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HEPIAHYH TON XAPAKTHPIETIKOQN TOY IPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX
Tracleer 62,5 mg emicoAVPUEVOL pE AETTO DUEVIO dioKia

Tracleer 125 mg emkolvppéva pe Aemtd vuévio dtokiol

2. ITOIOTIKH KAI MIOXOTIKH XYNOEXH

Tracleer 62,5 mg smuarlouuévao pue Aemtd vuévio dokia
Ka0e emucodvppévo pe Aemtd vpévio diokio mepiéyet 62,5 mg bosentan (g LovobopKo).

Tracleer 125 mg emucaivppéva pe Aentd vuévio diokio
KaBe emxoroppévo pe Aemto vpévio diokio mepiéyet 125 mg bosentan (g povodopiko).

IMa tov TApn kaTdloyo TV ekddy®v, PA. Tapdypapo 6.1.

3. DOAPMAKOTEXNIKH MOP®H
EmikoAvppévo pe Aemtd vpévio diokio (diokiar):
Tracleer 62,5 mg emikoAvpuévo. pue Aentd LUEVIO diokia

2TPOYYLAL, AUPIKVPTO EMKAAVUUEVA LE AETTO VUEVIO SIOKIO, YPDUOTOC TOPTOKOAL-AELKOD, TOV
@EPOLV avayluen Tnv EvoeiEn “62,5” ot pio TAgvpd.

Tracleer 125 mg smucadlopuévo pue Aemtd vuévio dokia
OBGA, apeikvopto ETKOAVUUEVE e AETTO VUEVIO SIOKIM, YPDOUOTOC TOPTOKUA-AEVKOD, TOL PEPOVY
avayAven vy évoeién “125” ot pia TAevpd.

4. KAINIKEX TIAHPO®OPIEX
41 OgpamevTikég EVOEIEELG

O¢pameia TN TVELHOVIKNG aptnplokng vagptaong (ITAY), yuo ™ Bertioon g avoyng oty KOT®on

Kot TV cuUTTONATOV o aobeveic pe Aettovpykn katnyopio I xatd WHO. Exet damotwbel

OTOTEAECUATIKOTI T OTIV:

. [Ipwtomadn (10107061 KAl KANPOVOLUKT) TVEVLLOVIKT OPTNPLOKT] DITEPTACT

. [Tvevpovikn aptnploK] VTEPTUCT OPEILOUEVT] GE CKANPOSEPLLO, YMPIC GNUOVTIKT O1dEsT
TVELLLOVIKT VOGO

. [Tvevpovikn aptnplokt] VTEPTAOT GYETILOUEVN LE GUYYEVEIS AVAGTOUDGELS TNG CLGTNUATIKAG-
TPOG-TVELLOVIKT KUKAOPOpiag kol puoloroyia Tov Eisenmenger

Kamoteg Pertidoelg €xovv emiong dwamotmOel 6e acOeVEIG [Le TVELLOVIKT] OPTIPLOKT] VTEPTACT
Aertovpykng katnyopiag I katd WHO (BA. mapdypago 5.1).

To Tracleer gvdgikvotot eniong yio T HEI®OMN TOV aPOLOD VEMV SUKTLAIKOV EAKOV o€ aobeveic e
GUOTNHOTIKT OKAPLVGT Kot EEEMGGOUEVT] VOGO OUKTLAIK®OV EAKAOV (PA. mapdypapo 5.1).

4.2  Aocoloyio Kol TPOTOG YOoPNYNONS

Tpomog yoprynong

Ta dokia wpémetl va Aapfavovtor amd otopatog Tpwi Kot fpddv, pe 1 yopic tpoen. Ta emtkalvppéva
pe AemTO VUEVIO S10Ki0 TPEMEL VO, KOTOTIVOVTOL OAOKAT POl LLE VEPO.



®a pémel va yivel 606TAON 6TOVE 0G0EVEIC Vo UV KaTamivouy Ty ENpovTiKny ovcio Tov VITAPYEL OTIG
AeVKEG QLaAEC TOAVAOVAEVIOL LVYNANG TUKVOTNTOG,

Aocoloyia

TIvevpovikn aptnplokn VITEPTOoN

H Oepoaneio ue Tracleer mpénet vo, EeKivioet Kol va TapakoAoVOETOL AmOKAEIGTIKG o YTpd Ue
neipa ot Oepaneio g [TAY.

Evnlixec

e evihkeg acBeveic, n Oepamneia pe Tracleer Tpémel va Egxvioet pe T yopnynon doong 62,5 mg dvo
Qopéc TV NUépa el 4 efdopddeg Kot Katdmy va avéndel otn 6001 cuviipnong tv 125 mg §vo
@opéc v Nuépa. Ot 1d1eg cuoTacelg IoyvovY Yo TNV emavévapén Tov Tracleer petd ™ daKomn TG
Oepaneiog (PA. mapdypogo 4.4).

Toudiozpixoc tinBvouoc

DoppokokivynTikd d0edopuéva omd Todd 6€1EAV OTL 01 GVYKEVTIPMOGELS TOV bosentan 6To TAAGHLO TV
mod1dv pe [TAY nAwciog amd 1 étovg émg 15 etdv ftav Katd HEGO OpO YOUNAOTEPEG Ao O,TL OE
eviihkeg aoBevelg Kot dev avénnkav pe v avénon g 06ong tov Tracleer dve twv 2 mg/kg Bdpovg
CMUOTOG N e TNV aENCT TNG SLYVOTNTOS 000NG ald 000 POPES TNV NUEPA GE TPELS POPES TNV NUEPOL
(BA. mapdypago 5.2). H avénom g 066on¢ i TG ouyvotntog doong dev Bo odnynoet mbavodv oe
TPOcHETO KAMVIKO OPENOG,.

Me Bdom avtd to opuakoKvnTIKA dedopéva, 0Tav ypnotponoteitol o Toadid pe IAY niciog 1
£T0VG Kol Av®, 1 GLVISTAONEVN dO0T Evapéng Kot cuvTiprong eivar 2 mg/kg mpmi kot fpadv.

e veoyva e gppévovoa Tvevpovikn véptaon veoyvov (EITYN), to d¢elog Tov bosentan dev €xet
katadeydel pe to Bepanevtikd TpdTLTO EPOVTIdAG. Agv UTOPEL va Yivel GDOTOOT Ylo T d0GOA0YiN
(PA. mopaypdeovg 5.1 kat 5.2).

Moyeipion o€ mepintwon kKAVIKG emioivwons e IAY

e mePImTOOoN KAWVIKNG emdeivmong (T.y., Leloon g andoTaong ot doKiacio Bddiong 6 Aentdv
katd 10% tovAdyiotov, 6 cVYKpPIoT Le TN pHETpNon Tpv amd ) Bepaneio) mapd tn Oeponeio pe
Tracleer eni 8 gfdopddeg TovAd LOTOV (H0ON—0TOYXOG €Ml 4 EfdONAdES TOVAAYIOTOV), TPEMEL VOl
€EETAOTOVV KO EVOALUKTIKEG Bepameies. Q6T0G0, opiopévol aobeveic mov dev emédel&ay omoladnmoTe
avtamokplon petd amd 8 efdopnadeg Oeponeiog pe Tracleer evdéyetal va avtomokplfodv uvoikd ot
Oepaneio petd and dAlec 4 £mc 8 efdopadeg Bepameiog.

e mepinton dyung kKMvikng emdeivoong mopd tn Oeponeia pe Tracleer (dnAadn PETA amd apKETOVG
unveg Bepaneiog), n Oepaneio Tpémel va emavektiundei. Kamolol acbeveig mov dev avtamokpivovtol
KaAd ot yopnynon 125 mg Tracleer 1g nuepncing evoéyetar vo eppavicovy eAappd Pedtioon g
avoyng otnv K6mmaon o6tav 1 d0om avénbei ota 250 mg 61 nuepncing. [pénet va dievepynOei
TPOGEKTIKY 0&loAdYN o1 0QPEAOVC/KIVOHVOL, AapBAvovTag VITOYN TO YEYOVOS OTL 1] NTOTIKTY TOEIKOTNTO
glvar docogaptmdpevn (PA. Tapaypdpovg 4.4 kai 5.1).

Awoxornn e Oepaneiog

H epmepio and nepintdoeig andtopng dtokomng tng xoprynong Tracleer oe acBeveig pe TIAY eivon
ePLOPIopEVT. Agv €xovv mapatnpnbei evdei&elg o&elag emavepedviong Tov copntopdtov. [lapoia
auTd, Yo vo amo@evydel mbovn epeavion enifrafoic KAviKNG emdeivoonc, Aoym g mhavotnTag
EMOVELLPAVIONG TOV CUUTTOUATOV, TPETEL Vo e&eTaoTel To evdgyopevo Pabuiaiog peimong g d6omMg
(neiwong g 660mG o010 oo eni 3 Emg 7 Nuépes). Katd tnv mepiodo avacsToAng g xopynong
GUVIOTATOL GTEVOTEPT TAPOKOAOVONON.



Edv amoaciotel n dtaxomn g Oepamneiag pe Tracleer, avti mpémet va yivel fabuaio evd yivetot
€100Y®YN O€ KATOL0 EVOAAAKTIKY Oepameia.

2VOTNUOTIKN OKANPUVON UE EVEPYQ OOKTLAIKA EAKN

H Oepaneio mpémet va Eexivioel Kot va TapakolovOeital amokAEIoTIKG amd Y1oTpd UE TElpa oTN
Oepameio TG GLGTNUATIKNG GKANPUVONG.

Evnlixec

H Oepaneio pe Tracleer mpénet va Eekivioet pe ) yoprynom 86omng 62,5 mg 600 popég v nuépa emi
4 gfdopddec kat kotdmy vo, avénbei otn d60m cuvrpnong twv 125 mg dvo popég v nuépa. Ot 1d1eg
GLOTAGELC IYVOLY Yl TV emavévapén tov Tracleer vVotepa and drakomn g Oepameiog (PA.
Tapdypopo 4.4).

H epmepio amd eheyydpeveg KAVIKEG LEAETEG Y10 aLTY TV évOeldn tepropileton og 6 unveg (PA.
Topaypa@o S5.1).

H andxpion tov acBevoic otn Bepameia kat n avaykn yio cuveyn Oepameio mpémet va
enava&loroyeiton o taktikn Baon. [Ipénet va mpaypatonoleiton TpocsekTiky a&loAdynon
0PEALOVG/KIVOUVOL, Aapfdvovtag vdyn TNV NaTikn ToEKOTNTA ToL bosentan (BA. Tapaypdpovg 4.4
Ko 4.8).

Houdazpioc wAnboouoc

Agv vtapyovv 6£d0UEVE Yo TV OCPAAELD KOL TV OMOTEAECUATIKOTNTO G acbevelg nAikiog KAt Tov
18 eTddVv. Agv VILAPYOLY PAPUAKOKIVITIKG dedopéEva Yo To Tracleer og pukpd modd pe avt TV
acOévela.

E1dwoi minbvouoi

Hratikn dvolertovpyio

To Tracleer avtevécikvutol o acBeveig e pétplo €mg coPapn nratikn dvcAettovpyia (PA.
mTapaypaeovg 4.3, 4.4 kar 5.2). Agv anarteital Tpocappoyn e 800 oe acheveic e o NTaTIKy
dvoierrovpyia (dnA. Child-Pugh, téén A) (BA. mapdypapo 5.2).

Negpixn ovoiertovpyio

Agv amotteitol Tpocapoyn e d0on¢ o€ achevels Le veppikn dvcAeitovpyia. Agv amatteiton
TPOGOPLOYN TNG 000MG o€ asBeveic mov vroPdAilovion o apokdBapor (BA. Tapdypagpo 5.2).

Himawuévor
Agv amarteitanl Tpooappoyn g doong oe acheveic nhikiog peyadvtepng T@v 65 ypovav.

4.3  Avrevositeag

. YrepevaioOnoio otn dpactikn ovcia 1| 6€ KAmo1o omd o £KS0Y0 TOL AVAPEPOVTAL GTNV
mapdypoeo 6.1

o Métpa £og coPapn nratikn dvoiettovpyia, m.y. Child-Pugh tédéng B v C (BA. mapdypagpo 5.2)

. APYIKES TYEG TOV NTATIKOV QUVOTPAVEPEPATHY, INAadN TG aomaptikhs (AST) ko g
aravivikng (ALT) apvotpave@epdonc, VYNAOTEPES 00 3 X TOV AVATEP®OV PLUGLOAOYIKOV
Tipov (ULN, BA. mapdypago 4.4)

o Zvuyyopnynon kvkioonopivng A (BA. mapdypapo 4.5)

o Konon (BA. mapaypdpovg 4.4 kot 4.6)

o IMovaikeg pe duvatdTnTo TEKVOTOINONG OV OgV YPNGIHoToloLY aE0mIoT HEBOdO avVTIGOAANYNG
(BA. mapaypbdpovg 4.4, 4.5 ko 4.6)



4.4  Ewkég TPOELOOTOM|GELS KL TPOPVAAEELS KATA T YP1]ON)
Agv €yel texunpiwbei n oamotehespatikdmra tov Tracleer oe acleveic pe cofapn [TAY. Edv 1 khvikn
KaTAoTaoT eMdEvwbel Tpénel va eEetaotel To evdgyOEvo petdfaong oe Bepameio Tov gvdsikvotal

Yo To 6oPapd 6TAdo TG VOGOV (T.). EmompocteVOAN) (BA. Tapdypapo 4.2).

H 1coppomia opérovg/kivdhvov Tov bosentan dev £xet dSwomotwbei o aobeveig pue [TAY Aettovpyiknig
ta&vounong I katd WHO.

H Oepaneio pe Tracleer mpénet va Eekivad poOVO EQOGOV 1) GUGTNHOTIKY] GUGTOAIKT APTNPLOKT THECT
glval vymAdtepn amd 85 mmHg.

Agv €yer katadeybei @péhun dpdon tov Tracleer 6TV €T0OANMOT VTOPYOVI®V SUKTVAIK®DY EAKOV.

Hrotwn Asttovpyio

H évodog TV nnatik®v apvoTpavepepacmv, dSNAAST TNG AoTOUPTIKNG KoL TNG OAXVIVIKNG
apwvotpavoepdons (AST kavn ALT), mov oyetiletar pe o bosentan givat docoe&aptopevn. Ot
petaforés Tmv nmatik®dv eviOpmv cuppaivovv cuviBwng evtdg Tov mpdtov 26 efdopddwv Bepameiog
aAld gvdéyetor vo ovpPoiv kan apydtepa (BA. mapdypapo 4.8). Or avénoeis avtés mboavas opeilovran
€V UEPEL GTNV AVIUYMVICTIKT OVOGTOAN TNG OMEKKPLIONG TOV YOMK®Y OAAT®V ad TO. NTUTOKOTTOPA,
OLMG OTNV ELPAVIOT) NTOTIKNG OLGAEITOVPYIOG CLUUETEXOVY TOAVATATO, KOl AAAOL UMY OVIGHO1, Ot
omoiot dev €yovv tekunplmbeil capmc. Agv amoxieietar  TOavoTNTO CLGGMPEVOTG bosentan Gta
NTOTOKOTTOPO LE OMOTEAECA TV KVTTAPOAVGT Kot dSuvnTikd cofapn nratikny PAGSN ovte 1
TOUVOTNTA CLUUETOYNG KATOLO0V AVOGOAOYIKOD Unyaviciov. O kivouvog NTatikig SLGAEITOLPYING
gvoéyeton emiong va ovénbei dtav kdmolo POPUAKEVTIKE TPOTOVTO TOV OTOTEAOVV OVOGTOAEIG TNG
Agrtovpyiag ™G avTAMOG OTEKKPIOTG YOMKAOV OAATOV, T.Y. PLOOUTIKiv), YAPBeVKAaUion Kot
Kvukhoomopiviy A (BA. mapaypdeovg 4.3. kat 4.5) yopnyn0ovv ce cuvdvacud e to bosentan. Ta
dBéopa dedopéva oyeTika e T dpdor avtn gival TEPLOPICUEVAL.

Ta eninedo TOV NTATIKOV GUIVOTPOIVOPEPUCAOV TPETEL VO LETPOVTUL TPLV A0 TNV Evapén g
Oepameiog Ko, KOTOTTLY, 6€ unvicio dtacTipaTo Ko’ 6An T owdpkewa Ospaneiog pe Tracleer.
Emnapoc0eto, To EXiNTEd0 TOV NTOTIKAOV GUIVOTPUVEPEPUCOV TPETEL VO, HETPAOVTAL 2 EPOONAdES
RETA 0t omoradTOTE AOEN O TNG d0ONC.

2vetdosic Yo TV nepintoon avénong tov ALT/AST

Ermineda ALT/AST  Xvotaoeig Ogpoameiog ko mapakorovdnoeng

>3 k<5 x ULN To amotéleopa npénel va emPefarwbdei pe pio 5e0TePT SOKIUAGIO NTOTIKNAG
Aertovpyiag. Av vmapéel emPePaimon, tpénetl vo Anebei amdpacn og
e€aropkevpévn Paom yio T cvvEyion g xopnynong tov Tracleer, mboavov
o€ HelUéVN oo, 1) Yol TN dlakomn TG xoprynong tov Tracleer (PA.
apdypoeo 4.2). H taparxorohbnon tov emnédmv TV apvoTpoveREPUcHY
npénel va ovveyiletat kdbe 2 efdopnddeg TovAdyiotov. Eav ta enineda tov
QUVOTPOVOPEPUCHY emavELDOLY GTIC TTPO TNG Oepameiog TWEG, Tpémet va
e€etaotel 1o evdgyOUEVO GUVENIONG 1 ETavEVAPENG TNG YopnyNnong Tracleer pe
Bdon Tig TEPIMTOGELS TOL TTEPLYPAPOVTOL TOPAKATEO.

