanine aminotransforase (ALT) cao trén bs thn gid tri 181 da (xem phin "Canh bdo™).
Sir dyng déing théi véi cyclosporin A.

Phy nir e thai.

Phy ni trong ¢ tudi sinh 4 khiing sir dung cac bién phip tranh thai thich hep.

CANII BAO VA THAN TRONG KHI pUNG THUOC

Higu qui cisa Trucleer chim duge xbe dinh & nhimg béah nhin bi PAH nang, Thay d5i sang
mit ligu phip khic duge khu:.r@n ¢fio & giad dogn ning cua bénh (vi dy, epoprostenol} nén drge
wem %é néu tinh trong im sang xiu &,

Pénh gid nguy co-lyi ich cia bosentan chua durge thye hign trén bénh nhén tang ip lyc ding
magch phoi & bénh nhin mimdﬂrnghiémtrﬁmgmﬂﬂﬂﬁﬂsﬁdﬂthﬂnndﬁcﬁuwﬂﬂ-

Ditu tri bing bosentan chi nén bit dou khi &p lyc tem truong d6ng moch wén $5mmHg.
Bidu (j bing bosenten khing cb tde  dung wén  vét Joét chi sin co.
Chirc ndng gan
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Tang aminotransfernse gan (aspartat vivhoje alanine aminotransferase; AST vahojc ALT) do
bosentan phy thubc liéu. Thay @bl cia cac enzym gan thing thuimg xudt hign trong 26 tulin
&t didu tri (“xem phin “Tde dyng ngoai ), mbe 4 sau b khang xudl hign, Thng gia trj cie
mr}'mgmmuﬁnglﬁthvikhﬁng:ﬁﬁnch&n; hminuunufnmcmlhiglh:ntﬁnhhiﬂi-p
lu:dihltihﬁnsiiEudu}rtrihnmnmhn#:mukhigi&mﬁEmTuynhih.:bihédﬂdm
M.Trnugs&itmmhop,cﬁmgmmwMganduwb&n:ﬂnmuhhidunﬂuﬁcmlw
hiah trén thi trubmg. Co chié cia the dyng khong mong mubn ndy chim dupe bigt .
Smrmnnmimmnst‘ems::ﬁthélﬂnqmmﬁlphénd&wﬂcimnhémhlmhﬁwﬂmuﬁi
m:}:mﬁmgun.TuyMmmuuﬂmmmmmmmimrnmm&émn
qunndémriﬁcmygiim:hﬂ:nimgnnﬁéntﬁin.ﬁhﬂnumu&mmléhﬂumbiﬁ:b
I:-l'.tjrdﬂl[:hlubmermn*cl&ﬂi':dhd&mgmngﬂﬁnmﬂ-m&:dnmﬁtmnhéﬂﬂhdbuh
Hgm_-rmmygiﬁm:hﬁtﬁnggancdthh&ngnhhumundmﬂdiéuwidﬁn:ﬂib‘wﬁiﬂw&h
ot bor mubi mit (BSEP), nhy rifampicin, glibenclamid vl cyelosporin A (xem phin “Chdng
chi dink" vh “Tererng ™). Tuy ahidn, cic di lidu vé vin & ndy con han ché,

Gid tri aminotransferase phii duge do trrfe diéu tri va hang thing trong suot qué trinh
giku tri bing bosentan. Thém nira, cin phii do gid tri aminotransferase gan 2 tudin mit
tin mii khi ting liéu,

Cie khuyén cio khi cé ting gid trj ALT/AST.

Kheén edo didu irj v kidm sodl

ALT/AST >3 vi < 5 ln gid trj gidh trj binh thuimg i da (UNV): Kiém tra do Tgi ket qui. Néu
vin khing dink ké qué ¢d, cln gidm lidy hing nghy hojc dimg ding thubc va kidm tra gia i
aminotransferase 1hi thidu 2 tn/nin, Khi gid tri aminotransferass trd lai mie trude khi didu i,
ch the bl dﬁuﬁéptuﬁd]hhihﬂngbcﬁﬂﬂinmmhﬂngdﬁnm.
ALTIAST > & vit < 8 gid tri binh thubmg 15i da: Kidm tra do tai két qui Néu vin khing dinh
két qui @, cin giam lidy hang ngay hoge dimy diing thube vi kism tra gid wminotransfermse
i thibe 2 lin/tuin. Khi gid i aminotransferase tro tgi mire trnde khi diéu tri, b thé bit diu
idp e  didu bing  bosentan  theo  hudmg din  dudi.
ALT/IAST > 8 Hin gid tri binh thutmg $i da- Phii dimg thube. Khieg difu i g
niu bifu hign cic triju chimg litn quan dén suy gidm chire ning gan, vi dy nhir nén, budn
\dn sbt. duu dy dity, ving da, mét b ﬂuﬂmlrﬁuﬂh&ngﬁngrﬁm{dﬂu%ﬂpxmdnu
co. sbtL chn dimg diéu trj. Khing xem &t vige titp tye dilu tri lai bing besentan,
Tiép tue didw tri: Tigp e didu trj chi dupe xem xét khi xic dinh lgi fch it 1 vargrl i so v
rguy co cb thé cb vi gid i arninotransferase gan 1 lgi mire trube khi diby tr. Khuyén cio cin
(haim vin bic 5§ chuyén khoa vé gan. Néu bat dav didu i mdnmmmémﬁéu wrong
phin “Ché d lidu vi cich ding™. Sau khi bilt ahu didu tri lgh, chn kidm sodt mire
aminotrunsferase trong ving 3 nghy ahu, san 2 todn vi san @6 theo khuyén céo i phiin
trin.

Néng d6 hemoglobin: Nong 4} hemoglobin piim cf phy thude vio by didu tri bosentan (xem
phdin “Tie diyng mgoal ). Vige gidm ning 03 hemoglobin khong tifn trign ma on dinh trong
v 4-12 tudin dlu ssu kihi bt ddu ditu 17} trong aghién el €6 kidm soat ding gid duye. Cie
truimg hop thidu miu chin truybn erythroeyt duge béo cdo trong gini dogn hiu marketing (xem

phln “Tie dung ngoot §). Khuyén co nén kidm tra nong d6 hemoglobin trude khi b dbu

diéu tri, hing thang mm#ﬂﬂgdﬂuvimﬁﬁEﬂﬂnuuﬁt lin. MNéy ndng 48 hemoglobin
gmmmmﬂnmhgamm&;mmmm vil ob bién phip diéu trj thich hop.
Ciie bénh nhin didu irj biing thube ching dong mau dutmg udng khayén cho cin giEm sit chi
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ﬂr!gihﬂilﬂﬂ.ﬂnhittkh\bitdiudibutﬁ uihhlungn&:mphh--mms,wmﬂ
Thids mdu hong cdu ligm: Cb bio :huhﬁumn:kﬁingcdliénqmndhﬁﬂu ting thifu miu
h&tﬂﬂéﬂliﬁﬂﬁhﬁm“hhc&hﬁmﬂn;duliémmﬁnthiﬂﬁuﬁ.

Sie dymg (rén bink nhin the mghin mach phit (Pulmonary veno-occlusive diseass —
PD’(JDJ.'ﬂﬁmnngﬁEnmﬁm:ﬁnghwpmp&ﬂdkhidi&uuiﬂngcﬁumuﬂcgilnmch{m
y!rulﬁ:a‘i:prmncyﬁins}uﬁnh&nHMﬂnticnghﬂnuwhphﬁi.Tmngnﬂyhnrﬁnniy,nh
M#umrnaphnph&iti-‘mtﬁ&:lrﬁnwﬂmmwiplurﬂﬂnnlmud!phfﬁlmmmﬁuhi
h&ﬂgmmm-ﬁnmmﬁenliénqmﬁénbanhdnmhmmmmmngmmmm

marketing vé phi pmiu&nmhmmmghinwwbmﬁ:mhenmuhpaﬁmmhmmﬁ

basentan.

&?dmﬁﬁﬂﬂﬂhnﬁﬂrﬂﬂ:ﬂwdﬁnﬂa@hp};ﬂﬂhmmmﬁmn& Trong nghién ey
u:.uanmmdangphmmmmmnhhmgﬁplwﬂmmmhph&;mnmwhﬁgm
anﬂluhhdmtwmnhmukhnnglﬁ:nmﬁgIllinﬁpﬁﬁndﬂiuthtmnzlﬁmmgﬁudi.
Trummiring]liénﬂuu-ﬁnhﬁnhnhﬂ:wyﬂmmnﬂnhtﬁng‘cﬁmngsblhnhlpviéndnﬂ
dichmumu'hétdhdiéuﬂ.numwmmwlwmmﬂpﬁmmmm
n:&m:r'r]muﬁivﬁﬁdlﬂhdqum:ﬂﬂﬂyhﬁn#h&nhnﬁnmuiplwdmngﬂli .
m-m:unhﬁnmﬂkﬁnmﬂmwdmmﬂlhmmmﬂnmmwhmm
gimm-:amﬁeudumwmmw:dunhuungdnﬂmngmm:hwm.khuﬁumﬂn
hhdhudiaumh&:m.maacwiﬂ&uhmmmmmMﬁhchmhmmmmwcm ;
&t nuie cin duge didu i v lhuﬁcbuiliéuuwﬂ:khibildhdﬂulﬁhinabmﬂnmﬂ.
Tiing dp lee ddng mach phéil trén binh nhdn nhifm HIV
Khhmhihﬁﬂ&unghnsmmnn‘&nhtnhr&ﬂnﬂngiplwﬂﬁnﬂ much phéi va nhiém HIV dong g
ilié:.ttrihimuﬂmé-ckhinuwrhmuﬂn‘mn:té.Mmuuhi&n:ﬁuvéumngl&nthuﬂuuiﬂnhnmm

vil lupimaﬂﬂmmi:uéungumkhummhmmunﬁng 45 boscntan, ¥em phiin “Tiomg

ac”.

