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Tracleer®

Thudc ban theo don. Boc ki hudmg din sir truve kehi ding.
Néu cén thém thdng tin, xin héi § kifn bdc si & thudc xa tém tay tré em.

Thanh phén:

Hoat chat: Bosentan {dang monohydrats) 62,5 mg hoge 125 mg).
Té dwge: Tinh bt ngd, tinh b4t ngd tién gelatin hoa, tinh bt natri glycoliat, povidon,
glyceryl behenate, magié stearat, hypromellose, glycerol triacetate, talc, titan dioxid,
oxid sat vang, oxid sat dg, ethylceliulose

Dang bao ché va khii lwomg hoat chéit trén mét don vi lidu

Vién nén bao phim:

B2,5 mg (vién nén trén, 161 2 mat, mau tring cam, cb chir 62,5 trén mdt mat)
125 mq (vién nén hinh ovan, 16i 2 mét, co chir 125 trén mot mat).

Chi dinh:

Bidu tri trén bé&nh nhan ting &p lye dong mach phdi (PHA) theo phan nham 1Y cia
WHO.

Gidm sb long vat loét chi méi trén bénh nhén o clrng ddng mach hé thing cb loét
chi.

Liéu ding va cdch ding

Cach ding

Bénh nhan can dwoe bac s§ co kinh nghiém vé bénh tang dp lwe déng mach phéi va xo
cing mach he thﬁng chi dinh di&u tri va theo déi. Tracleer nén dugc ubng sang va toi,
cung hoae khéng cing thire an. Nén nubt ca vién nén bao phim vii nuwdc.

Lieu ding

Tang dp luc dong mach phoi

Ché 8 lidu cho ngudi idn _

Bidu tr bing Tracleer nén dwoc bt dhu véi lidu 2.5 mg, 2 1An mdi ngay trong thai gian
bén twin, sau db tang dén lidu duy trl 14 125 mg, 2 1an méi ngay.

Ché &6 fidu cha tré em va iré vi thanh mén

Khéng e6 nghién ciru dy d0 vé tac dyng va dd an toan trén bénh nhan tudi dwdi 12
Ché d¢ ding liéu sau dugc s dung tai thir nghigém AC-052-356 (BREATHE-3).

Cén nang Liéu khii dau | Lieu duy tri
feg) (4 tuén) ]
1% ¥ 530 _Ixngay3125mg | 2xngay3123mg
[ 20« xch __2xngdy 31,25 mg 2xngdy625mg
540 %o 2 xnoay 62,5 mg Zxngay125mg |

« Ligw 31,25 mg dwroc chia ti vien nén bao phim 52,5 mg bdng dyng cy chia vién.
Tuy nhién, khéng co sé iBu vé lgng hoat chat cla vién da chia déi. Thi nghiém
duoc thidt ké dé xac dinh dwge d6ng hec trén tré em. Tuy nhién, 36 lvgng bénh
nhan & méi nhom qua thap 38 xac dinh dwoc ché d8 lidu 191 wu cho cac bénh




nhan duei 12 tudl. Két qua duoe dong hoc cho thiy sinh kha dung thap hon trén
rgudi lon tang &p e dong mach phéi, didu nay cb thé dan dén viec chua dat
due tae dung 161 L trén ha thidng mach phdi Khéng co sé iéu day 40 vé thay
ddi huydt déng hoc & Iré em. Khdng o6 88 lidu trén tré em dudi ba tugi

Xo cimg dbng mach hé théng cd ioél chi

Ché dé héu cho nger ldm

Eréu trj voi Trackeer nén bat dau v&i lidu 62,5 mg, hai lan mdt ngay trang vang bon
tuan, tang téi lidu duy tri 125 mg, hai lan mét ngay. Kinh nghiém tir cac thir nghigém lam
$a’mg ¢t kibm soat cho thdy, chi dinh nay gi@i han trong thoi gian 6 thang, Can thurdng
xuydn danh gid swr dap (g trong digu tri va su can thiét tiép tuc didu tri

Ché g6 lidu cho tré em va iré i thanh nign

Khéng cb sd i&U vé an todn va hidu qua trén bénh nhan dudi 18 tudi.

Chi ef 56 l1Eu han ché trén bénh nhan dud 40kg. DE chon lidu cho cae bénh nhan nay,
xem bdng lidu phén “sir dung che tré em va trd v thanh rién”. Lidu 31,25 mg dupe chia
i vién nén B2 5 mg khéng chiz ranh bang dyng oy chia lidu. Tuy nhién, khéng oo sd
lidu v& him lwong hoat chat trong vidn nén 38 duge chia J8i.

Dimg diéu i
Chua ¢b kinh nghiém gy di vé vide dbl ngdt ding diéu tri bang Tracleer. Khéng cé
bang chirng ve tac dung ddi ngue ac tinh cia T.huuc Bé tranh tinh trang am E.ang co
thé xau di do tac dung déi ngwge cd thé cd, cin xem xét vigc gidm dan béu, gidm mot
nira frang vong 3-7 ngdy. Khuyén cao nén theo ddi bénh nhan chét ché trong gial doan
ngirng thubc

Ché & lidu cho bénh nkdn cd bénh gan

Khéng cén diéu chinh liéu cho b&nh nhdn suy gidm chire ndng gan nhe (vi du nhuwr bénh
nhan Child-Pugh nhadm A) {(xem phén “Bac tinh dugc dﬁng hec"). Tracleer crhﬁng chi
dinh trén b&nh nhan réi lean chirc ndng gan vira dén nang hoac khi aminotransferase
in hon ba [&n gia trj binh thuéng tai thed didém trede khi didu tr (xem phéan "Chéng chi
dink", “chi y va thén trong déc biét khi sif dung” va "cac déc tinh duge ding hoc')

Xem phan "Chl v va than trong dac biét khi s& dung” d& xG tri trong treéng hop
aminotransferase tang trong qué trinh digu tr

Ché & liéu cho bénh nhén suy thén
Khéng can digu chinh ligu trén b&nh nhan suy gidm chie ndng than hoac trén bénh

nhan loc méu (xem phan "dac tinh dugc ddng hoc).
Ché dg lieu trén bénh nhdn lm ludi )
Khéng co nghign cthu day d0 vé tac dbng clia d6 tudi dén viéc dieu trj bang thudc,

Ghdng chi dinh
Man cam véi bosentan hodc bt ol thdnh phdn nao clia thudc.
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Bénh gan vira dén nang (Child Pugh nham B hodc C xem phin Dac tinh duge ddng
hoc).

Aminotransferase gan tang trude khi diéu i, vi dy nhu aspartate aminctransferase
(AST) vahodc alanine aminotransferase (ALT) cao trén ba lan gid 1 t8i da {xem phan
Chi § vé thén trgng déc bigt khi st dung”)

Fhy nlr ¢ thai

Phy nir trong da Wi sinh d& khang st dung céc bign phdp tranh thai thich hop.

S(r dung dong thén v eyelosporin A va glibenclamid.

Chi y va than trong dac biét khi si&r dung

Banh gia nguy co-lgi ich cda bosentan chira Juge thue hign trén bénh nhan tang ap
lwe déng mach phoi & bénh nhan mirc db nghiém trong twong (ng vai 46 | thang 46
cia WHO (xem phin “dac tinh duoe luc hoe')

EViéi tri bﬁng Tracleer chi nén bat diu khi ap hec tam triwong déng mach trén 85 mmHg.
Bliéu tr| bang Tracleer khéng cb tae dung trén vt loét chi sén co.

Chire nang gan

Tang aminotransferase gan (aspartale va/hoac alanine aminotransferase; AST vahoac
ALT) do bosentan phu thude liéu. Thay d6i cua cac enzym gan thing thweérng xuét hién
trong 26 tudn dau didu trj ("xem phén "tac dyng khéng mong mudn'), méc di sau dé
khéng xuat hién. Tang gia tri cac enzym gan thwong tir br va khéng co tidu ching.
Aminotransferase co thd gidm dan khi 1ép tue didu i bang I8y duy tri Tracleer hodc
sau khi giam lidu. Tuy nhign, cd thé cin dirng thude. Trong s6 1t trudng hop, cd ot gan
hodc suy gan duot bao céo sau khi dwa thudc ra leu hanh trén thi trudng. Co ché cua
tac dung khdng mong mudn ndy chira duoe bidt ré.