>5kou <8 x ULN To amotéleopa npénel va emPeforwbei pe pio de0TePn SOKIUAGIO NTOTIKNAG
Aettovpyiag. Av vrdpéel emPePaimon, 1 Oepaneio mpémel va dStaKomel Kal To
EMIMESU TOV AUIVOTPOVEOEPACDY TPETEL VAL TAPAKOAoLOOVVTAL KGOE
2 efdopdoeg tovAdyiotov. Edv ta enimeda TV apvoTpaveEPACHY
emavELBoLVV oTIg Tpo- Bepameiog TIHES, TPEMEL va eEETAOTEL TO EVOEYOUEVO
gmovévapéng g yopnynong Tracleer, pe fdon Tig TEPIMTOGELS TOV
TEPLYPAPOVTOL TAPUKAT®.

>8x ULN H Oepomeio mpémet va daxomel kot dev npénel va e€etaotel | mboavotnTo

emovévapéng g yopnynong Tracleer.




Y& TEPITTMOT ERPAVIGNG TOV GYETIKAV KAIVIKOV GCUUATORATOV NTATIKNG AVETAPKELNS, dSNAadn
vauTio, EUETOC, TVPETOC, KOWMOKO AAYOC, ikTepOGg, acLuviBloToc ANBaPYOC 1 KOTTMOT), Kol YPITIMONG
ocuvopoun (apBpaiyia, poaiyia, mopetdc),  Oepoancio mpémer vo dlokomel Kou Oev TPEMEL vV
eetaotel n mOavoTnTa emavévaping g yopnynong Tracleer.

Eravévapln Osparmeioc

H emavévapén g Oepamneiog pe Tracleer npénel va e€etactel pOVOV OGOV Ta, SLVNTIKE OPEAT OO
1 Ogpaneia pe Tracleer vepioyvOVY TOV SVYNTIKOV KIVOOV®V Kol EPOCOV TO EMMESQ TOV NTATIKMOV
OULVOTPAVOPEPACHOV PpicKovTal EVTOG TV TPO TNG Bepameing TILDY. ZVVICTATAL 1| GUUBOVAR
nratoAdyov. H emavévapén npémel va yivel sOUQ@VO LE TIG 00N YiEg TOV TEPLYPAPOVTAL TNV
apdypoeo 4.2. Ta eXineda TOV apIvOTPAVEPEPACAOV TPEMEL VO, ELEYYO0VV £VTOC 3 uEP@V peTa
v emavévapén, 6T cVVEXELD HETA TNV TAPELEVOT] AAL®V 2 EfOONAdMV KOl KATOTLY OOV HE
TIS TAPUTAVO GVOTACELS.

ULN = av®tepes QLUGIOAOYIKEG TUYLES

2UYKEVTIPOOT QUOCQULPIVIC

H Oepaneio pe bosentan cuoyeticTnke e 6060eE0PTOUEVN LEIMOT] TNG CVYKEVIPWOOTG TNG
apoceapivng (BA. mopdypapo 4.8). e HeAETEC ELEYYOUEVES OO EIKOVIKO PAPLLOKO, Ol LELOCELS TG
GLYKEVTP®ONG TNG apoceatpivng mov oyetilovral pe to bosentan dev MTov TPOOSEVTIKEG Ko
otabepomomOnkav petd Tig Tpdteg 4-12 efdopddeg Oepameing. Tvviotdral o EAeyyog g
GLYKEVTPMONG doc@arpivng ptv v Evapén g Bepancioc, Kabe uiva Katd Toug TpdTOLG 4 PVES
Ko, 6T cvveyeld, ke Tpiunvo. Edv mapovciaotel kKAVIKG oyeTikn HEI®ON TNG CLYKEVIPOONC TG
aoceapivng, Tpémel va tpaypatorom el mepattépw a&loAdynon kot diepedhivnon yio va kabopiotel
N oxtia TG Kot oL avaykeg yio 101kn Oepameio. Metd tnv KukAoQopic TOL QUPUAKOV, avaPEPONKY
TEPUMTMOOCELG AVALLING, OTIG 0Toieg amattnOnKe petdyyion epvBpmv arpoceapiov (BA. Téhog
mopaypdeov 4.8).

Tuvaikec pue duvvotdTnTo TEKVOTOINGMC

Kabmg to Tracleer pmopei vo KOTOOTHGEL AVOTOTEAEGLOTIKG TOL OPLOVIKA OVTIGLAANTTIKA, Kol
Aoppdvovtag vToyT ToV Kivduvo OTL 1) TVEVHOVIKT VIEPTACT] EMOEVAOVETOL LE TNV EYKLHOGHVI KaBmG
KOl TIG TEPOTOYOVOLS EMOPACELS TTOL £Y0LV TTapotnpnOel o (da:

o H Bepomeio pe Tracleer 6ev mpémel vo yopnyeital o€ Yovaikeg e dUVOTOTNTO TEKVOTTOIN GG,
€KTOG €0V YPMNOILOTOI00V a&lOTIeTN PEHOSO AVTIGOAANYTG KOl TO OTOTELEGLO TOV TEGT KUNONG,
mpwv amd T Oepaneia givar apynTikod

. Ta oppovikd avTicLAANTTIKA dev pmopel va givor 1 Lovn p€Bod0g avTicOAANYNG 6T StdpKeLo
g Oepameiag pe Tracleer
. TUVIGTATOL VO YivovTol unvioio T€GT KOMong otr didpkela g Oepaneiog yia va givatl duvatni 1

€yxkoapn aviyvevon mbavig EYKVUOGUVNG
T"a mepiocdtepeg TANpopopieg avatpélte otig mapaypdeovg 4.5 kot 4.6.

DreLoamoopakTikn Tvevuovordeia

"Exovv avaeephel TepIoTATIKA TVEVIOVIKOD O10NIOTOG LE OYYEIOOOGTAATIKA @APIaKa (KVPImG
TPOCTOKVKAIVEG) 6 acbeveig pe pAefoanoppaktikn Tvevpovonddela. Emopévag, epdocov
TOPOLCIAGTOVV oTueia TvevoVIKOD oWnpatog og acbeveic pe ITAY mov Aappdvovv Tracleer, mpémet
va g€gtaletor 1o evogyOeEVo cuVOTOPENG PAEPOATOPPAKTIKNG TTVELLOVOTTAOELag. MeTd TV
KUKAOQOpPia TOV PAPUAKOL, VANPEAY CTAVIES OVOPOPESG TVEVLLOVIKOD O101L0TOG G€ 0.eOeveig pe
VITOVOLN PAEPOATOPPAKTIKNG TvELHOVOTABELnG oL AduPavay Tracleer.

Aocbeveic e TVELLOVIKT OPTNPLOKT VITEPTOGCT] LE TAVTOY POV OVETAPKELO OPIGTEPNC KOWMOC

Agv &xel mpaypotomom el €101kn PeAéTn o€ aobeveic [le TVELHOVIKNY OPTNPLOKT VTEPTACT] KO
TAVTOYPOVT] SVGAEITOVPYID apPloTEPNG KOAlag. Qotdco, 1.611 acbeveic (804 acbeveic mov Elafav
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bosentan kot 807 acOeveic mov Elafov elKovikd Pappako) pe cofapny ypdvia Kapdloky AvETAPKELN
(XKA) vrropibnkav oe Oepamneio eni Eva péco ypoviko ddotnua 1,5 xpdvmv, 610 TAAIGLO Log
EAEYYOLEVNC e EIKOVIKO Pdpuako perétng (AC-052-301/302 [ENABLE 1 & 2]). Katd ) peiétn
oVt TopaTNPNONKe aOENON OTA TEPIGTATIKA TV 060evdY Tov vooniedtnkay Aoyw XKA Katd Tig
npmteg 4—8 efdouddeg Oepameiag pe bosentan, avénon mov wHAVOV va 0QEILETOL GE KATAKPATNON
vypov. Katd t pekét auth, 1 KatoKkpatnon vypodv ekdniodnke pe Tpdin avénoen Tov COUTIKOD
Bapovg, petmpévn cuYKEVTP®ON TNG AUOSPALPIVIG KOl AVENUEVO TOGOGTO OONUATOG TV KATM
AKpmV. XT0 TEAOC TNG LEAETNC, gV TTapatnpnOnKe d10popd 6TO GUVOAIKO aplBd achevmY oL
voonAehkay Ady® Kapdlakng avendpkelog | otn Ovnoomta petald tov acdevav mov Erafav
bosentan kot t@v acBevodv mov EAafav gikoviko edpuoko. Kotd cuvéneia, cuviotdTol 1
TOPOKOA0VON G TV 0oOEVDV YLoL GNUASIO KOTAKPATNONG VYPOV (TT.). aOENGT TOL CMUATIKOD
Bapovg), edikdTepa Yo TOLG 0GOEVEIS TOL VITOEEPOVY TAVTOY POV OO COPAPT] GVGTOAIKN
dvodettovpyio. Edv mopovciactel Kotakpdnon vypmv, cuvietdtal n Evapén Bepaneiog e S100pnTIKA
N n avénon g d6oNg TV 1o Yopnyovpevev dtovpntik®v. H Bepaneia pe dtovpntikd mpénet va
eketaotel oe aobeveig pe evdeiEelg Katakpdtnong vypav Tpv and v Evapén g Bepaneiag pe
Tracleer.

IIvevpovikn aptnplokn véptacn oystilopevn pue Aoinwén HIV

Yrdpyel mepropiopévn eumelpia omd KAVIKEG peAéteg pe n xpnon tov Tracleer oe aoBeveig pe [TAY
oyetilopevn pe Aotpwén HIV, vid Bepamneio pe avTipeTpoikd @opuokeuTikd tpoidvra (PA.
mapdypago 5.1). Mia uehétn arinienidpaocng ueta&d tov bosentan ko tov lopinavir + ritonavir og
VY dtopa £d€1Ee avENUEVEC GLYKEVTPMGELC bosentan 610 TAGGHO [E TO LEYIOTA EMIMESQ EVTOG TOV 4
TpOTOV Nuepdv Bepaneiag (BA. mtapdypapo 4.5). Katd v évapén g Oepansiog pe Tracleer o
aoBeveic ot omoiot ypeldlovtatl EVIGYLUEVOLG [LE Titonavir avasTOAELS TPWTEAGNS, 1 OVOYT| TOV AcHEVT
o710 Tracleer Oo Tpémel va Tapakorovbeital 6TeEVA, TPOGEXOVTAG WO0UTEPA, GTNV APYN TNG PACTG
&vapéng, Tov Kivduvo voTaonG Kot TIG EETACELS TNG NIATIKNG Agttovpyiag. Ae pmopel va amokAeiotel
£vag ENUEVOG LOKPOYPOVIOG KIVOLVOC NTATOTOEIKOTNTOG KOl GLLLATOAOYIKMY OVETIBOUNT®OV
ovppapdtov étav To bosentan ypNOLOTOIEITAL GE GLUVOVAGUO UE AVTIPETPOTKE POPUUKEVTIKA
npoiovta. EEautiag tov evdeyduevov trapéng aAniemidpioemv oyeTilOUEVOV EOIKE [IE TNV
emaymyikn dpdomn tov bosentan oto CYP450 (BA. mapdypago 4.5), mov Ba propodcoav vo ernpedcovy
TNV OOTEAEGHOTIKOTNTA TG OVTIPETPOTKNG Bepameiag, ot acBevelg avtol mpémet emiong va
mapoKolovbovvtal TpooekTikd 6cov apopd v HIV Loipwén tovg.

ITvevpovikn vtEPTaon 0PEIMOUEVN GE YPOVIO. OTOQPUKTIKY Ttvevpovorddsio (XAIT)

H acpdleia kot 1 avoyn tov bosentan peietndnke oe o depevvntiky perétn 12 efdopddwv, yopig
opdoa eréyyov, o 11 aoBeveig e mvevpovikn veéptaon, Tov opendtay o coPapn XAII (otadiov 111
pe Baon v ta&wvounon GOLD). [TapatnpriOnke adEnon tov aepiopov Kotd Aentd Kot peimon tov
Kopeaoh 0&VYOGVOL KAl 1) TO GLYVY AveTIBOUNTN EVEPYELD TAV 1] SDGTVOLO, TTOV ATOKUTOGTAONKE L
dlokomn Tov bosentan.

Zuyyopnynomn ne GAAO QOPUOKEVTIKG TPOTOVTQ

H ovyyopiynon tov Tracleer pe kokAoomopivn A avtevdsikvotor (PA. mapaypdeovg 4.3 kot 4.5).

H ovyyopnynon tov Tracleer pe yAiPevkdapion, proviovaloAn kot pipoumikivn dev cuvietdtot. [
MEPLOGOTEPEG AETTOUEPELES, avaTpEETE TNV TTOPdypopo 4.5.

H ovyyopnynon evic avactoréa tov CYP3A4 kot evdg avactoréa oo CYP2C9 pe 1o Tracleer mpémet
va aroeevyetal (BA. mopdypago 4.5).

45  Alremopaosig e GALO QUPUOKEVTIKG TPOIOVTO KOl GAAES POPPES aAANAETIOpOONG
To bosentan givai évag emaywyéag TV 160eviOLmY Tov Kutoypdpatog P450 (CYP), CYP2C9 ko

CYP3A4. Aedouévo, amd in Vitro uekéteg vrodekvoovy 611 Tpokalel emiong enaywyn tov CYP2C19.
YUVETMG, 01 GUYKEVIPDGELG GTO TAACUA TOV OVGLOV oL peTaforilovtal amd ta 1oévivpa avtd Oa



petwbovv e v ovyyopnynon tov Tracleer. Ilpémet va Anebei vwoyn N TOAVOTNTA TPOTOTOUEVNC
OTOTELECUATIKOTNTOG TOV QUPUUKEVTIKAOV TPOTovTV TTov petaforilovtat amod ta isoévivpa avtd. H
d0G0oA0Yi0 TV TPOIOVIMV OVTAOV UTOPEL VO (PEICTEL TPOGAPUOYT UETE 0md TNV Evapsn, TN LETAPOAN
™G 6000A0YIOG 1] TV OVAGTOAN TNG GLYYopnyovuevnG Bepaneiag pe Tracleer.

To bosentan petaforiletor amd ta CYP2C9 kot CYP3A4. H avoacstodn avt®v TV 600 160evi0UmY
umopel va avénoet tn cuykévipmaon Tov bosentan 6to TAdopa (PA. keTokovaloAn). H enidopaon twv
avaotorémv Tov CYP2C9 ot cvykévipwon Tov bosentan dev Exet peletndel. O cuvILAGUOC AVTOC
TPETEL VOL PN CLLOTOLEITAL LE TPOGOY].

Dlovkovaloin kou drrot avootoleic twv CYP2C9 kou CYP3A4: H cuyyopiynon pe eAovkovaloin, n
onoia avactéliel kupimg To CYP2CY, aAld o€ kKamoto Pabpod kot 1o CYP3 A4, pumopel va mpokoarécet
UeYOAN avénon ¢ ovuYKEVTPMOT|G Tov bosentan 6to TAdoua. O GUVIVAGUOG OVTOG dEV GUVIGTATOL.

I tov 1810 A0Y0, N cLYYOPIYNOT EVOS 16YXVPOV avactoAéa tov CYP3A4 (6nwg m.y. ketokovaloin,
rrpokovaloAn M prrovaPipn) Kot evog avactorén Tov CYP2C9 (6nwg m.y. fopikovaloin) pe 1o
Tracleer dev cuvictdrtot.

Kvrloomopivyy A: H cuyyopnynon Tracleer kot kvkAoomopivng A (avactoréag KaAotvevpivig)
avtevoeikvotol (PA. mapdypapo 4.3). Katd t cuyyopnynomn, ot apyikés EAUYIOTES GLYKEVIPADCEL TOV
bosentan ftav mepimov 30 popég VYNAGTEPES OO TIC CLYKEVIPMGELG TOV HETPONKAV PETA amd
yopnynon novo bosentan. Xt otabep| KATAGTACT], Ol GLYKEVIPAOGCELS bosentan 61o TAdoUa jTav 3
£0¢ 4 Popéc VYNAOTEPES OO TIG GVYKEVIPADOELS LETA Ot XOpNyNoT Hovo bosentan. O punyaviopog e
aAnAeniopoaong avtg gival To THAVOTEPO 1) AVOGTOAN TNG E1GOS0V, 010 HEGH TOV TPOTEIVOV
LETAQOPAG, TOL bosentan 6To NEaToKVTTOPA Ad TNV Kukhloomopivn. H cuykévipmon trng
KukAoomopivig A (éva vréotpopa tov CYP3A4) 610 aipa petwdnke kotd 50% mepimov. Avto
udAalov opeiretal oty enaywyn tov CYP3A4 amnd to bosentan.

Tacrolimus, sirolimus: H cuyyopnynon tacrolimus 7 sirolimus pe Tracleer dev éyel peketn0ei otov
avBpwmo, aAAd 1 cuyyopnynon tacrolimus 1 sirolimus pe Tracleer umopet vo 0dnynoetl o€ avénuéveg
GLYKEVTPMGELC TOV bosentan 610 TAGGHO, KOT  avaloyia Tng cuyXopyNong Ue kKukioomopivn A. H
ocvyyopnynon Tracleer pmopel vo EAATTOGEL TIC GLYKEVTIPMGELS TOV tacrolimus ko Tov sirolimus 6to
mAaopa. 't avtd to Adyo, n suyyopnynon Tracleer pe tacrolimus 1 sirolimus dev cuvietdratl. Ot
acBeveic mov ypeldalovtal aLTOVE TOVE GLVOLOCUOVG TPETEL VO TOPAKOAOVBOVVTOL OTEVE Y10
avemBounta copfapata mov oxetiCovron pe to Tracleer, kaBdg KOt Yo TIG GUYKEVIPDOGELS TOV
tacrolimus/sirolimus oto aipo.

Tfeviciouion: H cvyyopfiynon bosentan 125 mg 61g nuepnocing eni 5 nuépeg peiooe Tig
OUYKEVTPAGELS TNG YABeVKAapidNG (éva vrootpopa tov CYP3A4) oto nhdopa katd 40%, pe
evOEYOLLEV ONUAVTIKT HElmOT) TG VTOYAVKOUKNC Opdonc. Ot cuyKeEVIPOGELS TOL bosentan 6To

T doua peiodnkav eniong katd 29%. Emmpocheta, mapatnpndnke peyardtepn cuxvotnta adénong
TOV QUIVOTPOVEPEPASOV 6€ acbeveic vd Tavtoypovn Bepaneia. Toco N yYAPevkAauidn 6Go Kot To
bosentan avacsTtéALOLY TNV AVTMO OTEKKPIONG YOMKDY 0AAT®V, YEYOVHG TOL Uopel va eENynoeL TNV
avénomn tov apvoTpavePepacmv. O cuvOVAGIOG QVTOC OEV TTPETEL VO, XPTOLLOTTOLEITAL. AgV VITdpPYOVV
OloB€opla GTOLYELD AVOQOPIKA LE TN POPLOKEVTIKT OAANAETIOpOOT LUE TIG AALEG GOVAPOVLAOVPIES.