Kﬁﬂﬁutrlbﬁﬂammmbﬁhﬁu#nhnnghhhnhhdumﬂmbcﬁ:h&pmttﬂuﬂéu
ﬁmnmrir.k!ﬁnhg:lungmpcﬂah@uhnhmﬂdMMﬂhlnthHvﬁiwchﬁ?d!:HéL
vh:-dhginiduunkhﬁslﬁu,uﬂrn:ur:u‘:whuﬂt#pvﬁu‘.inuétnihiﬁﬁchﬂ:nﬂnggﬁn.ﬁgu}'m
nhﬂﬂndf,'l-:;nnwidcLﬁ;d:gnu;ﬂmvéhuy&h@cﬁnglinkhﬁnuﬂlwluﬂﬂﬂw&unﬂ
hmmmk.ahwmimmpdmmu&-:umﬁm,nummgumgmu&nqmndéum
dumcinbmﬂnmﬂnijﬂ{mﬁnmm}.:ﬁﬁéhﬂlhuﬁnﬂﬂ&hﬂuqﬂdi!utri
khﬁngvinu.nhﬂﬂs'nénhMﬂnmmﬁnﬁmmﬂﬁﬂmdﬁﬁmm#.

Taing hupét dp phoi thii phdt vﬁih#nhp}nfl;ﬁcngﬂﬂnﬂnl!rﬂ!{ﬂﬂf’ﬂ)
1'lnhmmﬁnvﬂkhammdmgmpnuhnmmﬂ&uwnghﬂncﬂumgmﬂnghﬂntﬁum
ﬁ‘:i‘|Etu§nkhdruln;i§mnmduq":ﬂHhénhmﬁntﬂnghufhﬁpphﬂith&phﬂﬁcﬂPﬂmng

(giai dogn 11f cia phin logi GOLD).
wginmng.mmgmcmﬁuhim;mymgmmaammamdﬁmqum.ﬂméy.ﬁmm

dung phy {hromg gp nhit 14 kho tha, vi xit I biing vie ngung boscntan.
ﬁdmdéngrh}h&fmcﬂhrphdmmu&th&c

Sir dung dhng thivi bosentan vi eyclosporin A 14 chéng chi dinh.

Sit dyng diing thiri bosentan vai glibenclamid, fluconzzol vi rifampicin khing duge khuyen
khich sir dung,

HEhiétﬁEmdﬁﬁﬁ.uﬂlﬁngihmﬂuhnchmgt&:
mngabngumicamu&ﬁnm&cmmuachammécmuﬁimummn&nm.

Sif DUNG THUGOC CHO PHU N O THAL VA CHO CON BU
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Pley nit ed thal:

i tinh trén sinh sin dwge phat hign trén céc thir nghigm trén ding i (vd the ding gy quéi
(hal vh dde trén phi). Chi cb mt vii hdo cdo sau khi lurus bt vé vide st dyng bosentan trén
phy i cb thai, Bnmmichﬁnu:!ddinhu&nphun{m:ﬁﬂuﬂmpﬂﬁn“ﬂhﬁng:hldinh"}.
Fhunﬂ:&khﬁ.:ﬁnamangﬂmi

Bosentan cb the duoe m‘.rdunglﬁnhﬂhnhﬁmwgdﬁtuﬁiﬂnhdénéulmﬂWﬂuiﬁm tinh
wrurve khi bit ddu didu 1ri va binh nhan dmphﬁhi—hvéd:bi&npﬂpuﬂnhthnhinﬂy vit
phii =i dyng che hién phip trinh thai tin cfy. Biah nhin v bic 5§ ké dom clin duge thing bo
I bosentan €6 thé lam giﬁmt&:dmmmuﬁcuinh&ujdmhﬂmndnnﬁmm e durge
ddng hoc (xem phin “Tuong the). V1 I¥ do nby, phy it & 40 i sinh d& khing nén sk dyung
chic bign phap twinh thai dimghnnnnn{ﬁ.rbﬂgu&tﬂ,lﬁnhé'p,ﬁ&nduﬁi ds, vién a5t dm dyo vi
cae dang clly dudi da khic) nlmmi}thitnphipummhihlldurnhﬂt i phii ding thém bole
lhﬂfll'hﬁh'lngmﬂ'lhﬁ.‘n pi'ﬁpuﬁnhthliﬁn chv khdc (nhir dang bao :mmchun&,nmngnhin.
v&n;tmmm.hmmmm.mmj.c&nm viin bdc 59 phu khoa khi o bit cir nghi ngl
nho vé cic bién phip \rénh thai dp dyng cho time binh nhin. Cies bign phap trinh thai clin tiép
we trong vong 3 thing sau khi wgimg didu trj vii bosentan.

Do khi nlng thit bai khi s thai bing hormon khi didu tr| véi bosentan VA c0 nguy cor tink
trang ting &p Iyc mach phili nghiém tgng trong thai kY, khuyén cdo chn kiém tra c6 thal hay
hnngﬂmmmhienmmmﬂn&mm. Phy nit mang thai trong giai dogn
diéuuﬁuﬁtmmlmcﬁndmthﬁughiﬂngﬂymmthémwlhﬂnhi.

Plrg nit dang cho con bit:

Vide bosentan cb thé qua duge sira m¢ hay khing clura duoe bilt, Nguii mg dang nudi con
bl s mgdiéuh‘ibﬁng hosentan cin duge cai sia cho em bé.

Kha ning sinh san

Céc nghién cirg 1rén dang viit cho thiy clic the dyng trén tinh hoiin, Trong mit nghién cir khio
wilt dnh hrimg ciia bosentan {én chirc ning tinh hodn & bénh nhin PAH & nam gidi, 8 trong s6
14 bénh nhiin cho thity nong dj tinh iriing ghdm it nit 13 429 sau 3 hode 6 thang diku i bing
bosentan, Dim trén nhing phit hign ndy vi do ligu tién lim sing, khing thé bi logi irir ring
bosentan e6 thé cb o dang bit lgi ddi vén sy sinh tinh O nam gioh. (3 tré em nam, khbog thé
:mwmd@ngmudﬁdénmmmmmmui&uui véi bosentan,

ANH HUGONG CUA THUOC LEN KA NANG LAI XE, VAN HANH MAY MOC
Khing cé nghia]muc;uémm:ﬂ&wmdém pid higu qui trye ticp cln boseatan
dbi v kha niing 14 xe vh:ﬂ'duni.m&y mie, Tuyﬂ'ﬂémhmmmmthéﬁi!fhﬂlhuya ap, v

eio trigy chimg ching mit, mé mill hode ngﬁ:mﬂhhhmgdénummmmhmm
dyng médy mée.

TUONG TAC, TUONG KY CUA THUOC

Bosentan 14 chidt cam img eylochrome P43( isoenzym CYP2C9 vi CYP3AY. Che dit ligu in
vitra cho thiy CYP2C19 bi cim tmg. Kit qud 1 nong d cde thude bi chuyén hoa bai e
hum:ymnﬁrirmmnﬁurm:bigﬁmkhi&huidﬁngmﬁhﬂiﬂnmnmn.ﬁnmmm
nlngﬁ:dwgnh:i:mw'mhinhw&nhﬁuﬂﬂd:imﬂurmnhﬂmmw dii. Lidu dimy
che thude ndy c6 thé phii duge didu chinh khi it dku hodc kil thitc dibu tri v6i bosenian hode
khi thay ddi lige.

Bosentan chuyén hoa bi CYP2C9 va CYP3A4. Néu cde isoenzyme ndy bi e ché, nbng 43
bnmmnummhuy&mﬂngmﬁﬁﬁng{:emkm:mrﬂl].ﬁuénhhuﬂngnﬁacﬁcclﬁlwclﬁ
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cmc;a:ténnaugdahmmghmdmmnghﬁnnﬁu.dnmﬁnwugmph&immm
dong nay.
ﬂmﬂwmﬂm&wﬁcﬂzmmcrﬁmnmmﬂcmmf}:plﬁmdﬁnhm
l,h.élhﬂlnad&nu-'uinﬁund#bmnmwngmélmmg,ﬁiﬂngkhuyhchkhwpm.
Khﬁngkhny&dnﬂdmd&nguﬁmdﬂcﬁmmﬂnmﬂﬂ‘fﬂhﬂmukﬂn:wnl.
itraconazol v ritonavir) vd fi G ché CYP2CO (mhw voricanazol) v bosentun.
Cyelasporin A: Choag ¢hi dish didu tri diing this bosentan vi eyclosporin A, Sau khi didu trj
dﬁnnmir:ﬁng&&hﬂm&ﬁpnhﬁiHug&piulhnmmikmmlﬁhumlaﬂnmmluh.
T§1mmﬂidﬂﬂn&nﬁmd¢mﬂmumahu:fhmmslﬂngipi-ﬂinmumnﬁngiﬂ
bosentan khi didu tri mét minh, Co ché ciia syt tfomg 1ac nay i cb thé & it (re ché sy hilp tha
ptul:inth'm;ianwinchw‘éﬂcﬂahm:ﬂnﬂﬁﬂ\éﬁﬂgmbﬂlcjclmpnﬂmﬁﬁﬁgﬂmg
mfna:ﬁnq*nluﬁpurintﬁ{mmﬁlﬂ?ﬁﬁﬂgimmW%Eﬁhnﬂrrﬁluﬂ-lh:"h‘sdncim
img CYPIA4 bai bosentan.