St tang aminotransferase co thé lién quan mot phan dén viéc trc ché canh tranh thai
trir muci mét tr & bdo gan. Tuy nhién, mot co ché khac ¢lng chua duge ehing minh
1& rang co thé I&n quan dé&n viée suy gidm chire ndng gan tién trién. Khong loai trir kha
nang te béo gan b phan hiy do tich W bosentan-cé thé dan dén suy gan nghiém frong-
hodc do mét co ché mién dich Nguy co suy gidm chive nang gan co thé ting néu
bosentan dwgc didu tri ddng thoi vai thude o ché bom mudi mat (BSEP), nhu
rifampicin, glibenclamid va eyclosporin A {xem phén “chang chi dinh" va “teong tac”).
Tuy nhién, cac dir liéu vé& van dé nay con han ché

Gia tri aminotransferase phal dwoc do trudre digu tri va hang thang trong subt
qua trinh diéu trj bang Tracleer. Thém nira, cdn phai do gid trj aminotransferase
gan 2 tuiin mét ldn méi khi ting lidu. Céc khuyén cdo khi co ting gia tri ALT/AST

Khuyén cdo diéu tr va kiém sodt

ALTIAST >3 va s5 I4n gia trj gia trj binh thwong t&i da (UNV): kidm tra do lai két qud.
N&u van khdng dinh két qua cl, cAn gidm liéu hang ngay hodc ding ding thubc va
kidm tra gia tri aminotransferase 15 thigu 2 nftusn. Khi gia i aminotransferase o lai
mitre tnedre khi digu ti, oo the bat dau tiép tuc didu Irj bing Tracleer theo hwéng dan
durai.

ALTIAST =5 va 38 gia trj binh thudng i da: kiém tra do lai két qua Néu vln khdng
dinh k&t qua cl, chn gidam ldu hang ngay hodce dimg ding thube va kidm fra gia tr
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aminotransferase 10 thidu 2 lanftudn. Khi gia tr aminotransferase ird |3l mike trrde ki
diéu tri, ci thé bét J4u tiép tuc didu tri bdng Tracleer theo hudng din dudi,

ALT/AST > 8 4 gia tri binh thiedng thi da: phdi diFmg thuoe Khong didu tri lai

Néu biéu hién cac triéu ching lién quan dén suy giam chirc nang gan, vi du nhu
nén, budn nén, sof, dau da day, vang da, met bat thudmg, tneu ching gidng cim (dau
Khirp xrong, dau co, s6t), cdn dirng didu tri. Khéng xem xet viéc tiép tyc didu tri lai
bang Tracleer.

Tiép tuc digu tri

Tiép tuc digu tri chi dugre xem xét khi xac dinh loi ich digu i vwot tdl so vol nguy oo cé
thé &6 vi gid tr] aminotransferase gan tré lai miee trrde khi Gidu ti. Khuyén cdo cén
tham van bac s§ chuy&n khoa v& gan. Néu bat dau diéu trj lai, ¢an tudn thu ché d5 lidu
trong phén ‘Ché dé lidu va cach ding” Sau khi bit du diéu tri lai, cén kiém soat
miFc aminotransfarase trong véng 3 ngay dau, sau 2 tuan va sau do theo khuyén
cao & phan trén,

Niing d& Hemaglobin

Mﬁng dd hemoaglobin giam co phy thudc vao lieu digu tri bosentan {xem phén “Tae dung
khéng mong mudn®). Vige gidam ning d6 hemoglobin khing tién trién ma dn dinh trong
wong 4-12 tudn diu sau khi bdt dau 4iBu tri trong nghién elu cb kidm sodt ding
placebo. Céc trudng hop thifu mau cin fruyén erythrocyte duge bao cdo trong %Lai
doan hau marketing (xem phan “Tac dung khéng mong muén™). Khuyén cdo nén kiém
tra néng d& hemoglobin trirec khi bat dAu didu tri, hang thang trong 4 thang dau va sau
46 3 thang mdt 1an, Néu nong d5 hemoglobin giam trén 1am sang, can danh gia va xac
dinh nguyén nhén va co biégn phap didu tr thich hop. Cac bénh nhan didu tn bang thude
chéng déng mau duwémg uéng khuyén cdo clin gldm sat chat ché gid ir] INR, d&c bidt khi
bat dau dieu trj va khi téng ligu (xem phan “tong tac thude, warfarin®).

Thidy mau héng cau hém ! o E 5
Co bao céo hdu marketing cé lién quan dén viéc tang thiu mau hong céau liém & bénh
nhan cb bénh hdng cau liém trede khi digu b

S dung trén benh nhan idc rnghén mach phéi (Pulmonary veno-oceclusive disease —
PYOD)

Cé cac nghién clu vé trurdng hop phi phdi khi didu tr] bing cée thube gisin maeh (chd
yéu |3 cac prostacycling) trén bénh nhan tic nghén mach phdi. Trong nguyén nhan nay,
néu triéu chiyng phir phdi tién trién trén bénh nhan ting ap e déng mach phdl (PAH)
sau didu fri bang Tracleer, can xem xé&t viec lién quan dén bénh e nghén mach, Co
edc nghign clru hdu marketing vé phio phii trén bénh nhén nghi nger co bénh tac nghén
mach phbl khi didu tir] v&i Tracleer.

SiF dung trén bénh nhan (dng ap lve &ng mach phdi theo sau suy tim trél

Trong nghién clru oo kiém soét dlng placebo trén bénh nhan t&ng dp lrc dong mach
phdi, phil mach v& gidm hemoglobin dugc bao cao nhung khong lam tang ti 12 nhap
vign do tinh trang &m sang xau di. Treng m&t nghién cteu trén beénh nhan suy tim man
tinh nang, cé tang 56 lan nhap vién do ¢ dich sau khi bat diu diéu tr|. Do cac bénh
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nhan ting ap lue déng mach phii thudng ddng thevi co suy tim frai va v dich duge quan
s4t théy trén céc bénh nhan W@ng &p lve déng mach phdi trong cac nghign ciru co kiém
soat voi gia durgre khi diéu tri bang Traclesr, khuyén céo cén giam sat cée triéu chimg o
nrdre (vi du nhir t@ng can). Trong trurdng hep nay, khuyén cdo nén bat dau didu tn
bang thude |gi tieu hofc tng iéu thude lgi tidu, Cac bénh nhan cé tridu chimg & nwdc
can dugc digu tri vai thude I tidu tirdc khi bat diu diédu tri blng bosentan.

Téng ap lye dong mach phoi trén bénh nhan nhiém HIV

Kinh nghiém sl dung Tracleer trén bénh nhan ting ap luc dong mach phdi va nhiém
HIV dang diéu ti bang thudc khang virus con han ché Mét nghién ciu vé tromg tac
thube gilra bosenian va lopinavir + ritanavir trén nguéi khie cho thiy cb tang ndng 48
bosentan, xem phan "Tweng tac”,

Khi bat dau diéu tri bing Tracleer tén bénh nhén phai ding thube e ché prostease
kibu ritonavir, can theo dol ¢an than sy dung nap voi Trackeer trén banh nhan. Do c6
thé cac tuong téc &nh hudng dén tac dung cla thubc khang virus, b&nh nhén nhiém
HIV can durore theo déi can than.

Epoprostena

S phdi hop Tracleer va epoprostencl durec nghién clu trén 2 thl nghiém: BREATHE-
2 va BREATHE-3

BREATH-2 la nghién ciu mi ddi, ngdu nhién da trung tam voi Tracleer (n=22) va gia
duge {n=11) trén 33 bénh nhan tang ap lwc déng mach phﬁl nang, ﬂrﬁng thin duwoc
ding epoprostenal.

BREATHE-3 Ia mét nghién clru o6 kiém sodt, nhin md. 10 trén 10 bénh nhan nhi dugc
dina déng thivl Trackesr va epoprostena! trong vong 12 twan.

Cac dir iéu an toén & nhém nay khing khdc cac dir li&u an toan khi ding ridéng ré tirng
hoat chat va ligu phap phdi hop duge dung nap tOt & cd nhom tré em va nguwdi lon
Trong nghign clru trén ngwédi Ién, hai bénh nhan dung Tracleer/epoprostenc! tr vong
do bénh tién frién. Hiéu gua IBm sang cua vigc két hop thuoc chwa dwge chimg minh.