Pipoumixivy: H cuyyopriynon oe 9 vy dropa tov bosentan 125 mg 000 @opég v npépa yio

7 NUéPEG Ue pLoapmikivn, Tov eivat 1oyvpdc enaywyéag tov CYP2CI kat CYP3 A4, eldttooe TIg
OUYKEVIPAOGELG TAACHLOTOC TOL bosentan katd 58%, kot 1 eAdttwon avt éptace puéxpt kat 6to 90%
o€ éva dtopo. Katd cvvéneia, avapévetal onuavtiky EMatTmon g dpdong Tov bosentan otav
ocvyyopnyeitan pe prpoumikiv. H cvuyyopnynon prpapmixiving kot Tracleer dev cuvietdral. Agv
VIapyovv dedopéva yio dAhovg eraymyeic tov CYP3A4, 6mwg givor n kapPapalenivn, 1
eawvoPopPrTain, n eawvvtoivn kot to Botavo St. John’s, aAAG 1) TawTdYPOVI XOPNYNOT| TOVG
OVOLEVETOL VOL 00T YNGEL GE EAATTMON TNG GLOTNUATIKNG EkBgong oto bosentan. Agv pmopei v’
OTOKAEIOTEL KAIVIKA OTLOVTIKY EAATTMGCT TNG OMOTELECUOATIKOTITOG,

Lopinavir + Ritonavir (ka1 Aoirol evicyvuévor ue ritonavir avoaotoleic mpwteaons). H ouyyopinynon
bosentan 125 mg Vo popéc v nuépa kat lopinavir+ritonavir 400+100 mg 600 @opég tnv nuépa yio



9,5 nuépec o€ vyleic e0eAOVTES, gixe OC amOTELESUO aPYIKEG EAGYIOTEC GVYKEVTPMOOELG bosentan 6To
TAAG O 01 omoieg Ntav mepimov katd 48 opég peyarbtepeg amd exeiveg Tov petpridnkay Enstra amd
yopnynon uoévo bosentan. Tnv nuépa 9, o1 cLYKeEVTPMGEIS TOL bosentan 610 TAAGHA TAV TEPITOL 5
@opEG LYMAGTEPEG O’ O,TL e To bosentan yopnyobevo povo tov. H avactoln g 16000V HECH TV
TPOTEIVOV LETAPOPAS ot NratokvTapa Kol Tov CYP3A4 and m pirovaPipn, n onoio peldvel pe
aVTOV TOV TPOTO TNV ATOLAKPVVGT TOL bosentan, givatl To TOAVOTEPO OTL TPOKUAEL ATV TNV
arlnenidpaor. Otav yopnyeitar tavtdypova pe lopinavirtritonavir 1| GAAOVS EVIGYLHEVOUG LLE
ritonavir avacToAElC TPOTEASNC, 1) Avoyn Tov acbevn oto Tracleer Oa mpémetl va mapakorovOeital.

Metd and cuyyopnynon pe bosentan yua 9,5 nuépeg, n ékBeom tov TAdouatog o lopinavir kot
ritonavir petddnke og KAvikd pn onpovtiko Paduo (katd nepimov 14% ko 17%, avrtictoya).
Evtovtoig, umopei va unv giye emtevydei minpng exaymyn amd to bosentan kot o€ pwopel vo
OTOKAEIOTEL TEPAUTEP® UEIMON TOV OVOTTOAEWDV TPAOTEACTG. ZVVIGTATOL 1) KATOAANAT
napaxorovOnom e HIV Bepaneioc. ITapdpoteg emdpdaoelc Ba mpémet va avapévovtot pe dAlovg
EVIOYLLEVOLG LE prTovaPipn avaotoieic mpwtedons (PA. mapdypapo 4.4).

AMor avaipetpoiroi wapayovieg: Ag pmopodv va Yivouv e181K€g GVGTAGELS OGOV APOPE TOVG AAAOVG
S100EG1L0VG AVTIPETPOTKOVS TOPAYOVTES, AOYM TNG EAAEIYTG oTolyElwV. EEautiog Tng onUavTIKNG
NTATOTOEIKOTNTOG TOL nevirapine mov o propovoe va tpoctedel oty NIoTIKN TOEIKOTNTO TOV
bosentan, awTdc 0 GLVILAGUOG O GLVICTATOL.

Opuovikd avtioviinmuxa: H cuyyopfiynon tov bosentan 125 mg 600 @opég tnv nuépa yia 7 nuépeg pe
pio povo 866M AvTIGLAANTTIKOD TOL YopNYEiTaL 0O GTONATOC Kot TEPLEYEL vopebiotepovn 1 mg +
ebuvoroioTpadioin 35 meg, odnynoe oe erdrtmon tng AUC g vopebiotepovng Kat g
eBuvvloiotpadioing katd 14% kot 31% avtictorya. Opwmc, n ehdttwon oty ékbeon avnibe ce 56%
ka1 66% ovtictoyo og pepovouéva dropa. '’ avtd to Adyo, HOVE TOVE TO OVTIGVAANTTIKA TOV £Y0VV
Béon tic oppodveg, ave&opttmg g 0600 yopnyNons (dNA. and GTOUATOG, EVESIUA, OOOEPUIKA 1|
gpputevdueva) dev Bempotvian aomioteg péBodot avticOAAM YN (BA. Tapaypdeovg 4.4 kot 4.6).

Bopgopivy: H cuyyopiynon bosentan 500 mg di¢ nuepnoimg enti 6 nuépeg 00NyNoe ce Peimon Tov
GUYKEVTIPMGE®V GTO TAAGO TOGO NG S-Pappapivng (éva vrdotpope tov CYP2C9), 660 kat g R-
Bappapivng (éva vrdotpopa tov CYP3A4) katd 29% kot 38% avrtiotoya. H kiwvikr| epmeipio amd
ocvyyopnynon bosentan pe Papeoapivn o acbeveig pe ITAY dgv 001ynoe o€ KMVIKG GNUAVTIKES
petaforég tov Aoyov INR 1) tng d6ong g Pappapivng (apyikég TYEG EVOAVTL TOV TILAV KOTA TO TELOG
TOV KMVIKGOV peretdv). Emmpocheta, n cuyvotnta tpononoinong g d6ong g Papeapivig Katd tv
S1apKeEL TOV KAWVIKOV HEAET®V, AOY® petafoidv oto INR 1 Adyw avemBountov coppapdtov, ntav
Tapopole LETaEL TV acbevav vo Bepaneio e bosentan kot ekeivov Tov ELafav E1KOVIKO PAPUAKO.
Agv anarteitan Socoroyikr| pOhBuon g Papeopivig Kot ToPOUOIOV AVTITNKTIKOV TOPAYOVI®V Ao
oTOHOTOG KOTA TNV Evapén yoprynong Tov bosentan, GuVIGTATOL OLLMG EVIOTIKN TAPOKOAOVONGT TOV
INR, Waitepa katd v mepiodo Evapéng Kot Kot TNV Tepiodo avénong g 66omng.

2yPaorotivyy: H cuyyopiynomn tov bosentan 125 mg 61¢ nuepnoing eni 5 nuépeg 0dnynoe o peioon
TOV GLYKEVIPDOGEWDY GTO TAdoUa TG opactativig (éva vrdéstpopo tov CYP3A4), kabdc kot tov
gvepyoL B-vdpo&uoééoc petaforitn g katd 34% kot 46%, avtictorya. Ol GLYKEVTIPMGEIS GTO
mAdoua tov bosentan dev ennpedotniay amod T cuyyopnynon cwpactativng. [pénet va e&etaotel To
eVOEYOLEVO TTOPAKOAOVONONG TOV EMTESWOV TNG YOANGTEPOANG, KOl EVOEXOUEVNG TPOCAPLOYNG TNG
docoroyiag.

Ketoxovaloin: H cuyyopfynon tov bosentan 62,5 mg d1¢ nuepnoing ent 6 nuépeg, pe ketokovaloan,
oyvpd avactorén Tov CYP3 A4, odnynoe oyeddv o€ SITAOCIAGIO T®V GUYKEVIPMGEMY TOV bosentan
070 TAGopa. Agv Bewpeitol amapaitntn 1 Tposapproy” g docoroyiog tov Tracleer. [Tapdro mov dev
damotmOnkov og peAETES in VIVO, avouévovTotl Tapopoteg avéNoelg 0TI CLUYKEVTPOGELG TOL bosentan
0T0 TAAGE, [LE TOVS GALOVG 1oyVPoUE avactoAreig Tov CYP3A4 (6nmg 1 ttpakovaloAn M
prtovaBipn). Qotdco, 6tav cvvdvaletar pe avaotoréa CYP3A4, o1 acbeveig pe petopévo
petaporioud Tov CYP2C9 datpéyovv kivouvo ahENoTGg TV CLYKEVTIPMGE®V TOL bosentan 6To
TAAGLOL TOV PTtopel vor Exouv PeyalbTept) viaot), 0dNymVToS £T61 6€ dSuvNTIKG emiPAafr| avemiBounta
cuupdpoata.



Eronpootevoin.: Ta mepropiopéva ototyeio mov eAnedncay and uio perét (AC-052-356,
[BREATHE-3]) xatd. tv omoia 10 mtoudiatpikoi acbeveic Elafav cuvévacpd bosentan kot
EMOMPOCTEVOANG, £d€1EAV OTL, LETE 0O YOP1YNON TOGO LOVIPOV OGO Kol TOAAATADY dOCEMV, Ol TILEG
Cmax kot AUC 10v bosentan ftav mopdpoleg 6tovg acbeveig mov Edafav 1 dev Erafav cuveyn Eyyvon
emonpoctevoAng (BA. Tapdypapo 5.1).

2ZiAdevapiln: H ouyyopiynon tov bosentan 125 mg 600 gopéc tnv nuépa (otabepn KatdoTaon) Ue
o\devapiln 80 mg tpeic eopéc v Nuépa (otabepn Katdotacn) eni 6 NUEPEC o€ VYElg e0eAoVTEG
odynoe og ehdrtwon s AUC g oikdevapiing katd 63% kot oe avénon g AUC tov bosentan
Katd 50%. XvvioTdTon TPOGOYN OTIG TEPUTTMGELS GLYYXOPNYNONS.

Tadorapiln: To bosentan (125 mg 300 @opéc ™V MUEPR) EAATTMOVEL T1 GLOTNUOTIKY §kBeon ™G
tadoraeiing (40 mg pio @opd v nuépa) Kot 42% Kot TV Chax Kotd 27% peTd Tn cuyyoprynon
nolanAdv do6cewv. H Tadarapiin dev ennpéaoce v ékBeon (AUC kot Chrax) TOL bosentan 1 tov
peTaforT®V TOv.

Awyolivy: H cuyyopnynon bosentan 500 mg 500 @opéc tnv nuépa entl 7 nuépeg pe oryo&ivn peiooe v
AUC, ™ Cpax kot T Chin ¢ S1yo&ivng xatd 12%, 9% kot 23% avtictoyya. O unyavicpuog g
aAAnAemidopaong aLTHG Umopel va givon 1 enaywyn P-yAvkonpoteivov. H aAinienidpaon avtn
TOAVOTOTA OV £YEL KALVIKT ONUOGIaL.

Hodratpikds TANBLo O
Meléteg aAdniemdploemy £xovv TpaypoTonon el LOvo o EVAAIKEC.

4.6 Tovipétnra, kKON KOt yarovyio

Kvnon

Meléteg oe {da katédel&ov avamapayyikn ToEKoTnTo (TepaToyeveTIKOTTA, EUPpLOoTOSIKOTNTA,
PAéme mapdypao 5.3). Aev vdpyouvv a&lOTIGTO GTOLKELD OYETIKA UE TN Xprion Tov Tracleer oTig
€yKvovg yovaikeg. O mBoavog kivouvog yia toug avBpmmovg eEakorovbel va mapapével dyvootog, To
Tracleer avtevdeikvutat oty konon (BA. mapdypapo 4.3).

Tvvaikec pue duvatdTNTo TEKVOTOINGONC

Ipwv v évapén Bepaneiag pe Tracleer og yovaikeg pe dvvatdtnta tekvomoinong, Bo mpémet va
elEyyeTon OTL 1 yuvaika dev givatl £YKVog, Vo TPOSOEPOVTOL KATAAANAEG CULPBOVAES AVaPOPIKE, [Le
a&omoteg LeBOO0VE aVTICLAANYNC Kal va Eekivd 1 ypnor a&ldmioTne pebddov avticvAANyNC. Toé6co
o1 aoBeveig 660 Kot 6601 divovv GUVTUYN TPETEL VO, YVOPILovy 0TL, AOY® SLVITIKGOV
(QOPLOKOKIVITIKOV 0AANAETIOpacewV, To Tracleer evogyetal v KATAGTHGEL AVOTOTEAEGLOTIKA TOL
OPHOVIKE ovTICVAANTTTIKG (BA. TapAypa@o 4.5). ZVVERMOC, 01 YOVAIKES [Le dSUVATOTNTA TEKVOTTOINGNG
OgV TPETEL VO, YPTCLULOTOIOVY OPUOVIKA OVTIGVAANTTIKA (GUUTEPIAAUPUVOUEVOV TOV HOPPDV TOV
YOPNYOUVTOL OO GTOUATOG, TV EVEGILWOV, TOV SIOEPUIKDOV 1| TOV ELPVTEVCIUOV LOPPDV) G
povadikn HEBodo avticOAANYNMG, GAAA TPETEL VO, XPNCUYLOTOLOVV KATOLH TPOGHETN 1| EVOALUKTIKTY
a&omotn pnEBodo avTIcOAANYNG. X TepinTmon TuYOV ap@EBoAing ™G TPOG TIG CLUPOVAES TIC GYETIKEG
LE TNV aVTIGVAAN YT oV Oa TPETEL VAL TPOCPEPOVTOL GE UI0L GVYKEKPLUEVT acBevn, GuVIeTATOL
EMIOKEYT GE YUVAIKOAOYO0. AOY® TNG SLVATOTNTOG ATOTVYING TNG OPUOVIKNG OVTICOAANYNG KOTA TN
Oepaneio pe Tracleer kot Aapfdvovrtag exiong VIOYN TOV KIVOLVO OTL 1) TVEVLLOVIKY VITEPTOCT)
EMOEWVOVETOL GOPapd KaTA TNV EYKLUOGVVT, Katd T Oepaneia pe Tracleer, cuvictdtol 1 ekTédeon
doKyaciog Kuoews Kabe pnva MOTE Vo EMTPEMETAL 1] £YKOLPT] AVIXVELOT] EYKLLOGHVIG.

Oniaoudg

Agv glval yvootd Katd toécov To bosentan amekkpiveTol 6To UNTPKO YaAo Tov ONAacov. Agv
ocvviotdrol o Onhaoudc katd t Oepaneia pe Tracleer.

10



Tovipdtra

Meléteg oe {ha £de1&av emdpaoelg otoug Opyels (PA. mapdypao 5.3). e peAétn Tov EpeHvICE TIg
emdpacelc tov bosentan otn Aertovpyio TV dpyewv oe avrpeg acbeveig pe ITAY, 8 and tovg 24
000eVvelc ELEAVIGOV PEWUEVT] CLYKEVTPOOT CTTEPUOTOS GUYKPLTIKA e TNV Evapén Katd 42%
TovAdIoTOV VaTEPa amd 3 M 6 pveg Oepaneiog pe bosentan. Me Bdom ovTd To, OPAUOTA KoL
TPOKAIVIKA 0ed0UEVa, OEV UTOPEL VoL ATOKAEIGTEL TO £vdEXOEVO OTL TO bosentan £xet emPrapn
EMOPUOT OTN| CTEPLOUTOYEVEST] TOV OVTPMOV. ZTO 0yOPLO, OEV UTOPEL VO ATOKAEICTEL 1) LOKPOYPOVINL
eMinT®ON 0TN YOVIUOTNTO HET 0o Oepameia e bosentan.

4.7 Emopacelg 6TV IKOVOTITO 001]YN61S KUl XEIPIGHOD PNy OVILATOV

Agv mpaypoatomoOniay edkég peAéteg yo va a&lohoyn0el nf dueon enidopaocn tov Tracleer oty
KOVOTNTO 001 YNONG KOt XEPICUOV pnyavnuatov. Qotdco, to Tracleer pnopei va mpokarécet
vdTao™, e copmTapaTe (AANG, Bapumng OpUcoNC 1| CLYKOTNG, 1| OTtoiol LTOPEL VO EMNPEAGEL TNV
TKOVOTNTO 001 YNOTNG 1 YEPICUOD PUNYOVILATOV.

4.8 AvemOovunteg evépyeleg

2€ 20 eleyyOUEVEC UE EIKOVIKO QAPUOKO UEAETEG, TTOV TPUYLOTOTOMONKOV 68 S16pOpPES OepamenTIKEG
gvoei&elg, cuvolika 2.486 acbeveic vofAnOnkav oe Oepaneio pe bosentan ce nuePNolEg SOGELG TOL
Kopaivovtay omd 100 mg éog 2000 mg eved 1.838 acbeveig AdpPovay eikovikd edappoko. H péon
dupketla Bepamneiog nTav 45 gfdopdadec. Opiotnray ot avemBOUNTEG EVEPYEIEG G GLUPAVTO TTOV
eppaviotnkoy oto 1% tovddyiotov TV achevav mov AduPavay bosentan kot 6 cuyvoTTO
TovAdyiotov 0,5% peyoddtepn amd TV TOL EIKOVIKOD @apudikov. Ot o cuyvég avemBounteg
gvépyeleg etvat movoképarog (11,5%), oidnua / katakpdtnon vypodv (13,2%), un pucioloyucég
doxacieg nratikng Aettovpyiog (10,9%) kot peiwon avopiog / cposeaipivig (9,9%).