Tacrolimus, sirolimes: Didu wj dbng thi werolimus hogc sirolimus v bosentan trén ngudi
chum dume nghién efny. Tuomg 1y nhy dibu 1} @bng thin voi cyclosporin A, didu trj dong thid
viri, tacrolimus hode strolimus ¢o thé lam din dén viée ting nbng 4§ bosentan trong huyét
yrong, Diku 1rj dbog thii voi bosentan cd hé lam gitm néng 4 werolimus hoje sirolimus
romg huyét irong. Vi I do ndy, khdng khuyén cdo didu ) abng thii bosentan wii tacrolimus
hﬁ&cﬁmlinmB-',-.l'nhnhinhitha}nphﬂik&mdﬁuhinhﬂvﬁyphﬁmmﬂmdﬁidm:ﬂ
e dyng khing mong muﬁn:ﬁahﬂ-ﬁéuiunuﬁnéngﬁamulimmmhﬂmlimm trong hsyét
uomg.

Glibenclamid: Ditu tr] dong thiri bosentin 125 mg 2 Yin mt ngdy wong 5 ngiy lam gidm ndng
di glibenclamid trong huyet romg (mit ctidi nin CYPIA4) 16 40%, € the lm gidm 1Ae dyng
h;dumlﬂhwhdlugk&.Hﬁngﬁ#hm:runﬂmﬂhwﬁnm:iimmilﬁ.Hmnhﬂt&
bénh phin ng aminotransferase clng Ving trén nhimg bénh nhin ndy. Ch plibepclamid v
bosentan (e ché bom mnhmdimahdiéunﬁyaﬁ!ﬂgiﬂmkhvikmngnwd&uﬁt
aminotransferase. Do vily, khong nén uﬁ&wuph&imnw{xunp!ﬂn"ﬂdq chi dfinh™).
Khing cb o ligu lumgm:vﬁi:ﬁuuii‘nnﬂmkhﬁ:.

Rifampictin: BﬁmphﬁihgpvdiﬂﬂﬁimmkiﬁcmnhmngTqﬁyﬂ‘nbmﬂﬂnlﬁ mg hod
iin mbi ngay v ﬁfmpﬁn.uﬂlﬂtw:h%mauh CYFiﬁﬁﬁﬂhd,ﬂm@mr&qdﬁ
uunﬁhuyéuumuuhhnn:nmﬂ%,vihihnmaﬁmﬁr:élhédmduuuuh'}ﬂ%wm
uﬁlmn&nghqpcuﬁé.ﬁtmdlﬁ_g'mmcdungdhghﬁﬂhbmmndw:ﬂukiﬁnkhid&u
ﬂﬁih;pvﬂiri[unpi:in.ﬂ'dmdﬁugmﬂi rfampicin vi bosentan khang dupe khuyén dung.
D@ liéu v cic chilt ciim img CYP3AM khic, vi du: corbamazepin, phenobarbital, phenytoin v
sLJumfswnmmnﬁydﬁ.nhmmnﬁamabmmnam-:mu&cuaymmduu&m
Hmg’:ﬁmplminhihnmtnthﬁuvﬁihumﬂn.Rimiﬂlélmiwlhﬂgiﬁmdﬁmtélﬂuquﬁ Ve
mit lim shng.

Lopinavir+ Ritonavir. Didy trj dbng thii bosenlan 125 mg hai Min mit nghy VA
jopinavirritonavic 400+100 mg hai lhn mit nghy wong 9.5 nhy trén nguiri tinh nguyén khoe
mm'lhi:hulhﬁytﬂnﬁyﬂuﬂmﬁﬁ.n&mﬂmmmmﬁimgmmgﬁpm
-lEﬁn:u1-'1;5‘1n&mdabhusmlmhmrélmmguhnguﬂidihtdhﬁngbmmnmmm]nhﬂ
ugayihﬁg.nﬁnaﬁbhuﬂnmnuﬂnghwélmugipkhﬂnnElhtﬁngdﬁhmnmnw
hnyéllumgklﬁdi!ulr‘;hnmmnnwlmlnh.ﬁtnhhﬂirﬂnmvirqmﬁihipmuqunpm:in
mmmﬁndm:.«hmxémnwﬂﬂﬂm,dudﬁmmgiﬁmdﬂmnhwﬂm
mmr&:muﬁgaymmmmm,ﬂhima&mmﬁuﬁmrﬁmuwﬁmnmmw
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chc thubc frc ché mmmmmﬁmwirkhﬁu,n&nthmmkhimdmgnwnﬁﬂhw

nhiin ddi véi bosentan.

Gau kii phii hop bosentan trong 9.5 ngdy. phoi nhifm wong iyt Tuomg véi lopinavir v

Atonavir gim xubng mis khiing ding ke v& mjt lim sing (tuomg imy khodng 14% va 17%)

Tuy mmmmmmmmwm&muam vil khng thé logi trir sur suy
ui&m:imdﬂchilim:héprmﬂm Nén theo d8i thich hop vige didu tri HIV. Cic hifu ing

twrong i duge dy kién i e thude (re ché protease ritonavir khac.

Ciie thube khdng retravirus khdc: mngmmyénnmmménhdm wéii che thube khing

retrovirus khée do thidu dit ligu. Do nhibm dbe gan 48 dugs luu § Vi nevirapin, of thé lam
mﬂ:tmhgmmhmtm.wuét hop niy khiing duge khuyén céo sir dung.

Cie thud tréuh that dong porman: Ditu trj dbng thii bosentan 125 mg x 2 lin mft ngly trong

7 nghy eing voi mt thube trinh thai dgng ubng (chim norethisteron 1 mg vi ethinyloestradiol

35 meg) lm gitim ALIC eta norethisieson 14% v AUC eia ethinyloestradiol 31%. Tuy whién,

AUC eila norethisiron va ethynyloesiradiol gifm lin luot 167 56% vi 66%% irén ngui tinh

ngguyén ot rieng €. Do viy, ding et minh thude teinh thai dyng hormon, khitng phu thuje

v dubmg diing thude (vi dy niw dismg ubng, thém bilp, tiém dudi da, 43 im dgo vh céc dong

edy dudi da) khong duge xem 1A bign phap trinh thai tin cdy.
Wﬂrj&m:ﬂﬁdungdﬁnguﬁhm:mu{ﬁmmg.hilhmﬁimﬁ.ﬂ;ﬂnﬁmiﬁmnﬁngdﬁ‘i- -
wrfarin vi Rewarfacin (chit nén coa CYP2C9) Hh 29% vi 38% wimg ng. Trén bénh nhin .
mﬁplwamwmhmﬁmmhﬁéuﬁ&mmﬁmmwmm mg hai lin mil |
n@ykhﬁng:hﬂﬂyﬂﬁt&;dmuﬁnlﬁmﬂngmnmdhﬂﬁgtmmﬂuﬁmﬁﬂmﬂhnlf |
liky warfirin (so voi ban diu véi kit thise nghién etru lim sangh Hgnﬁmﬂnsuhmdém&
wnrfnﬂnl.mmail:nnhiincimdunhﬁngﬁwdﬁuémﬂh#dudﬂu:dmpmlmwﬁ :
nhitng bénh nhiin duoe didu tri bing bosentan v gi dwe. Khéng chn thigt phii didu chinh

liéu warfarin hode thudc chéng ding miu nsong W khi bit diu didu tnj bing bosentan. Tuy

nhign, khuyén cio cin theo d&i ¢yt chE gid i INR, d&c biét khi bt dhu didu tri vA khi wing

Cimvasdotin: Bilu tri ddag thin bosentan llimglﬂnmﬁtm&}'mﬂgﬁugﬁ}'lhugiﬁmnﬁﬂg
dg simvastatin (mt chit nén CYP3A4) trong huydt nromg vA chit chuyén hoa beta-
mmmcammmmmuﬁviMH&gﬁmmmmmé tomg
mnghimhummdi&umd&umﬁvﬁsimmin.canmuﬁuiﬁm:imnmﬁq.
cholesterol dé didu chinh 1iéu simvastatin.