Sir ding trén phy nid & &9 tudi sink dé
¥em phén *Phy ni cd thai va cho con bo®

S dung ddng théi v cde thude khac
Xem phén "Twrong tac thuoc”

Twong tac thude

Bosentan la chét cam wng cytochrome P450 isoenzym CYP2C8 va CYP3A4, Cac dir
li8u in vitro cho thay CYP2019 bi cam (ng. Két qua la ndng d6 cac thude bi chuyén hos
bl cac isoenzym nay trong mau cing bi giam khi digu tn ddng thai voi Bosentan, Can
xem xét khd nang tac dung cia cac thude bj chuyén héa bdi cac ispenzym nay co thé
thay ddi. Liéu ding cac thude ndy co thé phai duge didu chinh khi bit dau hodc két thic
digu tn vii Trackeer hode khi thay ddi iéu

Bosenlan chuy®n hoa boi CYP2CS va CYP3A4. Néu cic isoenzyme nay bi Gc ché,
néng 48 bosentan trong huyét twong cé thé tang (xem ketoconazol) Sy dnh huding cla
cdc chit (rc ché CYP2C9 dén ndng 46 bosentan chua drge nghign ciu. Can than
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trong khi phdi hop céc thubc dang nady. Fluconazol phén Ién o ché CYP2CE va
CYP3A4 mdt phédn ndo dé nén co thé [am tEng dang ké ndng d6 bosentan trong huyédt
womg. Khing khuyén cdo két hep ndy. Khong khuyﬂn cao sir dung ddng théi cac chét
cé khd nang o ché CYP3A4 (nhu ketoconazol, itraconazol va ritanavir) va chat oc ché
CYP2C8 (nhw voriconazol) véi Tracleer,

Cac nghién ciru dac thi vé trong tac vl cac thude nay dwa ra két qua nhu sau:

Céc thude tranh thal dang hormon: Digu tri dong thii Tracleer 125 mg x 2 lan mdt ngay
trong 7 ngady clng véi mot thude trdnh thai dang ubng {chira norethisteron 1 mg va
ethinyloestradicl 35 meg) lam giam AUC cla norethisteron 14 % wva AUC cla
ethinyloestradial 31%. Tuy nhién, AUC cla norethistron va ethynyloestradiol gidm |an
Irpt t&i 56% va B6% trén nguén tinh nguyén nik réng |8 Do vy, ding mdt minh thude
tranh thai dang hormon, khong phy thude vii dwérng diong thuoc (vi du nhue dwémng
udng, tiém bap, tiém dwdi da, dat am dao va cac dang cay dudi da) khdng dugc xem la
bi&n phap tranh thal tin cay.

Cyclosporm A: Chong chi dinh diéu tr] dong théi Tracleer va cyclosporin A (xem phan
"twong tdc thudc’). Sau khi didu trj ddng théi, néng d& bosentan thap nhét 1on gap 30
ldn so virl khi diéu tri bosentan mat minh. Tai trang thai can bing, ndng dd bosentan
srong huyét turomg I6n gdp 3-4 13n so vdi ndng do bosentan khi digu tri mat minh. Co
ché ela twong tac ndy chwra duere biét. Néng 48 cyclosporin A (mét chit nén CYP3A4)
glam téi 50%. C4 cyclosparin va bosentan d&u (re ché bom xudt mudi mat, didu ndy cd
thé 1am téng ndng d& aminatransferase

Tacralimus, sirolimus: Bigu tri déng théi tacrolimus hodc sirolimus va Tracleer trén
ngudi chira dirge nghién elru. Twong 1w nh diéu tr) déng théd vél cyclosporin A diéu
tri déng thoi voi tacrolimus hodc sirolimus cb thé 1am din dén vide ting ning 4§
bosentan trong huyél wong. Bidu ] ddng thivi wai Tracleer co thé lam giam néng dé
tacrolimus hodc sirolimus trong huyét twong. Vi ly do ray, kheng khuyén cao digu t
déng théi Tracleer v tacrolimus hode sirglimus. Bénh nhan bat budc phai két hop didu
iri nhuw vy phai dugc theo déi chat ché tac dung khéng mong mudn cia Trackesr va
néng db tacrokmus hodc siralimus trang huyét tieng.

Glibenclarmid; Bidu tni déng thdi Tracleer 125 mg 2 lan mét ngay trong 5 ngay lam gidm
néng d5 glibenclamid trong huyét teeng {mot chat nén CYP3A4) 1 40%, oo thé 1am
giam tac dung ha dwémg huyét dang ké. Néng d bosentan trong huyét twong gidm o
28%. Hom ndra, ti 1& bénh nhan tdng aminotransferase cing tang trén nhing bénh nhan
ndy, Ga glibenclamid va bosentan trc ché bom xudt mudi mat, §idu nay o thé gidi thich
viac ta nérg d6 cac aminotransferase. Do vay, khing nén siF dung phdi horp nay
(xem phan “Eh&ng chi dinh"). Khing cé s0 liéu twreeng tac vorl cac sulfonylurea khage,

Warfarin: siF dung déng theri Tracleer (500 mg, hal ldn mét ngay) ddn dén gidm ndng a4
S-warfarin va R-warfarin (chét nén cla CYP2CY) té 30%. Trén bénh nhan tang ap luc
déng mach phdi man tinh gy tri bing warfarin, ding Tracleer 125 mg hai Ian mét ngdy
khéng cho thay e tac dyng trén |am sang lién quan dén thdi gian prothrombin/IRN.
Khong can thiét phai diéu chinh lifu warfann hodc thude chéng dong mau twong 1w khi
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bat 33u didu trj bing bosentan. Tuy nhién, khuyén cao cin theo dai chat ché gia trj INR,
d@c biét khi bt Ghu didu trj va khi tang du,

Simvastatin:g Didu tri ddng thed Trackeer 125 mg 2 1dn mét ngay trong 5 nagay lam gldm
nbng d& simvastatin {mét chat nén CYP3A4) trong huyét tuong va chit chuydn héa
beta-hydroxyacid ¢ hoat tinh tirong ong la 34% va 46%. Nong d9 cla bosentan trong
huyét twong khing bi anh hudng khi didu tri déng thei voi simvastatin, Can xem xét
vigc theo déi nong do cholestarol 4& diéu chinh lidu simvastatin,

Ketoconazol: Eliéu trj dong thoi Tracleer 82,5 mg hai Idn mét ngay trong 6 ngay va
ketoconazol, mat chat trc ché CYP3A4 manh, oo the lam tang khoang 2 1an ndng 4o
besentan trong huyét teerng. Khing cén thidt phdi di2u chinh éu Tracleer. Mac di
chwa dwge ching minh bing cac nghlén clu in vivo, cde chit tc ché CYP3A4 khic
(nhir itraconazol va ritonavir) co thé gdy tac dung twromg ty B2m tang néng d6 bosentan
trong huyst trong. Tuy nhién, nguy co nay ton tai rén bénh nhan c6 chat chuyén haa
CYP2C9 kém va cac bénh nhan didu tri dong thoi véi chat e ché CYP3A4 va b thé
lam tang hon nira ndng do bosantan, diéu ndy co thé din dén cac tdc dung phu nauy
hidm.

Digoxin: diéu trj déng théi bosentan 500 mg 2 lan mdt ngéay trong 7 ngay co thé lam
giam dién tich didi direing cong - AUC cia digoxin 12% |, ndng d8 cwe dai Cmax 9% va
néng dd cuc tiéu Cmin 23%. Tac dung nay co thé lién quan dén viéc gidm P-
glycoprotein. Twong tac nay hau nhw khdng cd gia tri frén 13m sang

Rifampicin: rifampicin 1a chat dc chd CYP2CO va CYP3A4. Bidu tr ddng thi rifampicin
va Tracleer 125 mg (2 kan mot ngay x 7 nga?ri lam giam ndng da bosentan 11 khodng
58%. Cén phai can nhac sy giam hiéu qua dieéu tri cia bosentan,

Sildenafil: Diéu tf déng théi Tracleer 125 mg 2 1an madt ngay va sildenafil B0 mg 3 lan
mé&t ngay lam gidm dién tich dweéi derdng cong AUC cda sildenafil 3% va lam téng
AUC cla bosentan téi 50%, Phéi hop dwoc dung nap tol. Khdng cdn thi#l phai didu
chinh lige Tracleer.