H Oeponeio pe bosentan cuoyetiomke e 6060e£aPTOUEVES VENGELG TOV AUIVOTPOUVOPEPUCDY TOV
NTOTOG KOl LEIDGELG OTN GLYKEVIPWOT apocailpivig (BA. mapdypapo 4.4).

Ot avemBOunteg evépyeteg Tov mapatnpnnkay oe 20 eEleyyOUEVES [LE EIKOVIKO PAPLOKO UEAETEG [UE
70 bosentan Kot KOT@ TNV EUMELPIQ, LETA TNV KVKAOPOPID GTNV ayOpd TAEIVOLOVVTOL OVAAOYQ LE TN
oLYVOTNTA TOVG YPTCILOTOLDVTOS TNV aKkOAOVON Tapadoyn: ToAD cvyvig (= 1/10), cuyvég (>1/100 £mg
< 1/10), 6y ovyvég (=21/1.000 émg < 1/100), ondvieg (21/10.000 éwc < 1/1.000), ToAd ondvieg (<
1/10.000), un yvootég (dev pumopodv va ektiunBovv pe Baon to dtbéciio dedopéva).

Evtog ka0 katnyopiog cuyvotnTog eLedviong, ot avembounteg evépyeleg mapatifevrot Kotd
eBivovca celpd coPapdtnrag. Asv TopaTnPRONKOY KAIVIKG GYETIKEG OLUPOPEG GE OVETIOVUNTES
evépyeleg HETAED TOL GUVOAOV JESOUEVAOV KO TV EYKEKPIUEVMV EVIEIEE®V.

Kotnyopia / opyoviké cootnua | Xvyvéotnto AvemOountn Evépyswo
Awotapoy€g TOV OUOTOMTIKOV Kot | ZVuyvEG Avapda, peioon apoceoipivng
AELLPIKOV GLGTNLOTOG (BA. mapdypago 4.4)

Mn yvootég Avoio 1) petmoetg

OLLOGPOIPIVIG TTOV ATALTOVY
petayyon epubpav

oocotpiov’
Oyt ouyvég OpopPonevia’
Oyt ovuyvég Ovdetepomevio, Aevkomevia'
Awtapoyég avoGomomTiKov Xoyvég AvTtidpacelg vrepevaicinoiog
GUOTNOTOG (6mwg deppoTitidn, KVNoHOg Kot
eEGvOn )
YTavieg Avaevro&io kaum
oyyslooidnpua’
Alotapoyég ToU VEVPIKOD IToAb cuyvég Kepoalyia®
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GUOTNLOTOG YoyvEC Yvykomn?
OpBaipkég dratapoyég Mn yvootég Oapmi dpaon”
Kopdiakég datapoyés Suyvég AicOnpo moudv:
Ayyelokég Satapayég Xuyvég ‘E€aym
Xoyvég Yrotoon®™*
Awrtapoyés TOV AVATVEVGTIKOV 2oyveg Pwiki suppdpnon’”
GUOTNHOTOC, TOV BOPOK Kl TOV
uecofwpdxion
Awrtapoyég TOV YOOTPEVTEPIKOD Xoyvég lactpooicopayikn
moAvdpounon
Aldppota
Awotapoyég ToV NIOTOC KAl TV IToA0 cvyvég Mn @LGLOAOYIKEG SOKIUOGIES
YOANPOP®V nnatikng Aettovpyiog (PA.
Tapdypago 4.4)
Oy ovyvég AvENoELg apIvOTPaVePEPAONS
oyeTiOUEVES Pe NTaTiTdn
(ovumeptiapfovopévng
evogyOLEVNC EMIOEIVOONG
VTOKEIUEVN G NITATITIONG) KoM
iktepo’ (BA. mapdypago 4.4)
Zrdvieg Kippwon fimatog, nmotikn
OVETOPKELY
Al0TopayéG TOL SEPHOTOC KoL TOV | ZVYVEC EpvOnua
VTOJOPIOV 16TOV
Ievikég dratapayéc kat IToA0 cvyvég Oidnuo, KaTakpdTnon vypoV’
KOTOGTACELS TNG 0000 YOPNYNGNG

1 To 3edopéva mpoépxovTar omd TV epmetpior LETA TV KVKAOQOPIt GTNV 0yopd, 01 GLXVOTITES PUGILOVTON O GTUTIOTIKG
LOVTEAO BEGOUEVAOV OO EAEYYOUEVES LE EIKOVIKO PAPLOKO LEAETEC.
2 Avuidpéoeig viepevatonoiog avagéptnkay 610 9,9% tmv acbevdv Tov Adupavay bosentan kot 610 9,1% TV achevhv
OV AMAUPOVaY EIKOVIKO POPLOKO.
3 Keparahyio avaeépdnke oto 11,5% tav asbevdv mov AduPovay bosentan kot 610 9,8% tmv acbevdv Tov Adupavoy
EIKOVIKO PAppOKO.

Avtoi ot THToL AVTISPACE®V UTOPOVV ETIONG VO GUGYETIGTOVV LE TNV VELOTANEVT VOGO.
® Oidnpa ¥ katokpdon vYphY avapépdnke oto 13,2% tov achevav mov AduPavav bosentan kot to 10,9% TV achevdv
OV AAUPOVOY EIKOVIKO PAPLLOIKO.

Kotd v mepiodo HeTd TNV KUKAOQOPIO GTNV ayopd avapéPONKOY OTAVIEG TEPITTMGELS OVEENYNTNG
NTATIKNG Kippwong petd and mtopoatetapuévn Oepaneia pe Tracleer oe aoBeveic pe moAlamAég
GLVVOCTPOTNTEG Kot Depomeieg Le PapUaKEVTIKG TPOTOVTA. YTPEAV EMIONG OTAVIEG AVAPOPES
NTATIKNG OVETAPKELNS. AVTEC Ol TEPITTMOGELS EVIGYVOVV TN CNUACIA TN VGTNPNG THPNONG TOV
UNVI0iOL YpOVOSLoyPAUUATOS Y10 TOPAKOAOVON G TG NIATIKNAG AELTOVPYiog 0T SIEPKELD TNG
Oepaneiog pe Tracleer (BA. mapdypago 4.4).

TToudrazpucdc TAnOvopde

Mpu eleyyoueves khivikég ueléreg oe maidiatpikois aobeveic

To mpoPik acPAAEING OTNV TPDTN UN EAEYYOUEVT] LEAETT] Y10, TOOIATPIKOVS aoBeveic Tov
TpoypatoromOnke e To emkaAVpUpEVO e Aemto vuévio diokio (BREATHE-3: n = 19, idpueon niwio
10 etV [gVpog 3-15 etdv], avoryythg emonpavong bosentan 2 mg/kg dvo popég nuepnoing, didpkela
Oepameiog 12 efdouddec) NToV TOPOUOLO E AVTO TOL TAPATNPNONKE OTIC TAOTIKEG LEAETEG OF
evikeg acBeveic pe ITAY. Ztnv BREATHE-3, o1 cuyvotepeg avemBounteg evépyeieg nrav €&oym
(21%), keparadylo Kot U1 LGLOAOYIKES doKILAGiEC NTaTIKNG Agttovpyiag (éxaotn 16%).

SVYKEVIPOTIKT OVAALGOT) UT] EAEYYOUEVOV TOOLUTPIKAOV HEAETMOV OV TTpayoTonomOnkay oty [TAY
e bosentan 32 mg daonepodpevo dokio (FUTURE 1/2, FUTURE 3/Enéktacn) copnepiérofe
ovuvoAlka 100 moudid mov Adupavay bosentan 2 mg/kg 300 popéc nuepnoiong (n = 33), 2 mg/kg tpeig

eopéc nuepnoing (n =31) N 4 mg/kg dvo popég nuepncing (n = 36). Katd v eyypapn otn pnerém,
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€€ acBeveig Nrov peto&y 3 unvav kot 1 étovg, 15 mwodid nrov peta&v 1 kot Aryodtepo amod 2 eTmv Kot
79 oy petaéo 2 kot 12 etov. H didueon didpketa Oepaneiog rav 71,8 efdouddeg (evpog 0,4—258
ePOOUAdEC).

To mpopil acEAAELNG GE VTNV T GUYKEVIPOTIKY OVAALGT LN EAEYYOUEVAOV TOOATPIKAOV LEAETMV
NTav 6010 LE EKEIVO TOV TapatnphONKe OTIG TIAOTIKEG dOoKIUEG oE eviAkeg acbeveic pe [TAY, pe
e€aipeon T AOUMEELG, TOV AVaPEPOVTAY GLYVOTEPA O’ 0,TL 6TOVG EVIALKES (69,0% évavtt 41,3%).
Avti 1 dloQopd 6T CLYVOTNTA TOV AOIUMEEMY UTOPEL VOL OPEILETOL EV LEPEL OTN LEYOADTEPN
dupkela ¢ péomng ékbeong ot Oepaneio otov ToudtoTpikod mAnbvoud (didueon ddpketo 71,8
ePdopadeg) ocuykplrikd pe Tov TAnfououd tov evniikov (néon dbpkea 17,4 gfdopddec). Or mo
GLYVEG AVEMBVUNTES EVEPYELES NTAV OL AOIUADEELS TNG AVADTEPNG OVATTVELGTIKNG 000V (25%), 1
vevpovikY| (aptnplakn) véptaon (20%), n pvogapuyyitda (17%), n mopetia (15%), o Euetog
(13%), n Bpoyyitda (10%), To ko1haKd dryog (10%) ko n ddppota (10%). Agv vanpye GYeTIKN
SPOPA OTIC GLYVOTNTESG TOV OVETIOOUNT®V EVEPYELDY HETOED 00BEVAOV NAIKING (Ve Kol KATO TV 2
€TV, ®0TOC0 To gVpnua avtd Paciletor povo oe 21 Tandid nAkiog KAt TOV 2 €TOV,
ocvopmeptropfavopévev 6 acbevaov nlikiog and 3 unvav Eog 1 €tove. AvemBounteg evépyeleg mov
oyetilovton pe avopaiieg Tov NroTog kot avorptio/peioon apoceapivng ekdniadnkoy oto 9% Kot
5% tov acBevov, avticTotyo.

2g [0 TUYOOTTONUEVT] EAEYYOHEVT LLE EIKOVIKO PAPUOKO HEAETT, TOVL TTpayatonomOnke o acOevelg
ue EITYN (FUTURE-4), cuvolikd 13 veoyvd éhafov daomeipouevo diokio bosentan og 66om 2 mg/kg
d00 popéc nuepnoing (8 acbeveic Aappavay ewovikd eapuako). H péon didpxeia Oepaneiag pe
bosentan kot £KovViKO Pappoko fTay ovtictowya 4,5 nuépeg (€vpog 0,5-10,0 nuépec) kot 4,0 nuépeg
(evpog 2,5-6,5 nuépec). Ot mo cuyvég avembBopnteg evépyeteg otovg acbeveic mov Adupavay bosentan
KOl EIKOVIKO QAPLOKO, aVTIoTOLO, NTaV avalpio 1 peiwon g apooearpivig (7 kot 2 acbeveic),
vevikevpévo oidonpa (3 kot 0 acBeveig) kot éuetog (2 kot 0 acbeveig).

Epyaotnplakéc dwatapayic

Mpn pooroloyikés doxiuaoies NIATIKHG A&1TovPYIag

210 TAAIC10 TOV KAVIKOD TTPOYPALUATOC, YEVIKA ELQAVIGTNKOY 00G0EEAPTOUEVES QVENCELS OTIG
QULVOTPOVOPEPACEG NITATOG LEGT OTIC TPMTES 26 PdoNadeg Oepameing, avamtouyOnkay cuviwg
OTUOLOKA KoL )TOV KUPI®mG AGVUTTOUATIKES. MeTd TV KuKAo@opia TOV apudiov, VIPEAY GTTAVIEG
avVaPOPES KipPMONG TOV NATOC KAl NTOTIKNG OVETAPKELOG,

O unyoviopds avtc e avemBoung evépyelag ivat dyvwotog. Avti 1 avénon tov
OULVOTPAVOPEPACHOV UTOPEL VO avaoTpapel avBopunta evocm cuveyiletal ) Oepameia e 06Ge1g
ouvnpnong tov Tracleer N petd amd peiwon g docoroyiog, evoEyetal OLLMG VA XPECTEL TPOCOPIV
daxomnn 1| 0ploTikdc TEpHATIoNOC TG Bepameiog (BA. Tapdypapo 4.4).

211 20 olokAnpouéveg eAeYXOUEVEG HE EKOVIKO QPAPLOKO HEAETEG, TapotnpnOnke avénon twv
nratik®v apvotpavepepacmv = 3 x ULN oto 11,2% tev acBevdv mov élafav bosentan e cvykpion
pe 2,4% tov achevav mov Ehafav eucovikd eappaxo. [apatnpndnkav avénoeig éog > 8 x ULN oto
3,6% tov acBevdv mov AduPavav bosentan kai oto 0,4% TtV acBevov mov AdpPovov gikovikod
eappoko. Ot 0LENCELS TOV AUIVOTPAVEPEPACHY OYETIOTNKAV HE avénuévn xolepuBpivn (=2 x ULN)
YOPIg amodeKTIKA aTotyeln amdPpaing TV xoAneopwv oto 0,2% (5 acbeveig) pe to bosentan katl oto
0,3% (6 acbeveic) pe 10 €1KOVIKO PAPUAKO.

2 ovykevipotiky avaivon 100 modiov pe [TAY and Tig pn eAeyyOUeEVEG TOOATPIKES LEAETEG
FUTURE 1/2 xon FUTURE 3/Enéxtacn, mopoatnphinke avénon tov apivoTpavepepUcOv Nratog > 3
x ULN o710 2% 100V 060gv@v.

> perétn FUTURE-4 mov cvunepiédafe 13 veoyvd pe EITYN mov AdpPovay bosentan 2 mg/kg 600
Qopég muepnoing vy Aryotepo amd 10 muépsg (evpog 0,5-10,0 muépeg), dev eueavioTnkay
TEPLOTATIKG UE apvotpavopepdoes Nmotog > 3 x ULN ot ddpkeln g Oepomeing, ©o1060
eueaviotnke éva meptotatikd nratitidog 3 nuépeg Letd to Téhog g Bepaneiag e bosentan.
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Awoopaipivy

2TIG EAEYYOLEVEG LE EIKOVIKO PAPLOKO LEAETEG GE EVIMKEG, LEIMOT TN GVYKEVTPMONG TNG
alpocpapivng £mg ko amd 10 g/dl cuykpitikd pe tig apyikég Tiuéc avapépdnke oto 8,0% tov
acBevav mov AapPavov bosentan kot 6to 3,9% TV acbevav Tov Adpupavoy eucovikd eapuako (PA.
Tapdypoeo 4.4).

2 ovyKkevTpoTiky] avaivon 100 todiov pe [TAY and tig pn eAeyyOUeEVEG TOdATPIKES LEAETEG
FUTURE 1/2 xou FUTURE 3/Enéxtaon, peimon g cuYKEVIP®ONG OUOGPAPIVIG CUYKPITIKA [E TIG
apyikeEg TéC £mg ko kato and 10 g/dl avaeépbnke oto 10,0% tov acbevadv. Aev vafpée kopio
ueiwomn o€ tipn kot amd 8 g/dl.

> peiétn FUTURE-4, 6 and 13 veoyvd pe EITYN mov Adupavav bosentan epodvicav peimon g
OOG@OPIvNG Ao TN EVTOC TOV E0POVG AVAPOPAS KOTE TNV EvapEn G€ T KAT® amd TO KUTOTEPO
OP10 TOV PLGIOAOYIKOV OTr dLdpkel Tng Oepameiag.

Avopopd mBavoloyovuevev avemfountov evepyeldv

H avagopd mibavoroyoduevoy avembOunTtmv evepyelmy PETH amd T yopnynon aoslog kukiopopiag
TOV QUPUAKELTIKOD TPOIOVTOG etvar onpavtiky. Emitpénet n cuveyn mapakorovnon g oxéong
0PEAOVG-KIVOHVOL TOV QUPUAKEVTIKOD TPOIOVTOG. ZNTEITOL atd TOVG EMAYYEAUATIEC VYELQG VL
avaPEPOVY OTTOLEGONTOTE TOOVOAOYODUEVES OVETIOVUNTEG EVEPYELEG LECH TOL EOVIKOD GLGTILATOG
ovopopdg tov avaypdeetor oto [Hopdptmua V.

49 Ymnepdoooloyia

To bosentan yopnynbnke ce pepovouéveg 06celg wg kat ta 2.400 mg o€ vyu] ATo KOl GE dOGELS MG
Kot To 2.000 mg/Mmuépa ent 2 unveg og acsbeveic pe dGAAN voco, TAnv Tng aptnplokng vaéptaong. H mo
ovyvn avemlfOUN T avtidpacn NTov KeQoAodyio eAAPPAC £0C LETPLUG EVTOOTG.

YrepPoikd peydieg 00GELG EVOEYETAL VO OOTIYIGOLY GE £VTOVT VITOTACT], Y10 TIV OVTILETMTION TNG
omoiog amatteital vepyn kapdlayyelokn vrootHpEn. Metd v kukAoeopio TOL QUPUAKOV, VINPEE
pio mepintwon vrepdocoAoyiag, oTnv omoia Evag dppevag pnpoc acbevic édape 10.000 mg Tracleer.
Eiye copntopato vavtiog, epétov, vwotaong, LaAng, epidpwong kot Bourng Opaonc. Avévnye
EVIEADG €VTOC 24 pdV, L vTooTnpEn ¢ Tieong Tov aipatog. Enueiomon: to bosentan dgv
OTOUOKPOVETOL LECH TNG OLOKEOapoTG.