Ketoconazal: Digu t dhng thoi bosentan 62,5 mg hai lin m{t ngay trong 6 ngy v
'mlu:unnzumechﬁIim:hEE‘fF]anmnﬁﬂﬁHm;hgkhuﬁnglliunﬁmdﬁbnmwn
tmnghuﬁ-llumlﬂiéﬂauinﬂﬂilphﬁidihcmmli&uhnumthdﬂ:hwdmdﬂn:
mirﬂ:.h&ng:ﬁ-:nghﬁnammﬂm.mu:ﬂ:m:h&c-vmmm:nhulmnmmmﬁmuﬂﬂ
nﬁﬂﬂgﬂymdym;lumglu!ﬁmtﬂngnﬂngd&hummmhuﬁlwg,Tuyn!:tién,u;uyw
tﬁyibanIthnhnhh:ﬁ:ﬁ!:huyéuhﬁaCW!C‘!kﬁa:tﬂuﬁnh{-.nhnhdndiéuuidhm
mt.ivaichamcuhécmmuﬁu&mﬁ.mmmhmnﬁuangdabummﬂéummﬁé
uﬂnd!nnﬂﬂticﬂungpimnwhi&m.

Epoprostenol: Di ligu han ¢hé tir nghién i (C-052-336 (BREATHE-3]) 1 mdt nghicn iy
o6 kikm sodt, nhiin md. iﬂh&nhnhhnlrémdmdEutrivﬁiwkﬁmptﬂnbnmﬂm'nri
epoprosicnol chi ra ring suu khi dung by don vi da libu, eic gid t Cmax vd AUC e
mmmnmumngwﬁmnngmmﬂnmhwm_m%n lién tuc epoprasienol.
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Sildenafil; Didu tri dbng thiv bosentan 125 mg 2 tin mot nghy vi sildenafil 80 mg 3 fin mijt
agay lim gidm didn tich dudi dutmg cong AUC cha sildennfil 63% vi lim ting AUC cia
bosentan 167 50%. Phbi hop duge dung nap 15t. Khong cln thiét phii didu chinh lidy bosentan,
Tadalafil- Bosentan (125 myg hai lin mdi ngy) lam it sy phoi nhilm lodn thin et tadalafil
(vén lidu 40 mg mﬁimmmlﬁn:a&uﬁwc:m:mmnhﬂulaumﬁﬁm.
Tadolafil khing dnh hudmg dén phoi nhidm (AUC va Cmax) cia bosenlan hofe cac chit
chuyén hoa cia nd.

Digerrin: Didu trj dbog théd bosentan 500 me 2 thn mijt ngéy trong T ngdy cé the lim glim dign
sich dudi dudmg cong - AUC eiia digoxin 12%, nong 40 cye dii Cans 9% v miing @ ey tidu
Cinim 23%. Tie dv.mg:mrcbﬂ-éumqmﬁénﬁ-zcgﬁmF-myummemmmnu}m
khang cb gid tri trén lim sing.

Tri em

Nghién cin tuong tée chl thyre hign trén ngudi lom.

TAC DUNG KHONG MONG MUON CUA THUOC

Tedns hai muai thir nghidm gia duoe co kidm sodt dugc tién harth trén cée chi dinh didu trj, tdng
o 2486 bénh nhiin duye didu bding bosentan, & lifu tir 100-2000 mg mt ngdy v 1838 hénh
ahiin dide trj bing gis duge. Khaing thisi gion dibu 111 trung binh 1 45 win. Tde dyng khing
ming mudn thimg gap nhit (xiy r wrén it ribdit 1% bénh nhiin ding bosentan vit v tin xudil
il nhﬁuﬁﬂ.ﬁdﬁwﬁmmﬁﬁmhﬂg&m:mmllijﬁhmvui 9,8%), phi
moch/gil nude (13,2% so voi 10,9%), chirc ning gan bit thitmg (99,9% s0 véi 4,6%) vi thidu
miwgim hemoglobin (9,9% so véi 4.9%), ’
Ticdunukhﬁngmngmuﬁum phiin hmgﬁmﬂnmﬁlaamlﬁuhuﬁﬂggap&mﬂ]:m F
gdp (21/100 dén <1/10); khong thuimg ghp (>1/1,000 dén <1/100); hidm ggp (21/10,000 dén

<1/1,000) rét hidm gap (<1/10,000),

Trmmmﬂﬂnhbmﬁnsﬁ.phﬁhmﬂllgidmﬁuinhbﬁylhmﬂiﬁm gidm 80 nghiém trong.
Khdng cb sy khic bidt vé m3t lim sing b lién quan trong phin img bat lgi dil duge quan s
gihsﬂﬁ#uﬂngth&véuﬁ:dﬂﬂnhdmphﬂduyﬁ.

| H§ cu quan Tén sui | Fhén ﬂ“i‘]:::“ﬁ e
Thisbmg gip Thiu mdu, gidm idu cau
— Thisy méu hodc giam tidu cau
R loan méu vi hé thing i eu chu truyén khi hing e’
buch buyét Gidm tieu ey’
Khong thuimg gip Giam bach cfu trung tinh.
iam bach cdu® =
Phan {mg man cém (bao ghm
- o Thutmg £8P mé day, mén ngia)’
Réi logn b misn dich Thc phan vé vi/hode phi
Hiém gip e
&’
RAi Toan hi thin kinh Thuimg gip Efﬁm‘
RAi logn mit Khéng biet Miéy mat’
Rii logn tim Thuimg gip Déanh trong ngyc’
B bimg mit
Rl logn mach Thutmg gip His huybt 4p" J
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ﬂ:&hﬁ hap, nguo v Thuimg gip Nihet mii
Bénh trao nguye dg day thuc
i logn hé tigu hoa Thirimg gip quan
Tigu chiy
fedt thuimg glp %1 nghiém gan bt thuimg
Viém gan viholic vang da
Réi logn gan mit Khiing thuimg 2ip lign quan dén 1Ang
aminotransferasc =
I Higm gip Kiv giin, suy gan
R&i logn da va dudi da Thutmg g8p Ban do -]
il L L

T subt Xhng ube tinh duge dya trén cée 50 1i¢u higa ¢o.

* Phin img min cém duge bio cdo trin 9,9% bénh nhin dimg bosentan vi 9.1% bénh nhin
diing gid duge

! Pou dhu diroe béo cao trén 11,5% bioh nhan diing bosentan vk 9,8% béuh nhin ding pid
duge

4 Phin img logi nhy 6 thi lién quan dén cée bénh mic kim
*phﬁmacgmnumaummnmu&u13;%b¢nhnhandmhus¢nmvam,g%ha.mphan [
ding gia duge. J
Trong gial dogn say khi tueu b hidm truimg hop el ko gan Knong £ nguyén nhin duge bio :
cn:'msnuthiﬁisutr[kéudﬂlvﬁihm:nun#mﬂngbénhnhﬁnuénhiﬁub&nhﬁmbuuivﬁm :
sin phim thube khic, cnngwmmmmhumgapvém gan. Nhimg truimg hop nay

cing cb thm quan trong ca vide wdn thi nghidm nght lich winh hing thing 48 theo d5i chir

filing gan trong thiri gian didu trj bing bosentan.

Che nghién ciru khing kiém sodt trén binh nhi

Che dir lidu an wan trong nghién cie mér nhin trén biénh nhi (n=19, trong khodng 3-15 i,

wung binh 14 10 W), udng vién nén bao phim bosentan 2 mg/kg X 2 tin mdi ngly, trong théi

gian 12 auénmmgmdnﬁmﬁnmmmmﬁdy trong thir nghigm trung tim trén bénh

nhdn trintrng thianh bi ving dp Iy ding migch phii. Tmnung!ﬁ&nn&urmy,;ﬂmmphuﬂmﬂg

elip nhda 1 86 b mdt (21%), dau diu vi chirc .mgmhhmm{m&mu dung phy 16%),

Phein tich gip cic nghifn clu trﬂnué:mhhﬁngkihmawuﬁin hiinh vii PAH trén

hosentan 32 m dgng vién thude phiin tin (FUTURE 172, FUTURE 3/Extenston) bao gdm 1img

ehng 100 tré duge didu 1§ bing bosentan 2 my/kg hai lin mdi nghy (n = 33), 2 mg/kg ba lin

mii ngiy {n=3|1.huan4myuah=1ﬁnmﬂngiy (n = 36). Kidm sodt d) wdi nghién cim 1

i béah nidn i 3 thing dén ) b, 15 tré em tir | dén dussi 2 b, va 79 tré tir 2 dén 12 tudi,

Thisi gian dséu 1rj trung binh 14 71,8 tuhn (khodng 0,4-258 tuiin).