Lopinavir + Ritonavir: Biéu tn déng thon Tracleer 125 mg hal lan mdt ngay va
lopinavirtritonavir 400 + 100 mg hal 1An mdt ngay trong 9,5 ngdy trén ngudi tinh
nguyén khée manh che thdy tai ngay didu tri thir 4, ndng dé bosentan trong huyét
tuong tAng cao gap khoang 48 1an so vii ndng 46 bosentan huyél Wwong trén ngus|
didu tri biing Tracleer mét minh. & ngdy thir 10, néng dé bosentan trong huyét trong
gap khodng 5 ln ndng d6 bosentan trong huyét frong khi déu tr Tracleer mét minh
Ning 66 cla lopinavir vé ritonavir & frang thai can bang gidm twong dng khodng 14%
va 17%. Khi déu tri ddng therl wiri lopinavir+ritonavir hode chat (¢ ché protease dang
riionavir khac, 36 dung nap Tracleer va cac thudic HIV khac can dugc theo dai (xem
phan “Chil ¥ va thén trong dac biét khi si dung”)

Phy nir cé thal va cho con ba
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Bige tinh trén sinh san duoc phat hign trén cdc thir nghigm trén ddng vat (vé tie dong
gay guai thai va dgc trén phoi; xem phin "Cac sd ligu an toan tién Am sang’). ChHi cd
mit vai bao cao hiu marketing V& vide siF dung Tracleer trén phy ni¥ cé thai. Tracleer
chéng chi dinh trén phy nira co thai (xem phan “Chéng chi dinh”).

Tracleer co thé durge sl dung trén bénh nhan trong 86 twdi sinh 8& néu test thik thai dm
tinh trueve khi bat dAu didu irj va banh nhan dwgc phd bién vé cac bién phap tranh thai
tin céy va phai sir dung cac bién phap tranh thai tin cdy. Bénh nhan va bac s ké don
can dugre théng bao 1a Tracleer cd thé lam gidm tac dung cia thudc tranh thai dang
hormon do ¢b treng tae duge dong hoc (xem phan “Twong tac thudc”). Vi ly do nay,
phy nir & g6 twdi sinh dé khéng nén siv dung cic hign phdp trénh thal ding hormon
(dwréng wing, tiém bap, tiém dwdi da, vien ddt am dao va cac dang cdy dudl da khac)
nhir mét bién phap tranh thai duy nhit ma phai ding thém hodic thay thé bang mét bién
phép tranh thai lin ¢ay khéac (nhir ding bao cao su cho nl¥, mang chan, vong tranh thai,
bao cao su cho nam). Can tham vén bac &F phu khoa khi co bat eir nghi ng® nio vé

cac bién phap tranh thal 4p dung cho tng b&nh phan. Céc bién phap tranh thai can 4

tiép tuc trong vang 3 thang sau khi ngleng digu tr v&i Tracleer,

Do kha néng that bai khi tranh thai bang hormon khi digu trj ve&i Tracleer va cO nguy co
tinh trang t&ng 4p lue mach phdi nghiém trong trong thai ky, khuyén cde cin kiém tra cé
thai hay khéng dé dam bao phat hién cang s&'m cang tdt néu co thai. Phu nir mang thai
trong giai doan diu tri viri Tracleer can dwec thiing bao nguy oo cd thé co cho thai nhi
Vige Tracleer ed thé qua duoe slka me hay khéng chua duce bigl, Ngirén me dang nuf
con bang stra me didu tr] bAng Tracleer can dugc cai stra cho em hé

D¢ an toan trén chire nang tinh hoan

Giam s6 lwomg tinh tring

Nghién ciru AC-052-402 danh gia tac ddng trén chire néng trén tinh hoan clia Tracieer
62,5 mg hai l4n mét ngay trong véng 4 tulin, sau dé 14 125 mg hai lan mét ngdy trong &
tuan. Hal rwrerl 13m b&nh nhan tng 4p lee ddng mach phdi 6 11l va IV theo phan loa
cia WHO va co so lrgng tinh triing & gii han binh thudng tham gia vao nghién clu;
23 b&nh nhan hoan tAt nghién clru va 2 bénh nhén dirng nghién ciru do cd cdc phan
(ng phu khong lién quan dén chirc ndng cda tinh hoan. 56 leong tinh tring duy 1ri &
mirc binh thudng trén tat cd 22 bénh nhan trén sé & sau B thang va khang co thay
ddi wé hinh thal hoe tinh trdng, suw di chuyén va ndng d0 hormon drgc quan sat thay,
Mat b&nk nhén 6 tinh tring di chuyén cham dang ké tai théi diém 3 thang va sé leng
tinh trang duy tri me thap trong 2 14n do sau trong G tudn tiép theo. Sau khi dimg diéu
trj béng Tracleer trong vong 2 thang, sb lugng tinh riing lai frér vé gioi han binh thuweng,
Mé&i lign quan cla quan sat nay |a khong chic chan do oo nhidu véu th tyr nhién trén
gi(ra céc ca thé anh hirdmg dén sb wong tinh tring. Méc di vay, theo cac s ligu nhu
trén. khéing thé leai trir kha nang chét doi khang thy thé endothelin 14 Tracleer co thé
anh hudng 3&n khad ndng sinh finh, khéng cd fac dung trén hé thong trén chirc néng
tinh ho&n khi didu Irj bang bosentan lau dai duge quan sat tai nghién clru nay trong
(rng voi dir lidu vé dic tinh cla bosentan.

Téc dung lén kha ndng 14i xe va van hanh may moc
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Khang co nghién ciru nao dwge thire hign vé tac ddng cia Tracleer irén kha néng 1ai xe
va van hanh may moc, Tracleer co thé gay chong mét, lam dnh hudng dén khd néng ai
xe hodc van hanh may moc.

Téc dyng khéng mong muén

Tomt ial cac két qua o cac i nghiém gia duge oo kiém soat

Trén hai mwoi thir nghiém gia dwoc cd kiém soat duoc tién hanh frén cac chi dinh didu
tri, thng s6 2486 bénh nhan duge diéu tr bdng bosentan, & ligu tF 100-200 mg mdt
ngdy va 1838 bénh nhan didu tr bang 9id duoc. Khodng théi gian diu trj trung binh 1a
45 fudn Tée dung khing mang mutn thedmg gip nhat (xdy ra rén it nhat 1% bénh
nhan ding bosentan va véi tAn xudt it nhat trén 0,5% ddi viri nhom ding gia degc bao
gém: dau d4u (11,5% so véri 9,8%), phi machigitr nwrdre {13,2% so véi 10,9%), chire
nang gan bat thudng (99.9% so vii 4,6%) va thidu maulgidm hemoglobin (8,9% so vai
4 3%,

Tac l:fung khtng mong mudn dwee phan hang theo tan xuat sau: rat thudng gap 21/10);
thueng gap (211100 dén < 1/10); khéng thudng gap (21/1,000 8&n < 1/100); hifm gdp
{21/10,000 den < 1/1,000); rét hiém gap (<1/10,000).

Béo cdo tir cac nghidn ciu sau khi luw hanh trén thi truéng duge thé hién béng chir in
nghiéng. Nhém tan xudt khéng tinh dén cac yéu t6 khac nhir ther gian didu trj khéc
nhau, tinh trang tredre khi didu trj va cac déc tinh nén cla bénh nhan,
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Nhém cof guan hé théng Tan suat Phin irng phy
Réi loan mdu va hé thing bach | Thutmg gip Thigu mau, giam tiéu cau
huy&k
Khng biét Thigu mdu hodc gidm tify ody
pou chu truyen khéi hing cu
¢ Khang thirdmg gip Gidm tidy cou
Ehdng thirdnme gap Gidr bach cdu trupg tnh;
gigm bach cau
Rdi lgan ha midn dich Thiuring gip Phan tmg man cdm (bao gim
rma day, mdn ngla)
Hiém gip Lae phan vé vahode phirmach
Rii loan hé thin kinh Thudng gdp Dau dau’,
Thirérng gip B&t Hoh'
Réi lagn tim Thiring gép Bdnh tréng ngyc’
Rdi loan mach Thiréng gdp £ birng mat
Thuéng gdp Mo huyér g’
RS! logn h& 116w hoa Theonggie | | Banh trae ngirgc da day thuc
UEn
Tigu chay
Roi lpan gan mat RaL thudng gép XEt nghigm gan bt thudng
Khang thwirng g3p Vigrn gun vo/hoge wing da lién
: quon d2n tdng
orinotransferase
Hiém gan 5o gan, suy gan
Rdi lpan da va dudl da | Thutng gip Ban di
REiloanchung va linh trang | REL thudng gdp Ph, gitr nude’
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2) Phan tng man cam duere bao cao trén 9 8% bénh nhan ding bosentan va 8, 1%
bénh nhan ding gia deoc.