5. DOAPMAKOAOTI'IKEX IAIOTHTEX
51 ®@oppokodovopikEs 1010TNTEG

Ddoppokobepanevtikn katnyopio: dAla aviwneptacikd, kowdkos ATC: CO2KX01

Mnyoviopnoc dpdonc

To bosentan givai évag SImAOG avToy®vioTic vTodoyéwy evoodniivng (dual endothelin receptor
antagonist — ERA) pe ynuikn cuyyévela yio apeotepong Toug bodoyeis tng evdodniiving A ko B
(ETa kot ETg). To bosentan peidVEL TOGO TIG TVEVUOVIKEG OGO KO TIG GVOTNIOTIKEG OYYELOKES
OVTIOTAGELG, 0ONYDVTOG G€ AVENUEVT] KOPOLUKT TALpoyN, XOPIg avENon TG KapdloKig GuYVOTNTIGC.

H vevpoopudvn gvdobnrivi-1 (ET-1) anotelel pia oo Tig 1oY0POTEPES YVOGTESG Oy YEIOGVOTOGTIKES
0VGiEG KO UITOPEL EMIONG VO TPOAYEL TNV VMGT), TOV TOAAATAAGLOCUO TOV KLTTAP®V, TNV KOPILKN
VIEPTPOPIO KL TNV aVASIAUOPPMOT|, EVD £XEL TPO-PAEYUOVAOIN dpdior. Ot EMOPAGEIC OVTEC
gndyovtal p€cw g obvoeong ¢ evoodnAivng pe tovg vrodoyeic ETa kat ETg mov Ppickovtat 610
€vO00MAL0 Kot 6T0 KOTTOPA TOV AElV PudV TV ayyeiov. Ot cvykevipmoelg e ET-1 otoug 16100¢
K0l 6TO TAAGUO ALEAVOVTOL GE TOAAEG KOPOIOYYELOKEG SATAPOYES KOl VOGOLS TOV GUVOETIKOD 16TOD,
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ovumepriapPavopévne g ITAY, Tov okAnpodépratoc, TG o&elog Kot TG yPOVING KOPILOKNG
OVETAPKELOC, TNG LOYOLUIOG TOV HVOKAPSIOV, TS GUGTNUATIKNG VIEPTACTC KoL TNG

apTNPLOGKAT pLVOTG, TPAYUa ToL VTodniavel 6T 1 ET-1 mailel maboydvo poro oe avTég TIC
acBéveleg. Le mepimtdoelc [TAY kot Koapdlokng aveETAPKELNS, KOl OTOVGI0 OVIOY®VICUOD TV
VrodoyEwv g evoodniivng, ot avénuéveg ocvykevipwoelg g ET-1 cvoyetiovtal ioyvpdg pe
Bapdtnra Kot TNV TPOYVMOOT| QLTAV TMV VOGOV,

To bosentan avtaywviletal tn obvdeon g ET-1 kot dAiov tentidiov ET og appdtepovg vrodoyeic
ETa xat ETg, pe ehagpdg peyordtepn ovyyévela yia tovg vrodoyeic ETa (K = 4,1-43 nanomolar)
napd yio tovg vrodoyeic ETg (Ki = 38—730 nanomolar). To bosentan avtaymviletot 181k TOVG
vrodoyeic ET ko dev deopevel GAAovE vTodoyels.

ATOTEAEOLOTIKOTNTO

ZwiKa. Lovtélo,

e {o1Kd LOVTELD TVEVUOVIKNG VITEPTACT|S, 1] POV OO GTOUNTOC YOpNyNon bosentan peimoe Tig
TIVEVLOVIKEG AYYELOKEG AVTIOTACELS KOl OVEGTPEYE TNV TVEVLOVIKT] OLYYELOKT] DLEPTPOPIO KOt TV
vrepTpoPio TG 0e&1dg Kothag. e éva {mikd LOVTELO TVEVUOVIKNG tveonc, To bosentan peimoe tnv
evamdBeon KoAaydVoL GTOVG TVEDLLOVEG.

AmotelecuotikotyTo o€ EVRAIKES 0GOEVEIS e TVEDUOVIKT OPTHPIOKY DTEPTACH

ADO TUYOOTIOMNUEVES, OITAN TUQAEG TOAVKEVTPIKES EAEYYOUEVES LLE EIKOVIKO PAPLOKO PEAETEG EYOLV
Sre€oybei oe 32 (uerétn AC-052-351) ko 213 (uerétn AC-052-352 [BREATHE-1]) eviilikeg
acBevelg pe ITAY Aertovpywrig katnyopiag -1V kot WHO (nmpmtonabnc nvevpovikn vaéptaon 1
TVEVLOVIKT] VITEPTUCT] OPEILOUEVT] KUPI®MG 0TO OKANPOdEppa). MeTd amd 4 eBoopnddeg yopnynong
bosentan 62,5 mg d1¢ nuepnoimg, o1 30GEIC GLVTNPNOTG TOV PEAETHONKAV GTIG HEAETEG AVTEG TTOV
125 mg &g nuepnoing ot perétn AC-052-351 ko 125 mg dic nuepnoiong kot 250 mg d1g npepnoimg
ot pehétn AC-052-352.

To bosentan Tpootébnke oty TpEyovca Bepaneio TV 0cbevAV, N omoio UTOPOLGE Vo TEPIAUUPAVEL
GLVOLOCUO AVTITINKTIKAV, 0YYELOOUCTOATIK®Y (T.). AMOKAEIGTEG SIWOA®Y aGPESTION), SLOVPNTIKDV,
o&vyovov Kat dtyo&ivng, aAAd Gyt emomtpootevoins. H opdda tov acBevav eléyyov éhafe eicovikd
@AapuroKo eTTAEOV TNG TPEYOVGAS Depameiag.

To kOp1o Telkd onpeio kébe peléng Nrov n petafoin e amdoTaong Padiong evrog 6 Aentdv, pHetd
omd 12 efdopddeg otnv Tpmtn perétn Ko 16 efdopnddeg otn devtepn perétn. Kai otig 600 peréteg, n
Oepaneio pe bosentan 001 yNce 6€ ONUOVTIKY 0OENCT TNV avoy 6TV KoTtwor]. Ot dopbopéveg og
TPOG TO EIKOVIKO PAPLOKO AVENGELS TNV andoTacT PAdIoNG, G GUYKPION LE TIG APYKES TILEG NTOV
76 pétpa (p = 0,02, t -test) kan 44 pétpa (p = 0,0002, U test toov Mann-Whitney) 6to k0p1o 1eAkd
onueio kabe perémg, avriotorya. Ot dapPopég Hetal&d Tav dVo opddwv, 125 mg dic nuepncimg Kot
250 mg d1g nuepnoimg, deV NTAV GTUTIOTIKA CTUOVTIKEG, S10ToT®ONKE OU®G Hio Tdor Bedtioong g
avoyng otnv Kémwon oty opddo mov Eaafe 250 mg d1g nuepnoimg.

H Beltioon oty andotacn Padiong nrov tpoeavig petd and 4 efdopddeg Bepomeiog, Tav GoEMg
eUPavNg Letd amo 8 gfdopades Bepameiog kot dSatnpndnke Yo dStotnua puéypt Kot 28 gfdopddmv
SmAQ TVEANC Bepameiog oe Eva VITOGHVOAO TOL TANBVOLOV TV acHeEVOV.

e o avadpoptkn avdAivon dedopévav avtamokpiong ot Oepaneio Paciopévn ot peTofoAn g
andotaong Padiong, e Asttovpyikng kotnyopiag WHO kat ¢ dvonvolag tmv 95 acbevdv ot onoiot
evtayOnkov toyaio otnv opdda bosentan 125 mg 61 nuepncimg, 6TIg LEAETEC PE EAEYYO ELKOVIKOD
Qopurakov, Ppébnke 6t katd v 8n gfdopada, 66 acbeveig eppavicay Pertioon, 22 TopEpevay
otabepol ko 7 eppdvicav emdeivoon. And Toug 22 acbeveig mov mapépevay otabepol Katd v 81
gfdoudda, o1 6 eupavicay Bertiomon katd v 12/16 gfdoudda kot 4 epeavicay emdeivoon oe
GUYKPLOT UE TIG apYIKEG TIHEG. ATO Tovg 7 acbeveic Tov epedvicay emdeivoon Kot v 81
efdoudda, 3 eppdvicav Bertioon kotd ) 12/16 gfdopdda Kot 4 eupdvicay eTOEiVOOT G GUYKPLON

LLE TIG UPYIKES TLUEG.
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Ot emepPatikég aplodLVOUIKEG TapPAUETPOL aEtoA0YHONKaY LOVO 6Ty TpdTn peAétn. H Bgpameio pe
bosentan 001yNGE G€ GNUAVTIKY ADENGN TOL KapdlakoD dikTn, 1) omoia oyeTI{OTAV LE ONUOVTIKT
peiwon oy mtieon Tng TVELUOVIKNG 0PTNPING, OTIC TVEVUOVIKEG OIYYELOUKEG OVTIOTACELG KO GTI LLEGT
mieom tov de€100 KOATOVL.

Koatd ™ Bepomeio pe bosentan mopatnpndnke peioon tov copntopdrov e IAY. H pétpnon g
dvomvolag katd Tic dokipacieg fadiong £0eiée Pertimon otovg acbeveig mov Elafav bosentan. Xn
peAétn AC-052-352, to 92% tov 213 acBevov ta&vopnOnkay apykd otn Agttovpykn Katryopia I
Kot o 8% oty katnyopia IV katd WHO. H Oepancia pe bosentan 0dnynoe o€ Behtimon g
Aerrovpyunc katdtaéng katd WHO oto 42,4% tov achevav (sikoviko edppoxo 30,4%). H cuvoikn
oAAayn g Asttovpyikng katdtaéng kotd WHO o1 didpkela kot Tov 600 HEAETMV TAV GNLOVTIKA
KaAOTepN neTaéd TV acbevav mov Ehafav bosentan oe GOYKpion pe Tovg acbeveic Tov Elafov
gwoviko edpuaxo. H Oepomeio pe bosentan cueyeticTKe e ONUOVTIKY HEIDOT TOV TOGOGTOD
KAMVIKN G emdeivmong o€ cOYKPLoT HE TN Oepameio [LE EIKOVIKO QAPUOKO, HETA amd 28 efoopddeg
(10,7% évavtt 37,1% avtiotoya, p = 0,0015).

Y& [0 TUYOOTTONUEVT], SUTAG TUPAT|, TOAVKEVTPIKTY, ELEYYOLEVT LE EWKOVIKO Pdppako perétn (AC-
052-364; EARLY), 185 acBeveig pe ITAY Aeitovpykng katnyopiog I katd WHO (435 pétpa péon
amootoon Padiong 6 Aemtdv kotd v Evapén g Oepaneiag) ElaPav bosentan 62,5 mg dVo Popég TNV
Nuépa yio T€coepelg efoopddes, Kot otn cuvéyea 125 mg 500 popég v nuépa (n=93) 1| elkovikod
@apuoko (n=92) yia €€ uiveg. Ot asbeveic mov ewonydnoav otnv peAén gite dev siyoav AaPet
Oepancio yia ITAY (n=156) 1 AdpPavav otabepn d6on oiddevaeiing (n=29). Ta dvo kdpla
KOTOANKTIKG onpeio oy 1 exl To1g ekatd PeETOPOAN otV TveLOVIKY ayyelokn avtictaorn (PVR) og
oyéomn pe v évopén tng Bepaneiag kot n petaforn g andctaons Padiong 6-AenTdV TOV £KTO pUnva
o€ oyéon pe v Evapén g Bepomeiag, 6 GUYKPLOT LE TO EIKOVIKO PAPLLOKO.

PVR (dyn.sec/cm®) Arnéotoon fadiong 6 Aertdv (M)
Ewoviko Bosentan Ewoviko Bosentan
@appoko (n =88) (n=80) QapUOKO (n=86)
(n=91)

‘Evapén (BL), Méon (SD) 802 (365) 851 (535) 431 (92) 443 (83)
MetafoAn and évapén, 128 (465) —69 (475) -8 (79) 11 (74)
péon (SD)
Emdpdoeic Ospameiog —22,6% 19
95% CL -34,-10 —4,42
P-value <0,0001 0,0758

CL=6p10 gumiotocvvng, PVR=nvevpovikn ayyeiokn avtiotaon, SD=tumikn amdkiion

H Bepaneio pe bosentan oyeticnke pe peiowon tov puOpod KMviKNg emdeivoong, opiopevns og
GLVVOVAGUHG TG TPOOOOL TOV CLUTTOUAT®V, TV VoonAelwv Yo ITAY kot Bavdrtov, Evavtt Tov
EIKOVIKOD Qappdiov (oyetikn peimon kvdvvov 77%, 95% didotnpa epmiotocivng [CI] 20-94%, p =
0,0114). H Oepamevtikn| enidpootn cuvictoTol oty PELTI®on TG Tpoddon TV GUVIGTOVI®V
ocvumtopdtov. Yanpie pia voonieia oxetilopevn pe emdeivoon e ITAY otnv ouddo tov bosentan
KOl TPELG VOONAELES GTNV OLLAdO TOV EIKOVIKOV appakov. 'Evag pdvo Bavotog onueimdnke og kdbe
OepamevTikn] opado Katd T S1ApKELN TG TEPLOSOV TV 6 PUNVAV TNG SITANL TVPANG LEAETNG, CLVETMG
dev umopet va e€ayBel copnépaoya yio tnyv emPioon.

Ta pokpoypdvia dedopéva Tpoékuyoy amd To cuVoro TV 173 acBevov mov édafav Oeparneia pe
bosentan otnv gleyyopevn Ao KoV GAAagoyv amd To EIKOVIKO PAPUOKO Gg bosentan KOt T (Ao
EMEKTOONG avoryTng etikétag ¢ nehétng EARLY. H péon didpkeia £kBeong ot OBepaneia pe
bosentan ftav 3,6 £ 1,8 étn (wg 6,1 €1n), pe t0 73% TtV acbevav va Aappdvovy Bepaneia yio
TovAdylotov 3 £t Ko 1o 62% Yo TovAdyiotov 4 . O acBeveic pmopodoav va Aafovy emmAéov
Oepaneio g [TAY, 0nmg amaiteitol GTNY EXEKTOCT] AVOIKTIG ETIKETAG. TNV TAEOVOTITO, TOV
acBevav dayvarodnke wromadng 1 kKAnpovopkn ITAY (61%). I'evikd, to 78% twv acbevav
napéuevoy ot Aettovpyikn katnyopio WHO II. O ektiufoeig o tny emiPioon katd Kaplan-Meier
ntav 90% kot 85% 3 kou 4 £t petd v Evapén g Bepaneiag avtioToryo. Xta idia xpovikd onueia,
10 88% Kot 10 79% twv achevav dev mapovoiacav emdetvmon g ITAY (oplopevn mg Odvartog
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OTOLCONTTOTE QUTIOAOYIOG, LETANOGYEVOT TVEDLOVE, KOATIKT Stappaypatostopio 1 évapén
gvooQAEPLac N vTodoplag Oepaneiog pe Tpootavoeldn). H oxetikn cupPoin g mponyoduevng
Oepameiog e EIKOVIKO QAPLOKO KOTA TN SUTAG TVPAY PaoT KaBdS Kot 1) GUUBOAT T®V AOITOV
QOPUAK®OV TOV Eekiviioay KaTd T JIEPKELN TG TEPLOSOV EMEKTUCTC OVOLYTNG ETIKETAG OEV Elval
YVOOT.

e pio TPOOMTIKT), TOAVKEVTPIKY], TUYOLOTOLUEVT], OUTAL TUPAN, EAEYYOUEVT LLE EIKOVIKO (PAPLLOKO
ueiétn (AC-052-405 [BREATHE-5]), acOeveic pe ITAY katnyopiag IIT katd tny WHO «oin
evoloroyia Eisenmenger oyetilouevn pe cvyyevn kapdtomdOeia Elafav to bosentan 62,5 mg dvo
@opéc TV Nuépa yo 4 efdopddeg, otn cuvéyela Erafav 125 mg dVvo popég TNV nuépa yio dAreg 12
eBdopadeg (n =37, 31 ek TV omoiwv elyav apEidpoOUn AvVACTOU®ON, KLPIKG amd de&ld Tpog
aprotepd). O kdplog oromdg NTav vo kotaderydel 0TL To bosentan dev emdeivave tnv vro&aipio. Metd
amd 16 gfoopddeg, 0 EGOG Kopeapdg Tov 0&uyovoy avénbnke oty opdado Tov bosentan kotd 1,0%
(95% CI -0,7%-2,8%) o€ chyKpiomn Le TNV OUAO0 TOV EIKOVIKOD GopUAKOL (n = 17), KOTASEIKVOOVTS
011 10 bosentan dev emideivove TV vroSoio. H péon mvevpovikn ayyeloxn aviictaon eAaTtddnke
OMUOVTIKG 0TV opdde. Tov bosentan (pe o kupiopyn dpaon 1 omoia mapatnprinke otV vVwooudda
acfevav pe apeidpoun evdookapdlakn avaotopumor)). Metd and 16 efoopddes, n péon dopbmpévn g
TTPOG TO EIKOVIKO Pappoko avénon oty andotoor Padiong 6 Aemtmv frav 53 pétpa (p = 0,0079),
avtikorontpilovrag Pertimon g avoyng oty kémwon. Eikoot é€1 acBeveig cuvéyioay va Aapfdavouy
bosentan katd ™ @don TopdTaons avoryTig etkétag dapketog 24 efdonddmv (AC-052-409) g
uerétng BREATHE-S (uéon didpketo Oepomeiog = 24,4 + 2,0 BS0UAOES) KOl GE YEVIKES YPOUUES
SN ONKe N ATOTELEGUATIKOTNTO.

Mua avoryth, un ovykproikn pehétn (AC-052-362 [BREATHE-4]) d1enybn o 16 acBeveic pue ITAY
Aertovpykng katnyopiog I katd v WHO oyetilopevn pe Aoipwén HIV. Ot acbeveig Erafav
Oepamneio pe bosentan 62,5 mg 600 Popég v Nuépa yia 4 efoopdadeg arxorlovBodpevn amd 125 mg dvo
QOpEG TNV NUEP Yo AALeC 12 efdopddes. Metd and 16 efdounddeg Bepameia, VIPEAY ONUAVTIKEG
Bedtidoelg amd TG apyIkég TWEG OTNV avoyn oty koénwon:  uéon avénon o dokiun Padiong 6
Aemtov NTov 91,4 pétpa amod 332,6 pétpa Kot pEGo 6po amod v apykn Tiun (p < 0,001). Agv pmopel
va g&ayOel emiono CLUTEPACLO CYETIKA LLE TIG EMOPACEL TOV bosentan GTNV ATOTEAECUAUTIKOTNTO
AVTIPETPOTK®OV QoprakaV (BA. exiong Topdypapo 4.4).