Hi 5o an tu&nhungphﬁntinhﬂpmmughﬁndruﬁmmngkﬁmnﬂmimmnhu
nghth:ﬁuqumhﬂngfrnhimgb#nhmdnnmﬂilﬁnhi PAH ngoui trir nhidm khuén, thuimg

duoe bio cho nhidu hom & nguii km (69,0% so véi 41.3%). Sy khie bigt v thn sb nhiém

Chudn oo the mdt phin 13 do pheri nhiém diku trf trung binh 14u hon & binh nhin tré em (irng

binh 71,8 tulin) so véi nhom ngui lon {trung ik 17.4 1uln), Cic phin img phy thiimg g5p

it 14 ohifm trimg dubmg hd hiip trén (25%). ting huydt ip dong moch phii (20%). viem mii

hong (17%), sbt (15%). ndn (13%) viém phé quin (10%), dou bung (10%), vi tiku chay

(10%). Khdng b khic bigt vé thn sulii xiy m phin img phy gihahhﬁnhnhihinwﬁduﬁ'il
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mﬁiﬂi:phﬁﬂ&ngphuhélthuﬁngganvimihnﬁw’gﬁmmnﬂohm xdy ra twong (g trén
@%% vh 5% bgnh nhin,
Tmngml:lng,hiéncmlugﬂuuhitnvﬁiguduwmhkiﬁnﬁldwcﬂénhﬂnﬁnhﬂmb&nh
ahiin tiag dp lye ddng mach phéi thin gl mﬁnhtFUTURE—-l}.lén.gd}ngl&uémﬁnhdm
.ﬁéummhmmmm;ﬁapﬁnmumnéu:mgmgmﬁnmﬁanm{amhnhmm
gi&dwr.},cdclﬁudmphumm,ggﬁpnhhdﬁiuﬁidcbénhnhﬂndimgbnunmmﬂdﬁnngih
thnm,mmgimpﬁihiéumﬁuhuksimmuﬂhhinﬂmﬁhibénhnhinhnacﬂ'rﬁﬂﬂl
l:mnsﬁﬂh&:ﬁnhﬁnhnﬂciiﬂ}.;ﬂﬂmﬁnuﬂnﬂmugsﬁlib&nhnhﬂuhaﬁr.'!]%.v&ﬂuung
iﬂhﬁlhnhinhumﬂﬂl.ﬂnﬁn{imngsﬁ13b¢nhnhln1-.nanli'ﬂivﬁnuuuuiﬁﬂh&h
nhéin hofic 0%).

Thay &ﬁ-lﬂicuin’: trén gan

Trong chuong trinh Km sing nay, ting aminotransferase & gan phu thude lidu thuimg xudt hién
tong ving 26 i didw i, uuﬁﬂg;ﬂiﬁiu'iénlittirv&nhﬂyéu li khong cb trigu chimg.
TrunggfuidﬁwﬁﬁuImhinhxﬂmﬂswgmhiémﬂipdiduwhﬁnm.
mm&m;ﬂmmmuﬁyMngmm.summimmsfmmméaauuwm
tidp tyge didu tri voi liu bosentan duy 1ri nhimg ob thé cin tgm dimg.

Trén hoi s thir nghiém tich hop €d kifm sodt ploceho, aminotransferase pan ting eip 3 o
giﬁtrihinhﬂmﬁngtﬁiu&uwﬂytr&n1!.2“fnhvz‘nhnhﬂntruunhdmdiéutriwﬁihm=ﬂ:ﬂm 3
w&i14%mngnh¢mh¢nhnhamﬁéu=ribﬁmaisdm1 rén § 1in gid tri 16i da duge thiy -
wén 3.6% bénh nhin dieu if] bing bosenian vi 0.4% bich ahiin ding gid duge. Ting
mmmnsfﬂmu.enmmdhunummiumnzlhguunmmmuﬁugmﬂm
chimg v& viée tic mit trén 0.2% (5 hinh uﬂn}d{mgmﬁmtanﬂu.}mﬁbammmmuiﬁ

Trong phiin tich gop cba nghién et irén 100 “hi khoa trén chimg thng huyét &p ddng mach
phai.mﬂnmmsfmmgmmuansmgmmaidansmqmﬂtwuénmsam f
nhan. -
Tmmmugmamﬂuvumnmmm:iénmnhm I3 bénh nhin tré so sinh tng ip e
dﬁngmwhphérl.kh&ngmmmprﬁlmhmum&lﬂmiﬂmnﬂ!ilﬁn;iﬂuilﬁi&a A

mgmmgmnihm.mmgnammmvhgmw ra 3 nity sau khi két e didu
try bosentan.

Thay dbi ndng 8§ hemoglohin
Trﬁihimuuiuﬁnuﬂni&mﬁchmcﬁkiémmﬁui&mlr&nngtrblm:ﬁngﬂmm.glﬁmﬂng
a5 hemoglobin toi dudi 10g/dL. ur mi binh thubmg dwoe bio cho 8,0% bdnh nhin dicu i
bing bosentan va 3.9% binh ahin dibu i bing gid duge (xem phin “Cdnfi bda").
Tmngph&nﬁr;hgéplﬂﬂnérmmmughienm&unmmﬁnguhmmunﬂ 172 vl
memﬁzmamnhgdammmuimwmd&uumdmﬁi 10 g / di. duge bio
ﬂnmu.n%benhnmmmuuﬁnghmimm{sngdmiagm_
Tmngrghienmwnmm.ﬁmgaa 13 tré so sinh duge didu trf bing bosentan voi PPHN
cﬂ-gihuhmmglnbinmmtgph;mulumm:hi!utmmﬂu:uhuduﬁgiﬁmdﬁmm
thurdmg trong qud trinh diéa 1.

QUA LIEU VA CACH XU LY

Bosentan duce didu trj trén ngwdi tinh nguyén khie mgnh v liky don 18n dén 2400 mg vi v
pénh nhin cd bénh khﬁcngndlimn;ﬁplucnmhphﬂhﬂi lidu 2000 my/ngay trong hai thing.
Ti:d;mllhbngmmumtﬁnm:ﬁnsﬂpnhﬁﬂﬁmﬁmmnhcdmumhim
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Trong giai doan sa khi lwu hinh, qué ligu dén 1ﬂ.ﬂﬂﬂmgduwbﬁu=ﬁnﬂhenhﬂlﬁnmmm&i
vi thanh nién, Bénh nhin 6 bitu hign triéu chimg budn ndn, ndn, by huyét dp, hoa mit, toét
mb hdi va nhin md.

Cich xir Iy

Lih:ﬁﬁifrnnﬁthédﬁndéngiﬁmﬁplutdﬁngki,aﬁﬂ ddi hai phai cln chc bi¢n phip hé trip
tim mach.

Bénh nhin hdi phyc hodn m&nmngwhngldgmmkhiduwhﬂwhuyétmﬁhbngﬁésﬁ
dung cdc bién phép loc méu vii biénh nhin qué lifu bosentan.

PAC TINH DUQC LYC HOC

Co ché tie dyng

Busentan 14 chit di khing trén thy thé endothelin (ERA), ¢ di lye v6i ci thy thit endothelin A
vi B (ETa vit ETa). Bosentun lam gidm khing \ris trén mach méu phoi v hé thing, do vay lam
ting cung lgmg im ma khng lam ting nhip im.

Hormon thin kinh Endothelin-1 (ETy) 1 mt trong cie chiit co mpch monh nhit. Né cb thé lam
MWMM:MIéMﬂd:hﬁﬁphldﬁtjﬁmvﬁﬁcﬂlﬁhgﬁj vidm. Cée the dyng
ity due kich hopt ki endothelin gin voi cic recepior ET v ETy 1 cie receptor ¢b & ming
wrong vA trong 14 hio cde ca tran think mach, Mbag d§ ET) toi mé vi trong huyét wong @ng O
mit 55 béh tim mwhmﬁchenhmmﬁlieﬂmmgﬁmmﬂpmmg mach phii PAH,
binh xo cimg da, suy Hm cip v myn tirth, thidu mdu co tim vé xo viie dong mpgch, digu niy
cho thiy ET dong vai trd 13 tie nhin gdy binh trong cie trubng bop ndy, Khing et chit &
khing thy thé endothelin, nong dj ET tang coo litn quan chit ch2 i mirc d9 irim trong ¥A
ﬁénlummcfmmﬁnhhﬂlnhhtﬂngﬂplunﬁﬁngmuhmﬁiﬂcﬁ: hénh nhin suy tim.
Bosentan 1 chdt canh tranh ghn kit BT, vi ode ET peptid trén 2 receplor ETa v ETi wirl i Tye
tomg & 1im hom trén receptor ET (Ki = 4,1 - 43 aM) 50 v thi thé ET (K; = 38 - 730 6M)
Bosentan li chit abi khing dic hidu vori th th ET vi khong gin vei céc thy thé khie,

Céic die tinh durye lye hoe

Ad hink diireg vt

Tren mi hinh ding vit ting dp lyc mach mié phii, sir dyng Bosentan dirdmg udng liu dii din
dbn giium khing triv trén mach méu phéi vA gidey phi doi (i thiit phi vis mach phoi, Tréa md
ninth dang vt co xa cimg phii, Bosentan giy glam ling dong collagen trong phii.

Tiing dp lec ding mgch phoi

Hai thr nghiém 6 kiem sodt placebo da wrung tim, mb &0, nghu nhién duge thye hign vii 32
bnth nhéin (1w nghidm AC-052-351) va 213 bénh nhin (thir nghiém AC-032-352 [BREATHE-
1]y ting dp deﬂﬂsmdlptﬁinﬁmﬂ:dﬁmhmmﬁngwﬁ a8 M-IV theo phin lopi cha
WHO {tang ép lue mach miu phii tién phat boje thir phibt, chi yéu 14 lign quan dén xo cimg
da), Sau 4 tubn didu trj véi Bosentan liku 62,5 mg x 2 lan'ngay, lidu duy tri 1 125 mg Bosenton
« 7 lin/ngiiy trong thir nghigm AC-052-331 v Lin hugt 125my v 250mg x 2 Hningdy trong
thir nghiém BREATHE-1.