3) Bau diu duoc bao cho brdn 11,5% banh nhan ding bosentan va 9,8% bénh
nhan ding gia dugc

4) Phén (g loal ndy co thé lién quan dén cac bénh mic kém

5) Phi hogc gir ndc duoc bag cao trén 13,2% bénh nhan dong bosentan va
10.9% bénh nhan ding gid dwec.

Bénh nhi (BREATHE-3)
Cac di lifu an todn trén nhom bénh nhan nay (BREATHE 3: n=18) khi dieu in bang
Trachzer lwong W dir lidu lam sang quan sal thay trong thir nghiém trung tam trén bénh
nhan la ngudi lém bi tang ap e ddng mach phéi. Trong nghién edu BREATHE-3, phan
trng phu thwong gép nhat la do birmg mat (21%), dau dau va chirc ndng gan bat
thirérng (mdi te dung phu 16%).

Thay doi cac trf so trén gan

Trong chwonag trinh |&m sang ndy, t8ng aminotransferase & gan phu thudc liéu
thurérng xuét hién trong vong 26 tudn didu tri, thuomg phat trién 1 tir va chi yéu
la khong co tnéu chimg.

Co ché cla phan (rng phu nay khing dwec rd. Sy lAng aminotransferase co thé
dao nguwoc khi tidp tyc didu tr vél lidu Tracleer duy tri nhung cd thé can lam
dirng.

Trong giai doan hau marketing, xcr gan va suy gan hiém gap da duoc béo cao.
Trén hai mwoi thir nghiém tich hop ¢é kiém soét placebo, Aminotransferase gan
tang gap 3 lan gia tr binh thudmng tdi da dwec thay trén 11,2% bénh nhan trong
nhém digu tr véi bosentan so vdi 2.4% trong nhém banh nhan diéu trj bang
placebo. Tang trén 8 lan gia tri 16 da dwoc théy trén 3,6% bénh nhan didu tn
bing bosentan va 0,4% bénh nhan dung gid duge. Tang aminotransferase lién
quan dén tang bilirubin (trén 2 1an gia tri t&i da) ma khdng ¢ bang chimg vé viéc
thc mat trén 0,2% (5 bénh nhan) ding bosentan va 0,3% (6 bénh nhan) ding
placebo.

Thay dfoi ndng dé hemaglobin

Giam nong do hemoglobin téi duwdn 10g/dL tlr mie binh thwéng duge bao cao 8 0%
bénh nhén didu trl bang bosentan va 3,9% bénh nhan diéu trj bang gid duos (xem phan
"Chi ¥ dac biét va than trgng khi sir dung”).

Cac trrdmg hop thidqu mau cén truyén khii hing clu direc bao cao trong giai doan hau
marketing,

Théng bdo cho bédc si biét cac tac dung khéng mong mudn xdy ra khi diing thuée.

Qua licu

Bosantan duwge didu tri trén ngudi tinh nguyér‘l khie manh véi liéu don lén dén 2400
myg wa vii bénh nhan cé bénh khac ngoai tang ap lc mach phdi vé&i lidu 200 ma/ngay
trong hai thang, Tac dyng khdng mong mubn thudng gap nhét 12 dau du. tlr nhe dén
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trung binh. Liéu qué 1&n cd thé din dén gidm &p lvc dang ké, co thé dai hai phai cin
cac bign phap hd tre tim mach. Trong giai doan hau marketing, qua lidu dén 10.000 mg
duge bao cao & bénh nhan nam tudi vi thanh nién. Bénh nhan cd bidu hién tridu chimg
budn nén, nan, ha huyét ap, hoa mét, 1ot mo hai va nhin mé. Bénh nhan héi phuc
hodn toan treng vong 24 gigr sau khi duge hd try huyét ap. Khéng thé sir dung cac bign
phap lpc mau v bénh nhan qua lidu bosentan.

Cac ddc inh duweoe Ivee hoc
Ma ATC: COZKX01

Co ché tée dun

Bosentan la -:hg[ ddi khang trén thu thé endathelin (ERA), b &i lrc vii ca thy thé ET,
va ETz. Bosentan lam gidm khang tré trén mach phdi va hé théng, do vay lam tang
cung leeng tim, khdng lam tang nhip tim

Hac mén thén kinh Endothelin-1 {ET4) & mét trong céac chit co mach manh nhat. NG co
thé lam tEng xo hda, phan chia & bao, to chie kai va phi dai tim va |a chét tién gay
vigm. Cac tac dyng nay duos kich hoat khi endathelin gﬁn vei cac receptor ET, va ETg
14 cac receptor cb & mang trong va trong té bao cac oo tron thénh mach. Ning 46 ET,
tai md va trong huyét tuong tBng & mdl =6 bénh tim mach va céc bénh cla mo lign két

bao gém tng ap lue dong mach phdi, bénh xo ciFng da, suy tim cip va man tinh, thigu

mau co tim va xe viva dong mach, digu nay cho thiy ETy dang vai trd 12 téc nhan gay
bénh trong cac trudng hop ndy. Khiing cb chit 461 khang thy the endotheling nbng 48
ET, tang cao lidn quan chét ché tod midc db trdm trong va tién lwong cla cac bénh nhan
tang &p lyc déng mach phéi va cac bénh nhan suy tim.

Bosentan la chit canh tranh gan két ET; va céc ET peplid trén 2 receptor ET, v& ETg
wi¥i &i e tirgng d6i lén hon trén receptar ETa (K=4,1-43 nM} so vii thy thé ETg (Ki =
38 -ﬂ_‘:’éﬂﬂ nM). Bosentan la chat déi khéng dac higu v thy thé ET va khing gan vii cac
thu khac.

Céc déc iinh duoe lpe hoc

Trén mé hinh déng vat tang ap ke mach phii, s dung bosentan dudmg uding |4u dai
dén dén gidm khang e trén mach phdi va gidm phi dai térm that phéi vé mach phéi
Trin mé hintk déng vat cd xo cing phdi, bosentan gdy giam 1ang dong collagen trong
phi

Tac dung lam sang ]

Tang ap lue dong mach phai

Hai thir nghiém co kiem soat placebe da trung tam, mi dol, ngdu nhign dugc thirc hign
weri 32 bénh nhan {thF nghiém AC-052-351) va& 213 bénh nhan (BREATHE-1) tang ap
e diing mach phdi co mirc do bénh trong dmg von do 11-1V theo phan loal cda WHO
(tang &p lwe mach phdi tién phat hodc thir cp, chi yéu [a lidn quan dén xo cling da)
Sau 4 tuan didu tri v 62,5 mg Trackeer hai l&n mat ngdy, lidu duy tri trong cac thir
nghi@ém nay 1a 125 mg Tracleer hai lan mot ngay trong thir nghiém AC-052-351 va 125
va 250mg hai lan mot ngay trang thir nghiém BREATH-1

Tracleer dugc bd sung vao liéu phap didu irj hién thoi cho cac bénh nhan nay, cd thé
bao gém két hetp véi thudc chéng két tap tiéu chu, thube gidn mach (vi du nhu cac chat
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dai khang kénh calei), thubc kei tiéu, oxy va digoxin nhung khéng bao gém
epoprostencl. Nhom ching duoc siF dung placebo b sung vao didgu tri hién thei

Théi diém cudi mBi thir nghiém | thixi diém thay déi vé khoang cach di bé trong & phat-
sau 12 wan & thir nghiém dau va sau 16 tpgn & thir nghiém thir hai. Bidu trj bing
Tracleer cdi thién dang k& tinh frang thé chit & cA hal thi nghiém. S tang khodng
cach di bd & nhom hiéu chinh placeba, so sanh vai gia tri ban dau tai thiyi diém bt dAu
didu trj & 78m (p=0,02; +-Test) va 44m (P=0,0002, Mann-Whitney U-test} duge do tal
theri diém k&t thiic du tién cho mBi thiv nghiém Sie khac bi&t gita hai nham- 125 ma
va 250 mggyhat lin moi ngay-khéng cd ¥ nghfa théng k&, mic di cd xu hudng thé chat
cai thién 10t hon & nhom ding éu cao hon,

Sy cai thién khoang cach di b 1 rd rét sau 4 tudn didqu tr, dang k& sau B wan didu tr]
va duy fri i 28 tuan trong cac thir nghiém mi 461 trén mdl val bé&nh nhan,