Agv vtapyovv PEAETEG TTOL VO KOTAGELKVOOVV gVVOiKT emidpaon tng Bepaneiog pe Tracleer otnv
emBioon. Oupwmg, &xel Kataypopel N LaKpoypoOvia, Kotdotoon vysiog Kol twv 235 acBevav mov Ehafay
Oepameio pe bosentan oe d00 TAOTIKEG, ELEYYOUEVES LE EKOVIKO Qapuako perétec (AC-052-351 kot
AC-052-352) ka1 611G 000 Un-eAEYYOUEVES LLE EIKOVIKO QAPLAKO, OVOLYTIG XOPNYNONS ENEKTAGELS
avtOVv TV peret@v. H péon didpkela £kBeong oto bosentan tav 1,9 ypovia £ 0,7 ypdvia [eAdyiot
0,1 xpévia, péyom 3,3 ypdvia] kar o1 acbeveig mapakorovdnOnkay yio péon didpketo 2,0 + 0,6
ypOvev. H migiovotnta tov acbevav doyvdotnKay mg £YoVTeg TPOTOTOON TVELLOVIKT VTEPTAOT
(72%) ko1 nTov Asttovpykov otadiov I katd tnv WHO (84%). 10 6hvoro avtov tov TAnbucpom,
o1 eKTIUNoELS Yo TV emPioon kot Kaplan-Meier tav 93% kot 84% 1 ko 2 ypdvia petd v Evapén
g Oepamneiag pe bosentan, avtictoryo. Ot ekTiunoelg emPinong oy YOUNAOTEPEG GTNV DTOOUASA
tov acBevov pe [TAY devteponadn ot cuotnpatikny okApuver. Ot eKTIUNGELS AVTES UTOPEL Vo
emnpedoTnKay amo v évapén Oepameiag pe emonpoostevorn o 43 and tovg 235 acheveic.

Meléreg mov mpayuotomonOnray o€ TOL0I6, te TVEDUOVIKY GPTHPLOKYH DTEPTATH

BREATHE-3 (AC-052-356)

Ta emxaioppéva pe Aemtd vpévio dtokia bosentan a&loloynOniKoy Ge pio OVOIKTY, Un ELEYXOHEVN
puerétn oe 19 modrotpikotg acbeveic pe ITAY nikiog 3 émg 15 etmv. Avth 1 ueAétn apykd
oYeOAGTNKE MG PAPUUKOKIVNTIKY HEAET (BA. Tapdypago 5.2). O acOeveic elyav Tpwtonadn
nvevpovikn véptaon (10 acBeveig) | TTAY oyetilopevn pe ovyyeveig kapdionddeieg (9 acheveic) kot
avikav apykd gite otn Aettovpykn katnyopia I (n = 15, 79%) 1 omv xatnyopia I (n =4, 21%)
katd WHO. Ot ac0eveic yopiotnkav o€ TpeLg Opadeg avaAoya [LE TO COUOTIKO TOVG BAPOg Kot
Adupavav docelg bosentan wepinov 2 mg/kg dvo popéc nuepnoing eni 12 efdopddes. Ot picoi amd
Tovg acbeveic KaOe opadac AMappavay 11 EnoTPocTEVOLN EVOOPAEPRIMG Kol 1 dOGN TNG
EMOTPOCTEVOANG TOPELEIVE GTOOEPT) KOOOAN T d1dpKetla TG LEAETNC.
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Ot arpodvvaptkég mapapetpot petpndnkoy oe 17 acbeveic. H péon avénon tov kapdiakov deiktn, o€
oyéon pe TV apyiky Katdotaon, frov 0,5 L/min/m?, 1 péon eEAGTTOON TG TVEVHOVIKAG opTHPLIKAC
nieonc frav 8 mmHg kot 1 péon ehdrtwon g PVR fitov 389 dyn-sec-cm™. Avtég ot aipoduvopikég
PeAtidoelg oe oyEomn He TV apyIKY| KaTAoTao NTay TopOUolEg EiTe L, €lTe YwpPic GLYYOPN YoM
enonPooTeEVOANG. Ot PHETOPOAEC OTIG TUPAUETPOVG TOV dOKILACIOV GoKnong oty efdopdda 12, oe
OYEOM LE TNV OPYIKY] KATAGTUOT), TV EVPEWMS LETUPANTEG KOt Kopio SgV TV ONLOVTIKT.

FUTURE 1/2 (AC-052-365/AC-052-367)

H FUTURE 1 ftav po avotytig EMoTLOvVoNG, L EAEYYOLEVT LEAETT TTOV TPOYLLOTOTOONKE LLE TO
dlaomelpopevo diokio Tov bosentan To omoio yopnynONke oe d6om cuvtpnone 4 mg/kg 500 Popég
nuepnoing o 36 acbeveic amd 2 £o¢ 11 etdv. Apyikd oxedldcTNKE MG PAPUOKOKIVITIKY LEAETN (BA.
mTapdypoeo 5.2). Katd v évapén, ot aceveig giyav 1d1omadn (31 acbeveic [86%]) 1 owoyevn (5
acBevelg [14%]) ITAY kot avikayv ot Aettovpykn katnyopia I (n =23, 64%) 1 v xatnyopia 111 (n
=13, 36%) xotd WHO. Ztn pedétn FUTURE 1, n) didpeon €kBeon ot Bepameio tng peAétng ftov
13,1 eBdopdoeg (evpog: 8,4 émg 21,1). 33 amd avtodg Tovg acheveic Elafov cuveyduevn Bepaneio pe
dwomepopeva diokio bosentan oe §6om 4 mg/kg 300 Popég nuepncing ot Un eAeyyOueVn pdon
enéktaonc FUTURE 2 yuw didpeon cvvolkn dwdpketa Bepaneiag 2,3 etwv (ebpog: 0,2 £mg 5,0 etdv).
v évapén g perétne FUTURE 1, 9 acBeveic AdpPavav emonpootevorn. 9 acbeveic Ehafav yio
TPOTN Popd aywyn ek yuo v ITAY o1t dudpkela g perénc. H ektipnon yuo v emdeivoon g
ITAY xatd Kaplan-Meier yopic avemBounteg evépyeteg (06vatog, LeTAUOGYEVOT] TVELLOVO. 1)
voonieio AMyo emdeivoong g ITAY) og 2 étn fjrav 78,9%. H extipunon xatd Kaplan-Meier tng
GLVOMKTG emiPimong ota 2 £t Ntov 91,2%.

FUTURE 3 (AC-052-373)

g QLTI TNV TUXALOTOMUEVT LEAETT] OVOLYTG EMICTLOVOTG e bosentan 32 mg dlaomelpopevo diokio,
64 mordrd pe otabepn| [TAY niiog and 3 unvov éng 11 etdv Tuyaroromnkav oe Bepancio 24
eBdopadwv e bosentan 2 mg/kg dvo popéc nuepnoing (n = 33) i) 2 mg/kg tpeig popéc nuepncing (n
=31).43 (67,2%) frav > 2 énc 11 etdv, 15 (23,4%) Arov peta&y 1 ko 2 etdv kat 6 (9,4%) frav
petaéd 3 unvov kot 1 étovg. H pelém apyikd oxedidotre og apuokoKvnTikn HeAét (BA.
TOPAYPAPO 5.2), Kol TO, KOTUANKTIKA oNEld AmOTEAEGLATIKOTNTAG TAV LOVO dtepevvnTikd. H
artohoyio g ITAY, odpemva pe v katnyoplonoinon Dana Point, mepieddpfove tnv donadn ITAY
(46%), v KAnpovoukn ITAY (3%), ™ oxetilopevn ITAY votepa amd S1opfmTikh kKapdiakn
yewpovpywn enépPaon (38%) kot [TAY oyetilopevn pe ocvyyevi kapdomddeio oyetilopevn pe
GULYYEVELS OVOOTOUNDGEL TNG CLGTNHUOTIKNS-TPOC-TVEVLOVIKT] KLUKAOPOPiaG, cuumepthapifavouévon
Tov cvvopopov Eisenmenger (13%). Ot acBeveic avikav otn Aettovpykn katnyopia I (n =19, 29 %),
v katnyopia Il (n =27, 42%) N v katnyopia I (n = 18, 28%) katd WHO «katd tnv Evapén tng
Bepamneiog g peréc. Katd v gicodo ot perén, ot acbeveig Adpupavav Bepaneiec yio v ITAY,
(ovyvoTEPA AVOGTOAEN TNG POGPOSIEGTEPACTG TUTOL-5 [G1Adevapiin] povo [35,9%], bosentan poévo
[10,9%] kou cuvdvacud bosentan, thompootng Kot oiAdevapiing [10,9%]) kai cvvéyicay ) Oepameio
tovug yio v [TAY ot didpketa tng perétng.

Katd v évapén g nerétng, Aydtepotl and toug ueode cvppetéyovteg acbeveig (45,3% [29/64])
é\oPoav Bepoameio pe bosentan povo ympic va cvvdvaotel pe dAAn Bepaneia yio v [TAY. To 40,6%
(26/64) cvvéyoe va AapPavel povobepamneio pe bosentan otr didpkela 24 fdopddwv g Bepaneiog
™G HeAENG Yopig va epeaviotel emdeivoon g [TAY. H avédivon tov cuvorikod tinbucpov (64
aoBeveic) £0e1&e OTL 1| TAcOVOTNTA El)XE TOpapEivEL TOVAY IGTOV oTabEPT (dNAOdT, Y®Pic Emdeivac)
pe Baon v aglodldynon pe Asrtovpyucég kKotnyopieg kotd WHO e1dicd yio pn mondatpucos
mAnBuopovg (97% dvo popéc nuepnoing, 100% tpelg popég nuepncimg) Kot T GUVOAKY] KAVIKNY
EVTOTOGT TOVL Y10Tpo¥ (94% 600 opég nuepnoing, 93% tpelg popéc nuepnoing) ot ddpKeLD TG
nep1odov Bepamneiag. H extipnon yuo v emdeivoon g [TAY katd Kaplan-Meier yopig
avemBounteg evépyeleg (BAvaTog, LETAUOGYELGT TVELOVA 1] voonAeia Adym emdeiviong g [TAY)
o€ 24 gfdopddeg Nrav 96,9% kat 96,7% oTig 0padeg dOGEMV dVO POPEC NUEPT|CIMG KOl TPELS POPES
NUEPNCIME, AVTICTOLYOL.

Agv vipye Kavéva otoryeio KMvIKOD 0QEAOVG Le T 0001 2 mg/kg Tpelc popég nuepNoimg cLYKPITIKA
ue ™ 60on 2 mg/kg 600 popéc nuepnoing.
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Melétn mov mpayuoaromoinbnke o veoyva ue euuévovoa mvevuoviky vreptoot veoyvod (EIIYN):

FUTURE 4 (AC-052-391)

IIpoxerton o o, SITAA-TUQAY], EAEYYOLEVT LE EIKOVIKO QAPLLOKO, TUYOLOTOMUEVT] LEAETT OE TPO®PO
Ko TeEAEOUNVa veoyvd (Mlkio konong 36—42 efdoudadwv) pe EITYN. O acBeveig pe vroPértiom
avTamOKPIoT 6TO EIGTVEOLEVO VITPLKO 0ED (INO), mapd Tig TovAdyioToV 4 MPEG cuveXoVG Bepaneiag,
éloPav daomepodueva diokia bosentan oe d6om 2 mg/kg dvo popéc nuepnoing (N = 13) 1 érafav
gikovikd pdppoko (N = 8) péow pvoyasTpikoh COANVA G GUUTANP®UATIKY Bepameio TapdAinia e
70 INO £m¢g v mApn drakonn tov iINO 1| émg v amotvyia g Oepameiog (Tov opileTal mg avaykn
v Ogpaneio eEwonpatikng o&uydvoong e pepppdvn [ECMO] 1 évapén evoAAOKTIKOD TVEVLOVIKOD
0YYEL0010GTAATIKOV), Y10, pLéyloto dtdotnua 14 nuepdv.

H duapeon didpketa éxBeong otn Oepameio tng peréng ntav 4,5 (evpog: 0,5-10,0) nuépeg otnv opdda
tov bosentan kat 4,0 (gvpog: 2,5-6,5) NuUéEpeg TNV OUAdN EIKOVIKOD QOPLAKOV.

Ta amotehéopata dev védelEav npdsbeto 6@eA0g Tov bosentan 6€ avTdV TOV TANOLGUO:

o O ddpecog xpdvog €wc v TAnpn dakon) Tov iNO frav 3,7 nuépes (95% Opla PmoTOGHVNG
[CLs] 1,17, 6,95) ue o bosentan kot 2,9 nuépec (95% CLs 1,26, 4,23) pe t0 £1KOVIKO QApLOKO
(p=0,34).

. O 31Gpecog xpOVOS £MC TNV TANPN SLUKOTH TOL UNYOVIKOL ogptopol ftav 10,8 nuépeg (95%
CLs 3,21, 12,21 npuépec) pe to bosentan ko 8,6 nuépeg (95% CLs 3,71, 9,66 nuépeg) pe to
gKovikd pdppoko (p = 0,24).

. "Evog acBevig otnv opdda tov bosentan ekdnimoe amotvyio tng Oepaneiag (vanpée avaykn yo
ECMO pe Baon tov 0piopod Tov TpmTokOALoL), oL SNAmONKE pe faon TG aLEAVOUEVES TIUEG
Tov dgikTn 0&VYOVMGOTG EVTOG 8 PMV LETA TNV TPAOTN dOGT TOL PAPUAKOD TNG UEAETNG. AVTOG
0 acbevig avappmaoe Kot TV Tepiodo mapakorovdnong 60 nuepdv.

20VOVOOUOS e EXOTPOOTEVOAN

O ovvdvacpog tov bosentan e eTompooTeEVOLN dtepeuvifnke oe dvo peréteg: Tig AC-052-355
(BREATHE-2) ka1 AC-052-356 (BREATHE-3). H peiétn AC-052-355 fjtav pio ToAVKEVTPIKY,
TUYOLOTOMUEVT], OITAG TVEAT LEAETN TOPAAANA®Y OpAd®Y TOV bosentan £vavTi EIKOVIKOD QApUAKOL
o€ 33 aobeveic pe coPapn ITAY, ot omoiot AdpPoavay tavtdypova Bepaneio e eronpoctevoin. H
perétn AC-052-356 fitav pio avotkti, pn eAeyyOuevn HEAETT, katd TV omtoia 10 amd Tovg 19
modLoTpkovs acbeveic akoAovBovoay Tavtdypovn Bepameia bosentan Kot ETOTPOGTEVOANG KT TN
dupkela tov 12 efdopddmv g peréme. H acpdieln tg cuvdvaouévng Oepaneiog Tracleer kot
EMOTPOGTEVOANG OEV NTAV SLOPOPETIKT OO QLT TOV AVOUEVOTAV OO T YOpTyNnon Kade
QOPUOKEVTIKOD TPOTOVTOG EEXWOPIOTA Kol 1) CLVOLAGLEVT Bepameios TaY KAAG OVEKTH OE TOALA Kol
eviAkeg. H vk vitepoyr| Tov cuvdvacpon dev €xet Kataderydel.

200THUOTIKY GKAPOVON e SOKTOAIKG EAKH

ADO TUYOOTOIMNUEVES, OITAG TVQAES, TOAVKEVTPIKEG EAEYYOUEVEG LE EIKOVIKO QAPLOKO LEAETEG £XOVV
Se€oybei oe 122 (uerétn AC-052-401 [RAPIDS-1]) kot og 190 (nerétn AC-052-331 [RAPIDS-2])
EVNALKEG a00EVEIC [lE CLOTNUATIKT CKANPLVOT Kot dOKTLALKG EAKT (giTE EvepYd daKTLAKE £AKN M
10TOPIKO SOKTVAIK®Y EAKOV EVTOC TOV TPOTYOVUEVOL £ToVG). Xt pedétn AC-052-331, ot acbeveig
EMPETE VO £YOVV TOLAAYLGTOV EVOL OUKTVUAIKO EAKOG TPOGPOING EVapEngG Kot oTig 600 peréteg 1o 85%
TV 0ofevav elyav gvepyd SUKTLAIKG EAKT Kot TNV £vapén g Ledétne. Metd omd 4 efdonddec pe
bosentan 62,5 mg 00 popéc Tnv nuépa, 1 0o cLVTPNONG TOL PEAETHONKE KOl 6TIS 6V0 AVTEG
perétec nTav 125 mg 600 popég v nuépa. H didpreta g dSimAd TopAng Bepaneiag ftav 16
epoopadeg otn perétn AC-052-401 ko 24 efdopadeg ot perétn AC-052-331.

Bepamneieg LVTOPAOPOL Y10 CLGTNUATIKY GKANPVVOT] KO SOUKTUAKE EAKN EMTPETOVTOV EQV TOPEUEVAY
otabepéc yro tovddyiotov 1 uva tpv v Evapén g Bepomeiog Kot Katd tn SapKELN TG TEPIOOO

NG OUTAG TVQANG LEAETNG.