Hosentan duge b mgmluuyhipdﬂuhihi&n&ﬁichncﬁcbﬂhnhin ndy, ¢6 thé hao gbm
lkét hop voi thude ehéing két 1dp tidu cdu, thude gitn mach (vi du nhu cdc chiit adi khing kénh
caleiy, thude lgi tidu, oxy vi digoxin nhung khong bao gbm epoprostenol. Nhém chimg duge
<ir dung placebo b sung vio didu trj hign this.

Thirt didm euli mdi thir nghifm (& thoi didm thay d&i vé khodng cich i b duge trong & phit -
sau 12 tulin & thir nghiém diu va smt 16 vl & thit nghidm this hai. Didy iri hing Bosentan i
mmmkéumwmmédﬁna:annmﬁnghi#m.sumuumﬁmmhdimnhﬁmmu
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dﬂnhpmm.mammginﬁbmd&uqimmhimﬁu dity o tha tugt & 76m (p=0.02.
t-test) va 44m (P=0,0002, Mann-Whitney Utest) duoe do ta thii diém kit thie dhu tién cia
uﬁimangmw.sgmhmﬂhhuinmmmdm liku 125 mg vA 250 mg x 2 Wn/ngiy -
khng ¢d § nghrmﬁngu.m:aﬂcﬁaummmﬁmcﬁuﬁmﬁlmamﬁmmﬁh
cao homn.
wa:ﬁimiﬁnhhningmhdib&fﬁnﬂtmitu&nﬂuhi,dﬂﬁﬂsauﬂlﬂndﬁuﬁvﬁduy
4 1641 28 tukn trong céo thir nghigm mi d6i trén mit vi binh nhin.
I-ﬁﬁmlmhhiﬁmmmﬂnmmmuqﬁmmu&umﬂpmmmas bl nhin
tham gie didu i vof lidu Bosentan 125 mg hoi lin mit nghy trén cic chi iéu nhu thay d0i
Hmﬁngnﬁ:hwﬁb&.pﬁhlwihﬁnhﬂim“’lm vii khé th. Thir nghiém cho két qud hur saw: o
mm&uﬁwmnhandmﬁqmuﬁmwmnhenhnmnhdinhﬂbenhnhnnm tinh
uwxﬁudi,'I'mngs-&ﬂh¢nhnhmﬁndinhﬂndnthﬁ&6hinhnhﬂn=&iﬂﬁ&ﬂﬁ'uﬁthir
mmmaﬁimvmmmwﬂu irong 46 4 binh nhin tinh trpng x&u di, Trong s6 7 bénh
nhinﬂnhtrqngxiudifrmﬁnthﬁl,lﬂnhnhhcﬂthiﬁnbhdnlhﬂ!ﬂ!ﬁnmﬁigiﬁiribm
dilu vt 4 h&uhnhhunhumﬂudh

Ciic thong sb huydt d9ng hoc chi duge dinh gid o thir nghiém diu, Diéu trj bing Bosentan din
4én Bing cung |ugng tim. liéa quan cd § nghla véi sy giam 4p lye dng mach phii, g kKhing
mpch mie phibi vi dp lye whi phii.

Didu tri bing Bosentan gilim trigu chimg cia PAH Vi ¢t thien thé chit. Kho the (dupe do

trm'lathl.‘rnghiémdihﬁldmﬁﬁﬂﬁhuhbhmﬂﬁndihuihﬁﬂnﬂﬂanﬂmﬂidﬁm \
&hu et thir nghidém Bmm-i.ﬂzﬁhemnhmmm < 213 bénh nhin duge phin logi ;
a;-u_mmpmm&wuvéd&mmheuhﬂs%mhmmamphﬁnmaﬁw.ﬂm J

hiﬁnnBuﬁﬂmwlhh:iilhiﬁnmﬁndﬁhéuth4l4%h¢nhnHm g0 viri 30,4% trong nhom
bénh nhan dimg placebo. Trong ek hai thir nghigm, 1Ong < bénh nhén co thay 45i vé di) phin
logh can WHO 1t h;mcﬁjrngjﬁut}ﬁwhﬂamﬁmhinhrﬂﬁn ding Bosenian so il nhom
binh nhin dimg placebo. idy trj biing Bosentan lm ghim ob ¥ pghin thing ké tinh trgng xau
di win lim simg sau 28 tudn didu ui, so vin placebo (10,7% so vl 37,1%; p=0.0015).

Teén mit thir nghigm co kiém soit placebo, da trung vim, mis d6i ngu nhign (EARLY), 185
pémh nhin ¢ trigu chimg ting ap lye ddng mpch phii nhe d 11 theo WHO (khodng cach i b
mnmg binh trong 6 phot [ 443m) dmﬂdumﬂ.ﬁmﬂ-mﬂmhﬂlﬁnmﬁluﬂymmdl
udin, sau 46 14 1235 mg hai lin mbi ngiy (n=93) vi placebo (1w=02) trong séu thing, Bénh nhin
khong dugs didu trj je higu (n=156) hodic bénh nhin duge didu tr blng lifu &n dinh sildenafil
(7=29). Thisi didm ket thi mdplimﬁm&nmnd&iuﬁmngmhmﬁtmmmﬂg
cach di bl wong 6 phit trong thir nghigm placebn cd kigm sodt irong khoang thén gian 6 thing.
mdwmdﬁyminhhmgc_ugmmgmwema.

Try khing mgch phéi | Khoing cach di b trong 6
(dyn/giy/em®) phiit {m}
Placenbo Basentan Placenbo Bosentan
(n=88) (m=80) (n=91) (n=86)

Duing nén (BL); trung | 802 (365) 851 (535) 431 (92) 443 (83)
binh (503)
Thay doi so voi duimg 128 (465) .69 (475) £(79) 11 (74)
nén; trung binh
Hicu qui dicw tri “12.6% 19
95% CL -34, -10 -, 42
Gid trf P < (,0001 0,0758
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CL: gidi han tin ciy; S 43 16ch chudn; PVR: tri khiding mgch mau phii
Thf:igia:ndindénﬂnhhmgl.imﬁngxiudi{u'wnng.ptﬂinh@vétndumchi&-:hﬂﬂgnﬁl
mngﬁplmﬂmgmmhphﬁiiﬂﬂﬂnhmumgﬁplwmmmmﬁﬂudn.mﬁkhmiﬁ
ﬂnrg,.:lu,-.rd:‘.'uidﬁp‘:ﬁn!qibﬁnhlhenWHﬂvﬁhnﬂldﬁnnhchumdﬁnhgiMﬁlhﬁdi&tk&
ﬁni:ﬂil}rﬁp.sauﬁllﬁus.Wﬁﬁmnﬁtﬁngmﬂ:hmﬁuplﬁw\'kmngﬂﬁnﬂﬂﬁnplumhncﬁ
kidm sodt 1 22,6% (p < 0,0001). Sy cii thign khodng cich di bd trung binh trong 6 phit o
ahém Bosentan %0 voi nhom placebo i 13,8m (p=0,0758). V& cic thay déi iy khéng mpch
phﬁlﬁlkhﬁitgcﬁmkhﬁnhi&t:ﬁ?nghhﬂﬁgk&giﬂncﬁ:nhﬁmbﬁnhnh#pﬂngiplw
ding mach phbi thi clp nhifm HIV, (im bl sinh, bénh md lién két hoge bgnh nhin ding lizu
phiip kit hom win sildenafil trén mit 50 oho binh nhin.
Higmmmlimmxﬁudi:hammuaf@ruﬁngteanhmumnhmdnngammmnm
viri o bénh nhin dimg placebo (giam nguy cor dén 77,3%, p = 0,0114). Bosentan lium gidm
tiliunhnhhcﬁﬂnhﬁwglﬂmm:tiudiilnhilmdﬁ{!.dﬂﬂmzmmmv&i 13,2%
pl.-.ncm.p-n.mayﬂcﬂmmy&d@ngm{mrap.wu,dﬂsa:hmasvm;p-m.un,
Trong mdt nghidn el ¢d kidm soit placeba, mi d6i, nglu nhién, da trung tam, hoi ob

(BREATHE-S) trén bioh nhin ting dp lyc dong much phii PAH a0 1 theo phin logi cia