Phan tich hdi ciu duoe thise hign rong cac thir nghiém cé kiém soat placebo trén 95
bénh nhén tham gia J&u irj v&i idu tracleer 125 my hai lin mdt ngay trén cac chi tidu
nhw thay ddi khodng cach di be, phan loal bénh thee WHO va kho thér, Thir nghigém cho
két qua nhw sau; & tudn thir 8, 68 bénh nhan thé hidn s cdi thign, 22 bénh nhan on
dinh va 7 bénh nhén tinh trang xdu &, Trong sd 22 bénh nhén &n dinh & tudn thir 8, 6
bé&nh nhan cdi thigén & twan the 12/16 wong ddi so vivi gid trj ban dau trong g6 4 bénh
nhan tinh trang xau 4. Trong 50 7 bénh nhan finh trang xau di & tuan thr 8, 3 bénh
nhan cdi thién & tudin thir 12716 so voi gia trj ban dau va 4 bénh nhan tinh trang xau di.
Cac thong sd huyét dong hoc chl dwoe danh gid & thir nghigm diu. Bidu tn bing
Tracleer dén dén tang cung hrong tim, lign quan b ¢ nghia véi sy gidm ap lye ding
mach phii, trér khdng mach phdi va ap ligc nhf phai,

Piéu trj bng Trackeer lam gidm friéu chirng cla PAH va cai thién thé chat. Kho thd
(duere do trong thi nghiém di ba) dwoe cdi thign rén b&nh nhan diéu tri bing Tracleer
Tai thiri didm dau ca thir nghism BREATH-1, 92% bénh nhan trong téng sé 213 bénh
nhén dwee phin loal 38 11l theo phan loai WHO vé d4 ndng cia bénh va 8% bénh nhan
duore phan loai db 1V, Diéu tr] bang Tracleer lam cai thign mirc dd bénh trén 42 4%
bénh nhan, so v&i 30,.4% trong nhém bénh nhan ding placebo. Trong c¢d hai thi
nghiém, Tong s0 bénh nhan o thay ddl v& 46 phan loa cda WHO tot hon o6 nghia
théng ké & nhém bénh nhan ding Trackeer so véi nhom bénh nhan ding placebo. Bieu
tri bang Tracleer |am glam cb ¥ nghia théng k& tinh trang xau di trén l3m sang sau 28
tudn dieu tr, so viri placebo (10,7% so véi 37,1%; p=0,0015).

Trén mét thir nghiém co kiém sodt placebo, da trung tdm, ma 85 ngdu nhién (EARLY),
185 bénh nhan of tridu chirng ting ap luc dong mach phdi nhe 4% Il thee WHO
(khodng cach di bd trung binh trong & phat 1& 443m) duoe sir dung 62,5 mg bosentan
hai lAn mat ngay trong 4 tudn, sau @6 12 125 mg hai |an m&i ngay (n=93) va placebo
(n=82) trong s&u thang, Bénh nhan khing dugc didu tri dac hiéu (n=156) hodc bénh
nhén dwoc didu bi bang lidu én dinh sildenafll (n=29). Théd didm két thic xo cap Ja thoy
gidm thay @8l tré khang mach phéi (PVR) va khodng cach di b trong 6 phit trong thi
nghiém placebo cé kidm soat trong khodng théi gian 8 thang, Théi gian dan dan tinh
trang lam s&ng xdu d (10 veng, phai nhap vien do cac bien ching cla tang ap luc ddng
mach phdi hode tinh trang téng ap lyc ddng mach phoi xdu di), chi 86 khé thé Borg,
thay ddi d& phan loai bénh theo WHO va huyét dong hoc dwoc danh gia tai thei diem
két thic thir cAp. Sau 6 thang, s gidm tré khéng mach phoi PVR frong thir nghiém

- ] W 0k



placebo oo kiém sodt |4 22,6% (p<0,0001). Sy cai thién khoang céch di bd trung binh
trong & phit & nhom bosentan so véi nhom placebo 1a 13,8 m (p=0,0758). Vé cac thay
doi tré khang mach phdi PVR, khéng co sw khac biét cb ¥ nghia théng ké gira cac
nhom bénh nhap tang ap luc dong mach phdl thir cap nhidm HIV. tim bam sinh, bénh
mr?a:ién két holic bénh nhan ding lidu phap két hop voi sildenail trén mét sé nhé bénh
n *

Hign tuomng l&m sang xau di cham lai c6 ¢ nghla thong ké & nhom bénh nhan ding
bosentan so vii nhom bénh nhan ding placebo {gidm nguy co dén 77,3%, p=0,0114).
Bosantan lam giam ti 1& bénh nhén cé tinh trang 18m sang xéu di It nhat mat do (3.4%
bosentan so v&l 13,2% placebo, p=0,0285) va cai thién huyét déng hge (mPAP, TPR,
chi 26 tim va SVO32; p<0,05).

Trong mét nghién clu cb kiém soat placebo, mi d8i, ngdu nhidn, da trung tam, hél cé
(BREATHE-5) trén bénh nhén t&ng ap lre déng mach phdi PAH da 11l theo phén koal
cda WHO cb suy tim bdm sinh va Elsenmenger physiology, Tracleer (n=37) hoac
placebo{N=17) dugc sir dung trong 16 tuan vé&i ché d§ lidu nher trong thir nghidm trung
tam. Thevl didm két thuc dau tién cho thay didu tri bng Tracleer khang lam tram trong
tinh trang thidu oxy huyet. Sau 18 tudn, tracleer céi thién d§ hoa tan oxy 1% (95%CI-
0,7: 2.8%) so v&i placebo. K&t qud nay cho thdy bosentan khong 1am trm trong linh
trang thidu axy huyét Digu tr] bling tracleer din dén vidc gidm déng ké khang tré mach
ph&i va cdi thién finh trang thé chat. Sau 16 tuln, ting khodng cach di bd trong & phrt
la 53m (p=0,0079) trong thr nghiém co kiém soét placebao.

Bénnh nhan tang ap lec mach phdi PAH co nhiém HIV khong duec tham gia vao thi
nghigm trung t@&m (thir nghigm AC-052-351 vd BREATHE-1), Trong thir nghiém khdn
s0 sanh, md, da frung tAm (BREATHE-4), 16 bénh nhan téng ap lwc ddng mach ph
{6 11l va IV theo phén loai ctia WHO) nhidm HIV duge didu tri clng ché dé lidu véi cac
thir nghiém trung tEm. Sau 16 tudn, co s cdi thign vé thé chat va cac thong sb huyet
dong hoc tim phol 5o véi cic gid tri ban ddu. B3 bénh theo phian loai cia WHDO cii thign
trén 14 bénh nhan HAu hét bénh nhan (15/16) duoc diéu ti bang thude khéng
refrovirus trc ché thy thé phién ma nguoc nuclecside hodc khing nuclecside, chét
duoe didu tri phé bién nhat trong céc didu tri phdi hop. Traclesr khdng thé hién tac
dong 1d rang trén cac chi s& nhidm khudn HIV trong cac thi nghiém — nhur sé lrong 18
bao CD4 hodc HIV-1 RNA,

56 ligu dai han vé phan loai PAH dd |l theo WHO dugc tdng hep tir 181 cd 173 bénh
nhdn déu tri bang bosentan trong nghién clru cb kiém soat AC-052-364 (EARLY)
valhoac thevi glan kéo dai QL. Thai gian diéu tri trung binh bang bosentan la 3.6 + 1.8
ném (i1 6,1 nam), véri 73% bénh nhan didu 1 1t nhdt 3 ném va 62% bénh nhan diéu tri
it nhét 4 nam. Banh nhan co thd didu trl PAH theo yéu clu frong giai dozn kéo dai OL.
Phén I6n bénh nhan duge chén doan |4 tang ap lrc dong mach phdi v cén hodc di
truyén (61%). Kha ndng van déng (khodng cach 6 phat di bo) dugc duy il trong théd
gian diéu ti bing bosentan (thay ddi trung binh so véi mike nén tai thdi diém cudi digu
tn la 3.7m. Noi chung, 78% bénh nhan duy til mic 46 bénh || theo phén loal cda WHO
hoac tét hen. oe tinh 1 18 séng s6t Kaplan-Meier 12 90% va 85% tai thai diém 2 va 4
ném sau khi bat Jau didu i Tai thoi diém tworng W, B3% va 75% bénh nhan PAH
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khéng néng thém (dwgc xac dinh béng t vong do moi nguy&n nhén, ghép phdi, phiu
thust dong mach hodc bat dAu didu iri bing prostanoid tiém tinh mach hodc dudi da).