O ap1Ou6g TOV VEOV SUKTUAK®OV EAK®V 00 TNV Evopén £mg To TEAOG TNG LEAETNG NTAV TO TPOTELOV
TeEAKO onueio kot otig 6vo peréteg. H Bepaneio pe bosentan 0dMynce og Aryotepa véa SaKTUAKA EAKT|
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KOTA TN O1dpKela TG Bepameiag, CLYKPLTIKA Le TO IKOVIKO apuako. Xtn peaétn AC-052-401, katd
T Sudpkeila 16 efdouddwmv SimAd TvEANg Bepameiag, ot acbeveic oTnv opdda Tov bosentan avémntvéov
KaTd LEco 0po 1,4 véa SUKTLAKA EAKT, EVOVTL 2,7 VE®V SOKTUAIK®Y EAKAOV GTNV OUAON TOV EIKOVIKOD
oapudkov (p=0,0042). Ztn perétn AC-052-331, katd ) owdpkela 24 gfdouddmv Suthd TVEANG
Bepamnceioc, ot avtiotoryeg Tipég frav 1,9 évavtt 2,7 vEmv daKTLVAIKAOV eAKOV, avtictorya (p=0,0351).
Kot otic dvo peréteg, ot acbeveic vmd bosentan tav Arydtepo mbavd va avortHéovy ToAhamAd véa
OOKTLALKA EAKT KOTA TN OLIPKELD TNG HEAETNG KO (PEIACTNKE TEPIGGOTEPOG YPOVOGS Yidl VL
avartuEovy Kabe d1000y1kd VEO dAKTVAIKS EAkog am’ O,TL ekelvol VIO e1KOVIKO eapuako. H dpdon tov
bosentan 6t peimon Tov aPOROD VEDV SOKTLMK®OV EAK®V NTaV 10 EKONAN og acheveic pe moALoTAL
OOKTUALKY EAKT).

e kapio amod Tig 0Vo pehéteg, dev mapotnpnnie dpdorn Tov bosentan Mg TPOC TO YPOVO ETOVAMGNG
TOV OUKTUMK®DV EAKDOV.

52 ®@appokoKiviTIKES 1010TNTES

H poppakokivntikn Tov bosentan £xet kuping tekpunpimbei og vym dropa. Iepropiopéva dedopéva oe
aoBeveic deiyvouv 0TL 1| ékBeon TV eviiAikov acBevav pe ITAY oto bosentan givol Tepimov dimAdoio
oamd TV €KBECT) TOV VYDV EVAMK®V OTOH®V.

Xe vy dropa, To bosentan Tapovctalel 60G0eEAPTOUEVT] KOl XPOVOEEAPTMOUEVT PAPLOKOKIVITIKY. H
KdBapom Kol 0 OYKOG KATAVOUNG HELMVOVTOL OTAV 0vEAvovTal o1 eVOOPAEPLEG dOTELS Kot avEdvovTal
LE TO XpOVO. META TN YopfYNoT ad GTOUATOG, 1] CLGTNUOTIKY £kOeon eivar avdAioyn pe T doon,
péxpt v Tipm v 500 mg. Xe vynAotepeg 600e1g amd oTOUATOC, 1) Crax Kot To AUC av&avovton
AlYOTEPO OO AVOAOYIK(, GE GYEOT LE T 000M.

Amoppdonon

210 vy dtopa,  ardAvtn Prodwbecidtnta tov bosentan gival 50% mepinov kot dev emnpedletan
amo ™ Ay Tpoeng. Ot PEYIOTEG GVYKEVIPADGCEL GTO TAUCHO ENLTLYYAVOVTOL EVTOG 3—5 wpdv.

Koatavoun

To bosentan cuvdéeton og VYNAO Paduod (> 98%) e 11 TpwTEiveg TOL TAAGHLATOS, KUPIWG LE TNV
oABoupivn. To bosentan dev e1GépyETOL GTA EPVOPOKVTTAPO.

[Ipocdiopiotnke évag 6ykog katavoung (Vss) mepinov 18 Atpmv, petd and pia evoopAéPia doom
250 mg.

Buopetooynuotiopndg Kot omwofoin

Metd amd pio evéoeAéPia 66om tv 250 mg, n kabapon ftav 8,2 L/h. O tehikdg ypdvog nuiceag
Cong amofoAng (ty,) eivar 5,4 dpec.

Metd and moALATAEC OOGELC, 01 GLYKEVTIPAOOCELG TOV bosentan 6To TAAGLLO LELDOVOVTOL GTASINKA GTO
50-65% TV GLYKEVTPDOGEMV TOL TOPATNPOVVTAL LETA amd TN YopNyNnon uiag pepovouévng doong. H
peimon vt opeiletal TOOVOTATO GE AVTETAYMYN TOV NTATIK®V VDUV Tov €VBVVOVTAL Y10, TO
petaforiod. Xtobepd emineda emrvyydvovtal evtog 3—5 NUEPDOV.

To bosentan amoBaAAietar e YOMKT OTEKKPIOT LETH TO HETOPOAMGHO TOV G6TO NTOp omd To 1ooEvivpa
tov kvtoypauatog P450, CYP2C9 ka1 CYP3A4. Zta obpa avaktdtal t06ooTto pikpotepo tov 3% g
YOPNYOVUEVNG OO GTOUATOG dOOTC.

To bosentan oynuatilel tpeig petaforiteg, ex TV omoiwv HOVOV 0 VoG Elval POPUAKOAOYIKE EVEPYOG,.
O petaPoAitng avtdc amekkpiveTal Kupimg Ol TNG YOANG AUETAPANTOC. Xe evilikeg aoBevels, 1
£€kBeom oto OpaoTKd petaforitn etvar peyodvtepn an’ 6,11 6€ vy dropa. e acbeveig pe evoeiEelg
Tapovciag xohdoTaong, 1 £kbeon oto dpacTikd petaforitn umopel va eivat avénuévn.
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To bosentan givat évag emaywyéag tov CYP2C9 kat tov CYP3 A4, kot miBavov kot tov CYP2C19 kan
™ P-yAvkompmteivng. In vitro, to bosentan avacté el TV avTAio omEKKPIONG YOMKOV GAGTOV GE
KOAALEPYELEG NTOTOKVTTAP®V.

Yrotyeio amd in vitro pedétec kotéder&av 0Tt To bosentan 6gv £xgl GTUOVTIKY OVOCTOATIKY ETIOpOOT|
ota woévivua CYP mov doxpdotnikav (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4). Xvvennmg, 10
bosentan dgv avouéveTol va, 0VENCEL TIC GVYKEVTPMOELS GTO TAAGLN TOV PUPUOKEVTIKMY TPOIOVIWOV
7oL petoforilovrtal amd ta 16oévivpa avTd.

DopuoKoKVNTIKN 6€ £101K0VE TAnfvouove

Me Bdon to diepevvnBév gvpog Kb PeTafANTAG, Ol PAPUAKOKIVITIKES 1010TNTES TOV bosentan dgv
OVOPLEVETOL VoL ETNPEALoVTOL 6 oNUAVTIKO Bafld and To PUAO, TO COUATIKO BAPOG, T GLAN 1) TNV
nAikio 6tov evijAiko TAnOucud.

Houoio

Ot QopUAKOKIVITIKEG 1O10TNTEG LEAETNONKAY GE TALSUTPIKOVE 060eveic 68 4 KAMVIKEG LEAETEC
(BREATHE-3, FUTURE 1, FUTURE-3 ka1t FUTURE-4, B\A. mapdypago 5.1). EEautiog tmv
TEPLOPICUEVMV OEGOUEVOV GE TOOE NAKING KATM TOV 2 ETMV, 1) QUPUAKOKIVITIKY e&akolovbel va
glval EAMTTAG YOPAKTNPIGILEVT GE LTIV TNV NAIKLOKT Kotnyopia.

H pelém AC-052-356 (BREATHE-3) extiunoe T @OopHoKOKIVITIKEG 1010TNTEG LOVIPOV KoL
TOALOTAGDV 0O0GEMV AO GTONOTOG TNG cVVOEONG e eETKOAVUpPEVO pe AETTO VUEVIO Olokia bosentan o€
19 mad1d nAkiog 3 €wg 15 etdv pe ITAY, ot omoiotl Ehafov d00ELG AVALOYES LE TO COUATIKO TOVG
Bapoc pe 2 mg/kg 300 popég nuepnoime. Xe avtv T ueAétn, 1 ékBeon oo bosentan peidOnke pe to
XPOVO, LE TPOTO GLUPOTO UE TIG YVMOTES OVTOETAYMYIKES W10TNTES TOL bosentan. O péoeg Tipnéc AUC
(CV%) tov bosentan oe mtaudtoTpikovg acbeveic vrd Bepaneio pe 31,25, 62,5 1 125 mg dvo popég
nuepnoiong, frav 3.496 (49), 5.428 (79) kot 6.124 (27) ng'h/ml, avtictorya, kot oav yauniotepeg omd
v Tun tov 8.149 (47) ngh/ml, wov napatmprnke oe eviihikeg acBeveig pe TTAY mov Adupoavay

125 mg 600 popéc nuepnoimg. Xe otabepn KATAGTOON 1) CLGTNATIKY £KOECT] TAUSUTPIK®Y 0GOeVHY
ue copotikd Bapog 10-20 kg, 20-40 kg kon > 40 kg frav 43%, 67% kot 75%, avtiotoryo, 6€ oYECN UE
TN GLGTNUATIKY £kOE0T) TOV EVNMK®V.

2t pedétn AC-052-365 (FUTURE 1) yopnynonkav dwwoneipdueva diokia o€ 36 moudid pe ITAY
niikiog 2 ¢ 11 etadv. Aev mopatnprOnKe avoroykoOtnTa TV 00GEWV, KaODE 01 CLYKEVIPDOGELS GTO
mAdoa Tov bosentan o€ otabepn katdotaon kot ot TipnéG AUC NTov mapOpoles Yo TG amd GTOUATOC
dooeig tov 2 kot 4 mg/kg (AUC,: 3.577 ng-h/ml ko1 3.371 ng-h/ml ywa ta 2 mg/kg 600 gopég
nuepnoing kot ta. 4 mg/kg 6vo popég nuepncing, avtiotoye). H péon ékbeon oto bosentan e avtong
TOVC TALSIUTPIKOVE 060EVEIC TAV TEPITOL GTO NUIOL TNG EKBEGNS Y10 TOVE EVAMIKEG ACDEVEIG 0N
doom cuvtipnong Tev 125 mg d0o Qopéc nuepnoimg aAld vIApEE PLEYAAN cVuURT®MON Ue TNV £kbeon
GTOVG EVAAIKEG.

> peiét AC-052-373 (FUTURE 3), 6mov yopnyndnkav dwuomepdueva diokia, n ékbeon oto
bosentan 6tovg acbeveig mov Adupavoy 2 mg/kg dVo Popég Nuepncimg NTaV GLYKPIGIUN He eKElvVN TNG
perétng FUTURE 1. Xtov yevikd minbuopod (n = 31), ta 2 mg/kg dvo @opég nuepnoing iyav og
amotéleopo o nuepniota ékBeon 8.535 ng-h/ml. H tyun AUC tav 4.268 ng-h/ml (CV: 61%). Ze
acBeveig nhikiog oo 3 unvav £o¢ 2 etdv n nuepnota ékbeon frav 7.879 ng-h/ml. H i AUC, fitav
3.939 ng-h/ml (CV: 72%). ¢ aobeveic nhikiag and 3 unvav émg 1 étovg (n = 2)  tiu AUC, fytav
5.914 ng-h/ml (CV: 85%), kot o€ acBeveic amd 1 £tovg émg 2 etmdv (n =7) n AUC. ftav 3.507 ng-h/ml
(CV: 70%). Ztovc acbeveig avo Tov 2 etdv (n = 22) n nuepnowa £kbeon Nrav 8.820 ng-h/ml. H

AUC fjtav 4.410 ng-h/ml (CV: 58%). H 66on bosentan 2 mg/kg tpeic popég nuepnoimg dev avénoe
v ékBeon. H nuepioia éxBeon frav 7.275 ng-h/ml (CV: 83%, n = 27).

Béoel tov evpnuatov tov peietdv BREATHE -3, FUTURE 1 kot FUTURE 3, paivetot 6t m éxBeon
670 bosentan @Odvel 6 €va PEYIOTO GTOVG TASLOTPIKOVG 0.60eVeiG og yaunAdTepeg 00GELG Ao 0,T1
0TOVG EVAAIKEG KO OTL dOGELS VYNAGTEPES TV 2 mg/kg dVo popéc nuepnoing (4 mg/kg 8060 popig
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nuepnoing N 2 mg/kg Tpeilg popéc nuepncing) dev Ba empépouvv peyarvtepn £kbeon oto bosentan yio
TOVG TOSLTPIKOVG 0loOevelS.

X perétn AC-052-391 (FUTURE 4) mov mpayuatononke e veoyvd, ol GLYKEVTPHOOELG bosentan
avéninkay apyd Kot GLVEYOLEVO KATH TO TPMOTO S1AGTN A 00GOAOYIOG, 00N YDVTAG O YaUNAY £kBeon
(AUCq.12 610 oMk aipa: 164 ng-h/ml, n = 11). e otabfepn katdotoon, n AUC, fjitav 6.165 ng-h/ml
(CV: 133%, n = 7), mov givol mapduoto pe tnv £kbeon mov mopoatnpndnke og eviAikeg acbeveic ue
ITAY mov AduPavav 125 mg dvo popég nuepnoimg Kot Aapfdvovtag vaodyn AOYo KOTaVouUNg
aipatog/midoua pe Tyun 0,6.

O1 GLVETIELEG TV EVPNUATOV OVTAOV GE GYECN UE TNV NTOTOTOSIKOTNTA deV givatl yvmotég. To ghAo Kot
1 ovyyopNYNon evOOEAEPLAG ETOTPOGTEVOANG OEV EIYOV GNUAVTIKT ETIOPAOT] OTNV QOPHOKOKIVITIKY
Tov bosentan.

Hratikn dvolertovpyio

e aobeveig pe ehappd dtotapayuévn nratikn Asttovpyio (tdEn Child-Pugh, A), dev mapatnpnoniov
ONUOVTIKEG aALaYEC oTIC QappakokivnTikég 1810tnTeg. H AUC otabepng katdotaong tov bosentan
nrav katd 9% vyniotepn kot AUC tov gvepyod petaPoiritn, Ro 48-5033, frav xotd 33%
VYNAGTEPT 0TOVG aeBEVELS e NTla NaTIKY dSuoAgitovpyio, amd 6,1t 6Tovg VY1ElG e0eloVTEC.

H enidpaon g petpiong dwutapaypévng nmatikng Aettovpyiog (Child-Pugh taénc B) otic
(QOPLOKOKIVITIKES 1O10TNTES TOL bosentan Kot Tov KOplov peTafolritn tov, Ro 48-5033, e€etdotnke o€
perétn mov mephduPave 5 acBeveig pe INAY oyetilopevn e Toloio LVIEPTACT) KOL NTOTIKN
dvoiertovpyia Child-Pugh-tééng B, xabdg kot 3 acbeveic pe Tvevpovikh aptnplokn vaéptaoh
oxeTllopevn e dAleg outieg Kol UOIOAOYIKT NTATIKN Agttovpyia. Ze aobevelg pe nratiky
dvoiettovpyio Child-Pugh t6&nc B, n néon (95% CI) AUC otabepng Kotdotaons tov bosentan Tov
360 (212-613) ng-h/ml, dnkaodn katd 4,7 eopég vynAdTePN, evd N néom (95% CI) AUC tov gvepyod
uetapolritn Ro 48-5033 fjrav 106 (58,4-192) ng-h/ml, dniadn kotd 12,4 popég vynAdtepn an’ 0,11 o€
acbeveig pe puotodoyikh nratikh Aettovpyia (uéon [95% CI] AUC tov bosentan: 76,1 [9,07-638]
ng-h/ml, péon [95% CI] AUC tov Ro 48-5033: 8,57 [1,28-57,2] ng-h/ml). TTapdro mov o aptfuog tav
acBevdv mov evtdydniav fTav TEPLOPICUEVOG KOl VYNANG LETAPANTOTNTOG, TO dedOUEVA QLTA
KATOSEIKVDOLY GNuavTikn avénom g ékBeong oto bosentan Kot 6Tov KVplo petafoiritn tov, Ro 48-
5033, o¢ acbeveig pe petpiong dtatapayuévn nrotikn Aettovpyio (Child-Pugh taéng B).

Ot eopUaKOKIVNTIKEG 1010TNTEG TOL bosentan dev Exouv peietn el oe aobeveic e nroatikn
dvorettovpyio Child-Pugh taénc C. To Tracleer avtevdsikvotol oe acBeveic pe pétpia £mg coPapn
nratikn dvcAertovpyia, Sniadn Child-Pugh tééng B 11 C (BA. mapdypapo 4.3).

Negpikn dvolertovpyio

e acbeveic pe Papid veppikn dvorettovpyia (kdbapon kpeotwvivig 15-30 ml/min), ot cuykevipdoelc
Tov bosentan 610 TAdopa peidnkay katd 10% mepimov. H cvykévipmon tov petafoiitdv tov
bosentan 6to TAdoHO aLENONKE KOTA 6VO TEPITOL POPES GTOVG aGBEVELS AVTOVE, 08 GUYKPLON UE
ATOUO LE KAVOVIKT] VEQPIKT AgtTovpyio. Agv amoiteitol Tposapproy” g 606Mg 6Tovg 0ebeveig e
veppikn duciettovpyia. Asv vrdpyet eEedikevpévn KAvikn eumelpio og acbeveic mov vroPaiiovton
o€ apokdBopor. Me Baon Tig pUOTKOYNUIKES 1010TNTES Kot TOV LVYNAS Pabld mpoTeivikig 6éaevong,
70 bosentan dev avapéveTal va amopakpuviel amd v kuklogopio g onuoavtikd Padud pe v
apokdBapon (PA. mapdypapo 4.2).

5.3 IIpoxivikd dedopéva yia TV acQdrsia

Mo S1eT|g LEAETN KOPKIVOYEVETIKOTNTOG GE TOVTIKOVG £0€1EE aVENUEVT] GLVOVAGUEVT] GLYVOTITA
NTATOKLTTOPIK®Y AOEVOUATOV KOl KOPKIVOUATOV GE APCEVIKOVG TOVTIKOVG, AAAL OYL G BNAvKOVC,
G€ GLYKEVIPDGELS TAAGHATOG 2 £G4 QOPEC LEYUADTEPES A0 TIC GLYKEVIPAOCELG TOV EMLTVYYAVOVTOL
pe v avBpomvn Bepamevtikny d60N. LTOVG EMIPVES, 1 YopnyNnon bosentan and 6tOUATOG €T 2 YPOVIQ
TPOKAAESE LUKPT], CNUOVTIKT 0OENGN GTI GLVIVACUEVT] GUYVOTNTO UOEVOUATOV Kol KOPKIVOUAT®V
TV OLAKIOOOV KUTTAP®Y TOV BLPE0EIBOVG GE PCEVIKODS EMIUVESG, OAAG Oyl € OnAvkolg, ue
GLYKEVTPMGEIS TAACHTOG 9 mg 14 popég mepimov peyaAdTEPEG OO TIG GLYKEVIPDGELG TTOV
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EMTLYYAVOVTAL [LE TNV ovOpdmvy Bepamevtikn 600n. To bosentan £6wce apvNTIKA ATOTEAEGLLOTA GTIC
dokacieg yovidtoto&ukdtnrag. [Tapovcidotnray evOsiEelc ETaymyng Uog EAAPPAC OVIGOPPOTIOG TV
BupeocdkdV oppovav amd To bosentan 6Tovg enipveg. Agv vanpéav OUS evoeigel enidpacng Tov
bosentan o1t Agttovpyia Tov Bupeoetdovg (Bupo&ivn, TSH) otov avbpwmo.