WHﬂﬁhmﬂimEﬁmﬁnhuiEismnﬂlgu:Fhrﬁﬂlﬂm'.Emmlﬂﬂ{u-Jﬂhﬂlﬂpmhﬂﬂiﬂ
1‘i|'jdmr:::|:ldl.mg1mnglﬁnﬂnvﬁnhédhlﬂunhumum&uuhihntnmgwww&mkﬁ
ihﬁ:dﬂuﬁ&n:hnMyﬂhﬁhﬁmﬂmmkﬁngmﬁnmﬂmmim&wyhuf’h
Qau 16 tudin, Bosentan cii thign d§ hoa tan oxy 1% (95%C1-0,7: 2,8%) so voi placebo. Két qud
ndy cho thiy Bosenlan khing lim whm trong tinh trgng thi€u oxy huyés, Diéu trj bing
Enmﬂandﬁndfnvin'.-:.giﬁmdﬁnukékhﬁn:ﬂﬁmuchphﬁivacﬂithﬂnunhmngﬂ:hﬂ.sau
lﬁmﬁn,mmmmwmﬁp&mMsm{r:}m‘lu}mmnmmmmm
SOaL placebd.
[henh i ting 4p bye mach phéi PAH c6 nhigm HIV khing duge tham gia vao thir nghigm
trumg tim (thir nghigm AC-152-351 v BREATHE-1), Trong thir nghifm khdog so sinh, o,
da trung tm (BREATHE-4), mwuhnmnmﬁplu:mmmhpmimm v TV theo philn
smm.mmxnhi!mHWammhmmdémﬂmﬁm&mmmm trung tim. Sau
H':'nr.in.ﬂ‘lwwﬁmi#-nvElli":chhﬁu:ﬁ:thﬁngﬁ&huyéldﬂn:hmﬁmphﬁiunvﬁimgiﬁul
bmdﬁmﬁﬁh&uhthmphﬂnluﬂnﬂa\h’ﬂﬂn:ﬁihihmHha-lhnhﬁn.iiiuhﬁttﬂnhnhdn
(15/16) duge diu trj bing thube Khing retrovirus ue ché thy thé phién ma ngugc nucleoside
hode khdng mucleoside, chilt duge ditu tri phib bidn nhilt trong cde diby tr] phiii hop. Bosentan
khiing thé hidn tic ddng rd ring trén cde ehi b nhifm khudn HIV trong ede thir nghiém — nhu
s hrgmg té bdo CD4 hoje HIV-1 RNA.
Eﬁfﬂdﬂhmvép}ﬁn!miPAdellIthmﬁH-Idetu’nghqpﬁrtﬁ:hHibhhnhﬁntﬂéu
uihhgﬂusnﬂmumgnghi!ncﬂuﬂﬁkiﬁnmﬂhﬂ-ﬂﬂﬁﬁd (EARLY) vivhoje thin gian kéo
dii OL. Thot gian didu i trung binh bing Bosenian I 3.651,8 niim (167 6,) nam), véi T3%
hénl'lnhﬁnd'viruuiIlnhﬂiinhﬂﬁﬁl%bﬁﬁtﬂﬁndiﬁutﬂﬁnhh4mﬂmnhﬂncﬁmé
méutripmmm&umgmmmmmh.humunhuhhdmddmﬂnu
ing dp lyre d0ng moch phdi vd ciin hode di m&ﬂ:m%j.mmﬁnamgmm;mhﬁ
phirldlhﬂ-‘jdu‘;rcduymmiﬁﬁginnﬂuuihhmﬂmmmnllhﬂ?dﬁimgﬂnhmmmﬁ:
i tai thiri diém cudi didu tri 14 3,7m. Noi chung, 78% buh rihiin duy trl mic 4 béah 1l theo
,amluniuanmmnmq,uéumn.ﬂmunhﬁleﬁbngﬂxnplmmmmmﬁﬁssﬁmmﬁ
ﬁém3'm-lnﬂ.mmuhhihétdbudiéuu'i.Tgimﬁdiémumngtu,ﬂﬁimﬂ'ﬁ-h&mmﬂaPﬁH
khing niing thim (duge xéc dinh biing 1t vong do mpi nguyén nhin, ghép phbi, phiu thujt
dﬁngm::hhuﬂ:béldﬁudiﬁ'utrihinnpmmid tiém tinh mach hofic dudi da).
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Trong nghién cin théd gian kéo dai OL (AC-052-4-9) cia thir pghidm AC-052-4-5
(BREATHE-5) trén binh nhin PAH d 11l theo phin logi cila WHO Eisenmenger lidn quon
dhﬂyﬂmauﬂghurh.Eﬁﬂnhuﬂnlﬂpqﬂﬂutﬁhhuﬁmnmmhﬁgimldnﬁ
(trung binh 24,4-2,0 wiin). Higu qnﬂnfnﬂmundmﬂﬁylréumﬁ ginn diéu tri m d6i néi
dmngudu,rmmﬁﬁp‘mﬂmﬁimgmgimﬁhuimmmu.

Hifw qua ldm sang trén bénh nhin (ré em vl tré v théuth nién 1dng dp hee ding mgch phai
\'immnbuuphimﬂnunmduwnahiénﬂ&utr&nlhirnghiémm&hhhuki&nﬂﬂtuﬂnI'?
a-enhnmmgap:u:mmplﬁiu-lsmﬂ-uummmmmﬁqmp@mm
phﬂt.?h&nhnh&nmdp!wﬂﬂﬂsnmhﬂﬁidnkhiémkhw&dm'u&nuirh}.’l‘hﬁrrghiém
du:;rt:lﬁhkf-d!rnghlincwﬂicihﬁnuﬂr&nwﬂﬁnthw{mmPﬁnmwﬁngmLEim
nhﬂduwnhiuliminlﬁmHmnsmmgvﬁﬂ:mémgthﬁﬂﬂM{mﬂﬂnﬁdpﬂﬂﬂm
ird em v tréd vi thimh mign) v duge dibu trf trong 12 tudn, Tl thoi diém bt diu thie nghigm
mit nim sb binb nhﬂnimmmEiMﬂHﬂdw:diéuhibhuwwmlﬂnhmﬂh.Liﬁu
epoprestenol duwﬂymmaﬁtm&mﬁémmuﬁim}lﬁmbi.Tﬂ i didm bt diu
ﬂrir:qhiﬁn.thﬂc&ché-nhnhﬁnﬁd{bllfﬂ*Iibtnhnhﬂn.??%]hnindﬁllliﬂ=4h¢uh
nhin, 21%) theo phin logh WHO.
ﬁcﬂﬂqaﬁhwétdﬁnghmdmdnuﬂnI?h@hnhﬁn.ﬂntﬂi;ﬂgﬁuihmdh.chls&:im
ting trung binh 0,SLiphitne’, 6p lye dong much phéi trung binh gidm Bmmklg va khing i
mach phéi trung binh gidm 389 dyn-sec-cm . Sy cii thién cic chi s& huyét djng hoe so voi cic
i 1] hm&ﬁuxl.tﬁlhihtmngmmﬁmdhlghumkhﬁﬂgdﬂng:puﬂwm:nul-ﬂvﬂufdﬂlm
chllﬁdﬂing}iﬁﬂgﬁﬂﬂ!ﬁ:ﬁnﬂnmﬁlzmvﬂiﬂﬁﬁmﬁurﬁkhﬁ:'hi&tvikjﬁngnﬁj'
nghia thdng k&.
ﬁﬂﬁadﬁfhﬁgiﬂn:éﬂg:&!m&mhnﬁdnmg&phwd'ﬁngm;mhplﬂ:ﬂlﬁs-fmg,:{rtdﬂi
l'qmdw:ughiénmimuﬂnwanbﬁﬂihﬁnhnﬂnﬂnhﬂth&ngﬂha&kﬁmmmm
cliinh (AC-052-353 vh AC-052-354). Thin gian didy tri trung binh bing Bosentan 1 1.9+ 0,7
n‘ﬁm[i-ﬂithif-.u'lil.l:téiﬁ:ljnhﬂ]ﬁhhhr&nﬁndw:ﬂmdﬂimmghinhluiMﬂm. Hidu
hh:ﬂu:bi:ﬂ\nhﬁnduwnhindudnl,hnglpIwﬂbngm;rhphﬁhihphﬂﬂ’ﬂhTﬁ]ﬁﬁll! ;
lhmplﬂnlmi:ﬂn\wm{Hﬁ}.ﬂl}sﬁmsﬁimuuﬂinﬂmcﬁmmﬁmﬁhﬂhﬁﬁgm 1
Lﬁ'}]%vimuh:ﬁnﬁmlﬂﬂﬂ»ﬁ{ﬂnpim—nﬁﬂ],ﬁﬂ-ﬁﬁngﬁﬁthﬁuph&nnlmmﬂ:ﬁphr:d&ug \
mp:hphﬂ]tiﬁnphﬁtm1ﬂmﬁm2mﬂumm-?ﬁ%ﬁﬂﬂ%mﬂuﬁnﬂ.?ﬂ:5ﬁm .
vﬁir.:ir::ﬁll#ﬂﬂﬂhhﬁﬂhnhindh;cpnpmquﬁiﬁhmgﬁndiéutﬂumyénﬁn{H=ﬁﬂ} =
cho thiy nqmm-;ﬁmienuﬁnéngsmnaaﬁnhmanmngaplmmﬂuhphmﬁmﬁm

tuom ducmg v epoprostenol,

xuema'd:gnwhmhhgva:uachnﬁn tridn
Hn':mﬁnghiem:dkiémmﬁlphmhndammgﬂm.mhﬂnﬂuuhiéndwclh.l:httnlranI‘El
(RAPIDS-1) vk 190 (RAPIDS-2) binh nhin cb xo cing mach b thimg va loét chi tién trién-
tung&mﬂmmmnlmmmmnﬁuncmmkuaﬁénmmmmmm;1uﬁm
uuﬂ:.Tmn;:hﬂnglﬁ#mHﬂiﬂﬂ-lhéuhnﬁlnﬁitnhﬁ!lmﬁwhhm:himﬁiviunug:ihni
manghiemsfmh&nhmﬁnuﬁhnhhmmvhmmmmuhmmumna:m.m4mhdﬁu