Trong nghién clru théi gian kéo dai OL (AC-052-4-9) cia thir nghigm AGC-052-4-5
(BREATHE-3} trén bénh nhan PAH d6 Il theo phan loai cia WHO Eisenmenger lién
quan dén suy tim sung huyét, 26 bénh nhin tiép tuc dieu tri bing bosentan trong thai
gian 24 tuan (trung binh 24 4-2 0 tuan). Hiéu qua cla Bosentan cho thay frén théi gian
ﬂfu ’ér!' ]rl‘rltt d6i néi chung & duy tri trong théi gian didu irj dai (tdng thai gian didu trj 13

tisdn

H'_fi: qué ldm sang trén bénh nhan tré em va iré vj thanh nién tang ap lvc dong mach
phii,

Mot thir nghiém duwge the hign frén bénh nhi tdng ap lwc dong mach phdi. Tracleer
duge nghién clu trén thir nghiém mé khéng kidm soat trén 19 bénh nhi tdng &p lwe
déng mach phai (AC-052-366, BREATHE-3: 10 bénh nhén ting 4p lwc déng mach phéi
tién phat, 9 bénh nhan tEng ap lwe ddng mach phél do khidm khuyét tim bam sinh), Thi
nghiém duwes thidt k& 38 nghign ciu cde thdng sé duge dong hoc (xem phén “cdc dic
tinh dwoe déng hoc™). Bénh nhan dwge chia lam 3 nhém twong dwong v cac thé
trong khac nhau (xem phén “si dung cho tré em va tré vi thanh nién") va duoc digu tr]
trong 12 tudn, Tai théi difm bat d4u thi nghigm mét nlra 6 bénh nhén trang méi nhém
duors digu tri bang epoprostenal tinh mach. Lidu epoprostenal duwe duy tr trong sud
thir nghidm B8 tudi ti 3-15 twdi. Tai thei didm bt dAu the nghiém, 1t ca cac banh
nhan & d6 11 (N=15 bénh nhan, 79%) hodc 86 Il (N=4 bénh nhén, 21%) theo phan loal
WHO.

Céc théng s6 huyét déng hoc duge do trén 17 bénh nhan, So v&i cac gia trj ban dau,
chi & tim t&ng trung binh 0,5V phatfm®, dp lyc ddng mach phdi trung binh gidm 8
mmHg va khang trér mach phi trung binh gidm 388 dyn-sec-cm”, Sur cal thign cac chi
st huyét d6ng hoe so voi cde gia tri ban dau xuat hién trong cd nhém ding hodc khang
diing eposporstenol. Sir thay dbi cdc chi sb thir nghiém ging stre & tudn thir 12 so v
gid tri ban dau rat khac bigt va khéng 6 y nghia théng ké.

Ti & keo dai thdy gian sing sof trén Bénh nhan tang ap luc dong mach phoi

Ti 1& s06ng 6t dai han duge nghién i trén toan bg 235 bénh nhan trén hai thir nghiém
et kidm soat placebo chinh (AC-0562-353 va AC-052-354). Théi gian deu tn trung binh
béng bosentan la 1,2+0.7 nam (thi thidu 0,1; toi da. 3,3 nam) v& bénh nhan dugc theo
déi trung binh 2,040,6 nadm. Hau hét cac bénh nhan dwgc chan doan tang ap lec ding
mach phdi tién phat (PPH; 72%) va dd lll theo phén loai cua WHO (84%). Ti k& sing so1
sau mat ndm cla nhom dsu trl bing bosentan 12 93% va sau hai nam |a 84% (Kaplan-
meyer). Ti 1& sdng sot trén phan nhom tEng ap lec ddng mach phdi tién phat sau 1 nam
v sau 2 nam déu cac hon — D6% va 89% tuong Gng. So sénh v eac s6 lidu cia bénh
nhan ding epoprostenal trén & trung tam Jidu ir] chuyén sau (N=682) cho thay Tracleer
cai thign ti lé sﬁng g0t cla bénh nhan ting ap e ddng mach phol It nhét I3 wong
duomg vl epoprostenal.

Xo cting dong mach hé thdng va loét chi tién trién.

Hai thir nghiém co kiém soat placebo da trung tam. mi d5i, ngdu nhigén duwgc thee hién
trén 122 (RAPIDS-1) va 190 (RAPIDS-2) bénh nhan cé xo clmg mach hé thdng va loé
chi tién inén-bao gdm cd céc bénh nhan dang hién co Ioét chi hodc co tién sl loét chi
frong véng 1 nam trrde. Trong thir nghiém RAPIDS-2, bénh nhén b it nhat mit véi
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loét chi méi va frong ca hai thir nghiém 85% bénh nhan cé it nhét mat vét loat chi khi
két thic nghién clru. Sau 4 tudn diéu tr bang Tracleer 62,.5mg hai lAn mot ngay, lidu
duy tri 13 125 mg hai ldn mét ngay. Diéu trj mi di kéo dai trong 16 tudn (RAPIDS-1)
hodic 24 tuan (RAPIDS-2). Cho phép didu tr oo ban vé& xo cing mach hé théng va logt
g& néu didu tri ndy bn dinh trong it nhat 1 thang trrére va trong sudt pha thix nghiém mu
I,
Trang ca hai thir nghiém, théi didm cd vét loét chi mai gitra théd digm bAl dau ding
thubc va thin diém cudi thir nghiém Ia thed diém két thic xo cip.
Bicu trj bang Tracleer cho két qua it vét Ioét chi mdi trong qua trinh didu tri hon so v
nhém placebo. Trong thd nghiém RAPIDS-1, bénh nhan diéu trj bing bosentan xuét
hién trung binh 1.4 vét loét chi moi trong sudt 16 Wwan thir nghiém mi d6i so vei 2.7 vét
ot chi mdl trén nhom placebo (p=0,0042). Gia tn twong (g trén thiF nghiém RAPIDS-
213 1,9 va 2,7 vét loét chi m&i (p=0,0351) trong sudl 24 tuan didu tri mi d&i. Trén ca hal
thir nghiém,. bénh nhan didu trj bang bosentan xudt hién it vat loét chi mé&i trong sudt
nghién clru S0 V&1 nhom bénh nhan ding placebo va thai gian xuat hién vét loét mo
cing kéo dai hon.
Mac di tac dung cla bosentan trong viec lam giam 50 Ierng vt loat chi mdi khong doc
l&p vil 6 lwgng vt loét ban diu nhung tae dung Ién hon trén bénh nhén loét chi nhiéu
v tri
Tac dung lam Eanh vét lost chi clia bosentan dwoc nghién clu tai thei digm két thie tho
cip trong thir nghidm RAPIDS-1 va thii diém Eg( thic x> cép trong thd nghiém
RAPIDS-Z. Khong cd tac dung cla bosentan dugre phat hién trong thoe nghigm,

Cac dac tinh duoc ding hoc
D& cb cac sb ligu duge ddng hoc sau khi udng va truyén tinh mach trén bénh nhan

nguei lon. S6 ligu cho thay sinh khd dung hé thbng cla besentan trén bénh nhan
trurdrng thanh tang ap lwe ddng mach phéi cao hon 2 1an so v nguwdi tinh nguyén khoe
manh,

Dwoc dong hge clia bosentan déc lap wé thai gian va liéu trén ngudi khée manh, Théi
trir va thé tich phan bé gidm khi tang ligu tinh mach nhwng sau dd lai tAng. Sau khi
udng. sinh khd dung hé théing teomg iFng héu 500mg. & lidu udng cao hom, tEng Cha
v AUC it hon khing ti 18 vai lieu.

Hép thu

Sau khi dung lidy 125 mg trén ngwedi tinh nguyén khoe manh, sinh kha durg tuyBt ddi
bosentan khoang 50%. Sinh khd dyng khéng bi dnh huwéng béi thire an. O lidu nay,
ndng dé huyét teong toi da dat dugc sau 3-5 gid.

Fhan bo

Bosentan gan manh [(>98%) vai pr-:uleinrhw,rét twong, phan en v&i albumin, Bosentan
khang qua dirge hang rao nhau thai. Thé tich phan b (Vss, khodng 18L duoc xac dinh
sau khi dung duirng tinh mach 250 mg.

Chuyén hoa va thai trir
Sau khi diéu trf lidu don 250mg dudrng tinh mach, 43 thanh théi khoang 8h. Thén gian
ban thai (ti;z) 12 5.4h,
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Sau khi didu tri iBu lap lai, nbng 46 trong huyét trong gidm dén toi 50-60% néng dd
sau khi ding fiu den, Sv gidm nay 1A do kich hoat cdc enzym chuyn hoa & gan. Thén
diém can bang dat duoe sau 3-5 ngay.

Bosentan chuyén héa & gan bdi cytochrome P450 isoenzym CYP3A4 va CYP2CY sau
A6 tha trir qua mat. Dudi 3% cla lidu udng xudt hién trong nwrdre tidu

Bosentan tao ra ba chét chuyén hoa. Chi mot trong ba chat chuyén hoa nay co tac dung
duye Iy v chidm 20% tac dung cda bosentan

Bosentan kich thich CYP2CY va CYP3A4, co thé ca CYP2C19 va P-glycoprotain. In
vitro, bosentan (re ché bom xudt mudi mét & té bao gan. Cac dir liéu /n vitro cho théy,
basentan khéng co tac dung Fe ché cac isoenzym cytochrome sau: CYP1AZ, 2A6, 2B8,
208, 2C0, 2D6, 2E1, 3A4. Do vay, bosentan khéng lam tang ndng dd cla cde thube
chuy&n héa bdl cac isoenzym nay.

Ejng hoe trén cdc nhdm bénh nhan dac bist

Git tinh, cén ndng, ching tdc, tudi
Cac sé liéu san cé cho thay gi¥i tinh, ¢dn nang co thé, ching tde hay tubi khang duwgce
xem & cb tée d5ng d&n durgre ddng heo cla bosentan frén nguwdi l&n

Tré em va fré v thanh mén

Cuere déng hoc sau khi ding dueng udng don lidu hodc da lidu dwgs nghigén el lrén
bénh nhi tang ap ke ddng mach phdi tré em hodc tré vi thanh nién, liéu deoc tinh theo
can ndng co thé (BREATHE-3 xem phan "Céc dc tinh dwgc dong hoc’). Sinh khd
diyng hé théng ela bosentan gidm theo thiv gian, do twong (ng véi vige kich ng cac
enzym da biét cla bosentan.

AUG trung binh (CV%) cla bosentan trén ré em dwge didu tri véi 31,25, 82,5 hodc 125
mg hai lan mot ngay duoe tinh trong (ing 18 3496 (43), 5428 (79) va 6124 (27) ng.h/ml,
Gia frj nay thép hon 8140 (47) ng. him| cda bénh nhén trrdng thanh tang ap lve dong
mach phdi dung 125 mg hai 1an mdt ngay. Khi dat dén trang thai cdn bang, sinh kha
dung hé théng & cac nhém cin néng khéc nhau so v sinh kha dung trén nguéi tnrdng
thanh nhw sau: 10-20 kg: 43%; 20-40 kg: 67%; >40kg: 75%. Mguyén nhan cla sur khac
biét nay khéng ré rang va oo thé lign guan dén vide tang chuyén hda va thai trir trén
gan. Tuy nhién, khoang 50% bé&nh nhi co cac khiém khuyét trén tim, do vy huyst déng
hoo thay @i c& thé dnh hudng dén duge ddng hoo. Chua 1 12 dieu nay cé dnh hudng
d&n déc tinh trén gan hay khang Gidi tinh b&nh nhan va eprostenol duang tinh mach
diing k&ém khéng ¢ dnh hudmg oo ¥ nghia théng k& frén cac dac tinh duge dong hoc
clia bosentan, Khéng co di liéu dugc ddng hee trén bénh nhan dudi 3 tudi,

Eénh mhan suy gan

Khang b thay ddi duee ding hoc dang ké trén b&nh nh&n suy gan nhe {Child-Pugh dg
£). Trén nhivng bénh nhin nay, dién tich dwdi dudng cong & frang thai can bng bang
o% so vir bosentan va 33% so voi chat chuyén hoa chinh Ro 48-5033, so voi ngudi
tinh nguyén khée manh. Duge dbng hoe cia bosentan khing dugc nghién clru trén
bénh nhan suy gan phan loal Child-Pugh B hoac C.

Cac bénh nhan suy than
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Trén bénh nhan suy thén ndng (d& thanh thai creatinin 15-30 mlphdt), ndng 46
bosentan thap hon khodng 10%. Néng dd chit chuyén hoa bosentan trong huyét trong
khodng gap ddi so vii ngudi tinh nguyén khée manh ¢b chike ndng than binh thudng.
®hong co kinh nghiém Jac biét rén bénh nhan lpc mau Do dac tinh haa Iy va 118 lién
kit can @i protein huyét trong, cé thé suy ra ring t7 18 Ién bosentan khéng thé bi loc
khai tuan hoan hé théng bang loc mau (xem phin “Ché d6 lidu va cach st dung”)

Cac dir liéu an toan tién lam sang

Mghign ciru tinh sinh ung thu treng 2 ndm trén mé hinh chudt vivi ndng dé trong huyét
Wweng cao hon 2-4 1an nong do digu tri trén ngudn. Nghién clru cho thay oo tang ti lé u
tuyén va ung thur t& bac gan trén chudt durc, nhirng khéng tang trén chudt cai, Trén md
hinh chuét, diing bosentan dung ubng frang hai nam lam tang nhe, clj‘ir nghia fi & u
tuyén va ung thu trén tuyén gidp trén chudt duc, khang trén chudt cai. Nong dé trang
huyét twong trén nghién clru nay gép 9-14 1an nbng 4§ huyét tuomg & lidu diéu tr trén
ngwin. Cac nghién ciru doc tinh trén gen cho thay bosentan cho két qua &m tinh, Chi cé
rai loan nhe hormone tuyén gidp sau khi didu tr| bang bosentan trén chudt Mat khac,
khong cd béng ching rang bosentan lam dnh hwrdng dén chile nang tuyén glap trén
ngudi (thyroxine, TSH).

Bidu tj bang bosentan ddn dén cdc phan tng dj ong trén hai ma hinh dir doan trén
chufit lang vé kha nang gay di &ng (tuyp | hodic IV). Trén ca hai md hinh, cac phan dng
dj (png chi quan sat thay khi diéu tri déng thai vai cac thude tre gidp.

Khéng co phan tmg di Gng dwoe quan sat thiy trén mé hinh chudt cho d dng tuyp 1.
Tac dyng cia bosentan (rén chirc nang phan bao chua dugc biét,

Bosentan cho thdy cé tac dung gay quai thai frén chudt & nong do gép 1,5 1&n ndng dé
trong huyét teong sau khi ding ligu didu tr trén nguen. ;

Tac dung gay quai thai, trong do cd tdc dung gay khiém khuyét bam sinh trén dau, mat
vii cac mach chinh phy thude liéu, Nhing khiém khuyét teong e dugc tim thiy trén
cac chit ddi khéng recepior ET khac va trén chubt khong co ET cho thdy day 14 mét
mhom tac dung Gan than trong trén bénh nhdn trong d& wdi sinh nd (xem phan "Ching
chi djnh®, “Phy nir cé thai va cho con ba"}.

Cac nghién clru chive nang sinh sdn trén chudt dye va chudt cai & nong dd gap 21-43
I&n s0 veri ndng 98 trén ngudi khi ding liéu diéu tri. Khéng co tAc dong trén 86 leong
tinh triing, di chuyén tinh tring, sir séng cla tinh trimg, hoat ddng tinh duc hodc sinh
sdn. Khong cb tac dung khéng mong mudn trén sir phat trién cla phal thai trede khi
céy thai hodc khi ciy thai

Han s dung
60 thang ké tir ngay san xudlt.

Bdo quan
Bao quan & nhigt & dudl 30°C. DA xa tAm tay tré em,

Sé gidy phép ki héanh san pham:
Traclesr 62,5 mg
Tracleer 125 mg
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Tracleer 62,5 mg; Hop 1 chai 60 vién bao phim
Tracleer 125 mg; Hop 1 chai 60 vién bao phim

Nha san xuat:

Patheon, Inc.

Torento Region Operations

2100 Syntex court, Mississauga, Ontario, Canada L5N 7KS.

Co s& xuat xwdng

Actelion Pharmacauticals Lid
Gewerbestrasse 16
CH-4123 Allschwil
Switzerland
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