ir} biing Bosentun 62,5 g hsi 1n mt nghy, Hiéu duy i & 125 g hai 1in mt ngdy. Ditu i

i (451 ko dii trong 16 tulin (RAFTDS-1) hode 24 win (RAPIDS-2). Cho phép dilu trj co bin
dxuﬁmgmhmmauga-am:mnéudiéumnay&ndinmmimhﬁ:lmmwﬁna

trong subl pha thr nghigm mi 4.
Tmugcﬂhﬁthinglﬁimmbidiﬁncﬁvéﬂnétchimﬁigtﬂnﬂtﬁidiémbﬁtdiudﬁngmu&vﬁ
mﬁdiémcuﬂimﬁng}dtﬂlﬁmﬁiﬂhkétthmimﬁp.
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Didu tri bng Bosentan cho kel qua it vt lodt chi mii trong qui trinh diéu tri hom so Vi nhom
placebo. Trong thir nghiém RAPIDS-1, bénh nhin dibu trj bing Bosentan xufit hign trung binh
1.4 vit loét chi moi trong sut 16 udn thir nghigm mu 481 s0 vl 2,7 vét loét chi mai trén nhom
plucebo (p = 0,0042). Gid trj wwong (g trén thir nghiém RAPIDS-2 14 1.9 va 2.7 vet loét chi
méi (p= 0,0351) treng sadt 24 tufin dity trj mi dbi. Trén ca hai thir nghién, bénh nhin didu i
hing Bosentan xubt hign it vét loét chi midrl trong subt nghién ciru so v nhom bénh nhin ding
placebo vA thiv glan sudt hign vét loét mdi cling kéo dai hon,

Mac di tic dung cia Bosentan trong vige lam gidm sb lagng vét loét chi moi khbng déc lip
viri sb hugmg vét lodt ban déu ahumg te dyng 1om hem trén binh ahin Joét chi nhidu i i,

Téc dung lam lanh vét loét chi cia Dosentan duge nghin et tgi thoi didm kit thie thir cip
wrong thir nghiém RAPIDS-1 vil thin didm két thite xo clp trong thir nghigm RAPIDS-2, Khing
o 1ac dyng cia Bosentan duge phhhiﬁnlmna'lhirnglﬂf;m

PAC TiNH DUQC PONG HOC
Bl ot e 56 lidu dige ddng hoc sau khi ubaie v truyén fink mach toén banh nhin ngua 1ém.
S4 1idu cho thiy sinh kha dyng hé thing clia Bosentan trén bénh nhin truémg thach ting &p lyc
dt}ngmu:hp!ﬁimhuni lin so véi nguir tinh nguyén khoe manh.
Duoe dang hoe ciia Bosentan ddc ip vé thix gian v lidy trén ngudd khbe manh. Thi trir vi
théu-:|-.;mnhﬁ;iﬁmkmungﬁeuﬁm mach nhung sau o 1gi ting. Sau khi uéng, sinh khi
dung hé thing tiromg img liéu 500 mg. 0 liéu ubng cao hom, ting Can vE AUC I herny khebing t
1§ wéi lidw.
Hip thu:
Sau khi dimg lidu 125 mg trén ngudi mmnmw.mmammmﬁi Bosentan
khoiing 50%. Sinh kha dyng khoag bj 2ah huémg bési thiee &n. O lidu nay, ning 48 huyet twomg
téi da dgt duge sau 3-5 gid.
Phin _I;ﬂ-,
Bosentan gin mgnh (> 98%) véi protein buyét wong, phin lon véi albumin. Bosentan khing
qua duge hang rio nhau thal.
Thé tich phén bé (Vss) khodng 18L duoe xdc dinh sau khi ding dwdmg tinh mach 250 mg.

vi it
Sau khi didu trj litu don 250 mg durimg tinh mach, d¢ thanh thai khodng 9 Ligit. Thoi gian bin
thai (tiz) 1a 5,4 gid.
Sau khi digu o lidu lp tgi.ui‘:mg.:auunghuyétmgiamainwiﬁnmn'mgaamkm
ding liku don, Sy giim ndy 14 do kich hoat cic enzym chuyén héa & gan. Thii diém cin bing
dot durge saw 3-5 ngly-
Bosentan chuyén hoa & gan bi eytochrome P450 isocnzym CYP3IAS vl CYP2C9 sau db thi
i qua mjt Dusi 3% cm liby ubng wudt hign Wrong muOE téu.
Bosentan Lo ra ba chit chuyén hoa. Chi mil trong ba chit chuyén hda ndy eb Lk dung duge ly
vi chidm 20% tac dyng ciia Bosentan.
Bosentan kich thich CYP2C9 va CYP3A4, <o hé ¢h CYP2C19 va Poglycoprotein. In vitro,
Bosentan (e ché bom wudt mubi mét & té bdo gan, Cac dir lidu in vilro cho thiy, Bosentan
khéng o thc dung ire ché cdc isoenzym cytochrome sau: CYPIAZ, 246, 2B6, 2C5, 200, 206,
JEL, 3A4. Do viy, Bosentan khong lim 1ng nbing &6 ci cic thubc chuyén héa b cic
iSOCNTYM nay.
Ping hoc trén cic nhém bénh nhin djc bit

o= Ll ope=
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Gidi tink, cdn nang, chiing i, tudi; Cée s6 lidu sin c6 cho thiy giti tinh, cdn ning co thé,
chiing 16c hay 1éi khang duge xem La ¢6 tic dong dén duge djng hoe cla Bosentan trén ngudi
lém.

Tré em va fré vj thanh nidn

Duge déng hoe sau khi ding dutmg ubng don liéu bofic da liéu duge nghién et trén biah nhi
tang &p lpc dong mach phéi tré em hodic 1 vi thinh nién, litu duge tinh theo cin ning co thé
(BREATHE-3 xem phiin Dirge déng hoe). Sinh kha dung hi thong cia Bosentan gidm theo
théi gian, do tuong dng voi vige kich img cic enzym & biét cia Bosentan.

AUC trung binh (CV%) cia Bosentan uén tré em dugc didu trf v&i 31,25; 62,5 hodic 125 mg
hai lin mét ngdy dugc tinh twong tmg 1& 3496 (49), 5428 (79) v 6124 (27) ng.gid/mL. Gid tri
ndy thip hom 8149 (47) ng.gid/mL cia bénh nhin truémg thanh g 4p lye dbng mach phibi
dimg 125 mg hai ln m{t ngdy. Khi dat dén trang thii cin bing, sinh kha dyng hg thiing & cic
nhém cin ngng khdc nhau so voi sinh kha dyng trén ngudi truimg thénh nhur sau: 10-20kg:
43%; 20-40kg: 67%: >40kg: 75%. Nguyén nbin cia sy khdc bigt niy khing rd rang va e the
lién quan dén viéc ting chuyén héa va thdi trir trén gan. Tuy nhién, khodng 50% binh nhi co
céic khiém khuyét trén tim, do viy huyét dong hoe thay ddi c6 the dnh huimg dén duge ding
hoc. Chua 13 1a diéu niy c6 énh huémg dén dge tinh trén gan hay khong. Gidi tinh bénh nhin
vil eprostenol duémg Tnh mach ding kém khéng ¢6 dnh hwdng cé ¥ nghia théng ké trén cic dic
tinh duge déng hoc cla Boscntan,

Bénh nhdn suy gan: Khong c6 thay 4bi dupe ding hoe ddng ké trén bénh nhin suy gan nhe
(Chiid-Pugh d& A). Trén nhifng bénh nhin ndy, dién tich dudi didng cong & wang thii cin
biing biing 9% so véi Bosentan vi 33% so voi chit chuyén hoa chinh Ro 48-5033, so vii ngudi
tinh nguyén khée manh, Duge ddng hoe cla Bosentan khéng duoc nghién ein trén b§nh nhan
suy gan phn logi Child-Pugh B hade C.

Bérh nhan suy thin

Trén bénh nhin suy thin ning (35 thanh thdi creatinin 15-30mL/phit), néng 49 Bosentan thip
hiem khoding 10%. Ning @8 chét chuyén héa Bosentan trong huyét wong khodng whp 46l 50 vei
ngwi  tinh  nguyén  khée  manh ¢ chice ning thin binh  thuémg.
Khing co kink nghiém dac bigt irén bénh nhin lge méu. Do djc tinh hoa If va i 18 lign kit cao
vii protein huyét fwong, ed thé suy ra ring 1 1 lon Bosentan khing thé bi loc khoi tudn hoan
i théng bing lpe miu (xem phin Ché 46 1iéw v cdch sit dyng).

BAO QUAN
Béo quin & nhiét ¢ khong qué 30°C, tranh dm.

TIEU CHUAN CHAT LUQNG
Nhit sin xut

QUY CACH PONG GOI
Hop chira 4 vi x 14 vién

HAN DUNG

36 théng ké tir ngay shn xudt, ‘
S 13 san xuit (Batch No,), ngay sin xuit (Mfg. date), han ding (Exp. date): xin xem trén nhin
hiyp v vi.
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