H enidpaon Tov bosentan otn Agttovpyio TV ptoyovopiov eivat dyvoor.

To bosentan £yetl amoderydel TEPUTOYOVO GTOVS EMIUVEC, GE CLUYKEVIPDOGELS TAAGLOTOS VYNAOTEPESG
omd 1,5 eopég amd TIC GUYKEVTPMOOELG TOV EMTVYYAVOVTOL LE TNV avBpdmivn Beporevtiky do6om. H
TEPATOYOVOG OPAOT|, TOV GUUTEPIAAUPAVE TAPAUOPPOCT) TG KEPOANGC, TOL TPOGHOTOV KOl TOV
uellovav ayyeiov, nTov docoeaptmdpevn. Ot OpOOTNTEG GTO TPOTVTO TOV TOPUUOPPDOCEDY TOV
mapatnpnonkay pe AAlovg avtaywviotég vrodoyémv ET kot 6e ToVTiKoUg e amevepyoTompuévo
yovidwo ET (knock-out) vrodeikvbovv v vmapén endopAcGEDY YOPUKTNPIOTIKAOV TG KOTNYOoPiog.
[pénet vo AneBovv katdAniec TPoPLAGEELS Yo yuvaikeg pe duvatdtnta tekvomoinong (PA.
mapaypdeovg 4.3, 4.4 ko 4.6).

H avantuén atpoiag TV GTEPUATIKOV COANVAPIOV TV OPYEMV KOl 1] LELOUEVT] YOVILOTNTA £XOVV
oVVOEDEL e TN YPpOVIL YOPYNON AVIOY®VICTMY TOL VTOJ0YEN EVOOONAIVIG OTU TPOKTIKA.

e LEAETEG YOVILOTITAG GE OPCEVIKOVG Kot OnAvKovs emiplueg, dev mapatnpnOnkay emdpAcES GTOV
aplOpo, TNV KvNTIKOTNTA Kol TN Plociuotnta tov oneppotolmopiov, oty arddoon Katd 1o
Cevybpopa 1 ot yovipotnta o€ ekféseic mov nrav 21 kat 43 gopéc mévw amd 10 avapevOIEVO
Oepamentikd eninedo 6TOLE AVOPAOTOLS, OVTIGTOLYO, Kol OV VANPENY AVETIOOUNTEG EMOPACEIS GTNV
avantuén tov gufpvov TP TNV ELPVTELOT 1| KATE TNV EREVTEVOT).

EXlappidc avénuévn cuyxvotnta ELEEvVIoNS oTpoPiog TV CTEPLUTIKOV COANVOPIOV TOV OpYEDV
napatnpnOnke o€ enipveg mov Adufavay bosentan amd o otoU 68 d00ElG TV 125 mg/kg/muepnoing
(mepimov 4 popég T péytotn dOoT OV GVVIGTATOL Yia Tovg avBpdmovg [MRHD] kot T1g katdTaTEG
eEetaldpeveg 000€1g) Yo 000 €11, ®GTOCO O)L 68 VYNAEG SOGELG TTOoV EPBavVaY MG Ta,

1.500 mg/kg/muepnoing (tepimov 50 popég tnv MRHD) yia 6 punveg. e perémn toéikdtntog oe
veapoig emipveg, 6Tov ot emipveg EAaPav Bepaneia amd v Huépa 4 uetd tov toxeto émg v
eVNAMKI®GoN TOVG, TapaTnPNONKIY HEIOUEVO AmOAVTO PAPOG TV dpYe®V Kot TNG EMOOLUISAG Kot
UempEVOG aplBuog omeppotolmapiov otny emididvpuida petd tov amoyoraxtiopd. H tyun NOAEL
nrav 21 popég (tnv Hpépa 21 petd tov toxeto) ko 2,3 gpopéc (Hpépa 69 perd tov toketd) mivo and
v avBpomvn ékbeom ot Bepaneia avticTorya.

Q061660, dgv aviveLTNKAY EMOPACELS OTT YEVIKN €EEMEN, TNV avATTTLEN, TNV CIGONTNPLOKY Kot
YVOGTIKN AEITOLPYIO KOt TNV OVOTOpOy@YKn tkavotnta Le £kBeon otn Oepaneio katd 7 (apoevikd)
Kot 19 (InAukd) eopéc peyorvtepn g avOpomivig €kBeong ot Bepaneio nv Huépa 21 ped tov
toxeto. Xty evidukn Lo (Huépa 69 petd tov toketd), dev aviyvedtnie kapio enidpacn tov bosentan
otav 1 éxbeomn ot Bepaneia NTov Kotd 1,3 (apoevikd) kot 2,6 (Oniokd) popég peyaddtepn tng
ékBeomng mov mapatnpnonke ota moudid pe [TAY.

6. OAPMAKEYTIKEX IAHPO®OPIEX
6.1 Kotaroyog ekdoywv

Hvuprvog Tov dickiov:

Apvio apapocitov
[Ipolerativomompévo dpvro

Apwiro kapPoéupeboiimpévo vatplovyo
[ToP1dovn

APeyeviog eoTéPAG TNG YAVKEPOANG
Moyvinolo oTeaTikod
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Yuévio emkdivyng:
YrpoueAroln

Tpro&ikn yAvkepoin

TéAxnc

Tiraviov d10&¢gidto (E171)
Z10mpov o&gidio kitpwvo (E172)
Z1dnpov o&gidio epubpd (E172)
AiBvioxvuttapivn

6.2 AovpPatoéTnTeg

Agv gpappdletar.

6.3 Awdpxkero {ong

4 ypovia

O1 Aegukéc plédec ToALVABLAEVIOV DYNANG TUKVOTNTAG TPETEL VO ¥PNGLLOTO0VVTOL EVvTOS 30 NuEp®V
LETH TO TPMOTO AVOLYLLAL.

6.4 Idowitepeg TPoPLLAEELS KOTA TN GVLAEN TOV TPOIOVTOG

INoa 11g ovokevacieg kKoyéAng (blister) andé PVC/PE/PVDC/oAovpuivio:
Mn gvléooete o€ Oeppokpacio peyorvtepn tov 30°C.

IMoa 11g Aevkég PLaAeg moALOIBVAEVIOV DYNANG TUKVOTNTOG:

To eappakevTikd avtd TPoidv dev amartel Waitepeg cuvONKeEg POAAENG.

I"oa 115 cVVONKeEG SraTPNONG HETA TO TPMDTO AVOLYLLO TOV PUPLAKEVTIKOD TPOTIOVTOS, PA. TOPAYPAPO
6.3.

6.5 ®@Vo1 Kol GLOTATIKA TOV TEPLEKTY
Tracleer 62,5 mg emukoivppévo. pe Aertd vuévio dickio,

PVC/PE/PVDC/blisters aAovpviov, mov nepiéyovv 14 emikoivppévo pe AEntd vpévio diokia.
Kovtid tov 14, 56 1 112 emkaAvppévov e Aentd VEVIO SIoKIWMV.

Agvkég praieg TolvatBvieviov LYNANG TVKVOTNTOG LLE TUPITIKY YEAN ©OC ENPOVTIKH 0LGi, TOV
TEPLEYOLV 56 EMUKOAVUUEVE, ILe AETTO DUEVIO J1OoKIM
Kovtid tov 56 emkaAvppévev pe Aentd vévio S1oKiwmy.

Tracleer 125 mg smucadlopuévo pe Aemtd vuévio dokia
PVC/PE/PVDC/blisters aAovpiviov, Tov meptéyovv 14 emikodlvppéve pe AETTd VUéVio S1oKia.
Kovtid tov 56 | 112 emkaAvppévov pe Aentd vuévio diokiov.

Agvkéc 1aAeg TOALOBVAEVIOL VYNANC TUKVOTNTAG LE TVUPLTIKNY YEAN ®¢ ENpavTiKy ovoia, Tov
TEPEYOVV 56 EMKAAVUUEVO UE AETTTO DUEVIO dloKial

Kovutid tov 56 emikaAvppévav pe AeTTto VUEVIO S1GKIMV.

Mmnopel va unv Kokho@opoOv OAEG 01 GLGKEVAGIES.

6.6 Idwitepeg TPOPULLAEELS ATOPPIYNG KOL AALOG YEIPIGNOG

Kopia g1dtkn vroypémon yio amdppuym.

Ka0e aypnoipomointo @appokevtiKd tpoidv 1| VIOAELLN TPETEL VO ATOPPITTETOL COUPOVA LE TIC

KOTA TOTOLS 16 VOVGES GYETIKEG OLUTAEELS.
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7. KATOXOX THX AAEIAY KYKAO®OPIAX

Actelion Registration Ltd
Chiswick Tower, 13" Floor
389 Chiswick High Road
Aovoivo W4 4AL
Hvouévo Baciielo

8. APIOMOI AAEIAY KYKAO®OPIAX

Tracleer 62,5 mg emukoivppévo. pe Aertd vuévio diokio,
EU/1/02/220/001
EU/1/02/220/002
EU/1/02/220/003
EU/1/02/220/007

Tracleer 125 mg smikodvpupévo, pe Aemtd vuévio diokio
EU/1/02/220/004
EU/1/02/220/005
EU/1/02/220/008

9. HMEPOMHNIA INPQTHE EI'KPIZHX/ANANEQXHY THX AAEIAX
Huepounvia tpdng £ykpiong: 15 Maiov 2002

Huepopnvia teAevtaiog avavémong: 20 Arptiiov 2012

10. HMEPOMHNIA ANAGEQPHXZHX TOY KEIMENOY

Agntopepeic TAnpopopieg yia o TopdV POPUUKEVTIKO TPOidV elval d100£01pES OTOV JIKTVAKO TOTO
tov Evponaikod Opyoavicpod @apudkmv: http://www.ema.europa.eu.
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1. ONOMAZXIA TOY ®APMAKEYTIKOY ITPOIONTOX

Tracleer 32 mg dacmelpodueva SioKio

2. HOIOTIKH KAI IOXOTIKH XYNGEXH

Ka0e daomepdpevo diokio mepiéyetl 32 mg bosentan (¢ Lovoidpikod).
"Exdoyo: 3,7 mg Acmaptaung (E951) nepiéyovtal oe kdbe daomelpdpevo diokio.

T'a tov mAnpn Katdloyo tv exkddymv, PA. Tapdypago 6.1.

3. DODAPMAKOTEXNIKH MOP®H
Awomelpdpuevo diokio:

Atokio oyMIOTOG TPLPVAALOD, YPDUATOG 0VOLYTOD KITPVOL £MC VTOAEVKOV, TETPATOUNLEVO OTT| Lo
TAEVPA TTOV PEPOVY aVAYALET TNV EVOelln “32” otnv GAAN TAgvpd. To draomelpduevo diokio pmopel
va dwywplotel o€ Téocepa ioa LEP.

4, KAINIKEX ITAHPO®OPIEX
41 Ogpamevtikéc gvocieig

Ogpaneio Tng mvevpoviknig aptnprakng veptaong (ITAY), yio ) feAtioon e avoyfg oty KOTWoT)

KOl TOV CUUTTONATOV 6€ acBevelg pe Aettovpyikn katnyopia I katd WHO. 'Eyel Siamiotwbet

OTOTEAECUATIKOTITO GTV:

. [Mpwrtomadn (10107061 Kol KANPOVOLUKT) TVEVLOVIKT] OPTIPLOKT] DTEPTACT

. [Tvevpovikn aptnploKy] VTEPTUCT OPEILOUEVT] GE CKANPOSEPLLO, Y®PIC GNUOVTIKT O1desN
TVELLLOVIKT] VOGO

. [Tvevpovikn aptnploKt VIEPTACT OYETILOUEVT] LE GLYYEVEIS OVOCTOUNDGELS TG CLUGTNHOTIKNG-
TPOGC-TVELLLOVIKT] KUKAOPOPLog Kol puololoyia tov Eisenmenger

Kamoeg Bertivoelg €xovv emiong damiotmbel o€ aoOeveig e TVELLOVIKTY APTNPLOKT VITEPTOOT)
Aertovpyunc katnyopiag I katd WHO (BA. mapdypago 5.1).

To Tracleer gvdeikvotol emiong yio ) peimon Tov aptBpod vEmv SaKTUMKOV EAK®V 6€ acbeveig pe
GUGTNUOTIKY GKANPLVOT) Kot EEEMOTOUEVT VOGO SOKTUAIKMV eAkDV (PA. mapdypapo 5.1).

4.2  Aocolroyia Kol TpOTOS YOopPyNoNS

Tpomog yoprynong

Ta diokia wpénel va Aappdvovtal omd oTONATOC TP®i Kot Ppadv, Pe 1 xwpig Tpoen.

Ta dwaomelpdpeva diokia TpEmeL va mpoatifevtal 6e Alyo vepo Gg £vaL KOLTAAL, Kot TO VYPO Vo,
avadevetal mate vo, vrrofondeital 1 S1dhvomn, Tpo TG KoTanoonc. Alyo axoun vepo Oa mpémet va
npootedel 6To KOVTAA Ko va katamoBel and Tov achevn, dote va eEacpaiichel 6Tt GA0 TO PapLOKO
&xel yopnynOet. Edv eivar duvatod, Ba tpémel va AapPdvetal éva motnpt vepd, dote vo eEacpaiicbel
011 OA0 T0 Phppako Exel kotamobel. Eqv eivan amapaitnto 10 dtoonelpdpevo diokio pmopel va
dwopebei, omalovTic To KT UKOG TV YOpOydY TOL Eival YapoyUEVES oTNV eMQAvELD (PA.
Tapaypopo 6.6).

To dwomelpopevo diokio £xel peletnbei povo o modaTpucog acbeveic. Mia ovykpion
Blodrafecipuonog avapeso oTo SIGTELPOUEVO JLoKI0 KOl OTO EXMKOAVUUEVO e AETTO VUEVIO d1oKial
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oL TTpaypaTomomOnKe og evijlkeg aobeveic katédelEe yaunAdtepn ékbeon oto bosentan e to
dlaomelpduevo diokio (PA. mapdypao 5.2). Zvverdc, n xpHon Tovg o€ eviikeg Oa Tpémel va,
neplopiletan o acbeveig, Tov dev UTOPOLY VO AAPOLY TO ETKAAVUUEVO e AETTO VUEVIO O10KIO.

Aocoloyia

TIvevpovikn aptnplokn VITEPTOoN

H Oepomeio ue Tracleer mpénet v Eekivioet Kol va TapakoAovOeitol amokAEIoTIKA 0md Y1aTpo pe
neipa otn Oepaneio g [TAY.

Evnlixec

e evihkeg acBeveic, n Oepamneia pe Tracleer Tpémel va Egxvioet pe T yopnynon doong 62,5 mg dvo
QopEc TV NUéPa el 4 efdopddeg Kot Katdmy va avéndel otn 6001 cuviipnong tv 125 mg §vo
@opéc v Nuépa. Ot 1d1eg cuoTacelg IoyvovY Yo TNV emavévapén Ttov Tracleer petd ™ dakomn TG
Oepaneiog (PA. mapdypago 4.4).

Toudiozpixoc tinBvouoc

DoppokokivynTikd d0edopuéva omd Todd 6€1EAV OTL 01 GVYKEVTIPMOGELS TOV bosentan 6To TAAGHLO TV
mod1dv pe [TAY nAwciog amd 1 étovg émg 15 etdv Moy KaTtd HEGO OPO YOUNAOTEPEG ATO O,TL OE
eviihkeg aoBevelg Kot dev avénnkav pe v avénon g 06ong tov Tracleer dvo twv 2 mg/kg Bdpovg
CMUOTOG N LLE TV aENGT] TNG cLYVOTNTOS dO0NC 0mtd dV0 POPES TNV NUEPQ GE TPELG POPES TNV NUEPOL
(BA. mapdypago 5.2). H avénom tng 066n¢ i TG ouyvotntog doong dev Bo odnynoet mbavodv oe
TPOcHETO KAMVIKO OPENOG,.

Me Bdorn avtd To apuaKoKvTIKA dedopéva, OTav ypnotponoteitol o Tadwd pe IMAY niwuciog 1
£T0VG Kol Av®, 1 GLVISTAONEVN dO0T Evapéng Kot cuvTipnong eivar 2 mg/kg mpmi kot fpadv.

e veoyvd e eppévovoa mvevpovikn véptaon veoyvod (EITYN), to d¢elog Tov bosentan dev €xet
katadeydel pe to Bepanevtikd TpdTLTO PEPOVTIdNG. Agv UTopEl va Yivel GhoTOOT Ylo TN 00G0A0YiN
(B\. mapaypdeovg 5.1 ko 5.2).

Moyeipion o€ mepintwon kKAVIKNG emioeivwons e IAY

e mePImTOOoN KAWVIKNG emdeivmong (T.y., Lelmon g andoTaong ot doKiacio Bddiong 6 Aentdv
katd 10% tovAdyiotov, 6 cVYKpLoT Le T pHETpnon mpv amd ) Bepaneio) mapd tn Oeponeio pe
Tracleer eni 8 gfdopddeg TovAdyoTOV (d00N—0TOYOG €Ml 4 EfJONAdES TOVAAYIOTOV), TPETEL VOl
€EETAOTOVV KOl EVOALUKTIKEG Bepameies. Q6T0G0, opiouévol aobeveic Tov dev emédel&ay omoladNmoTe
avtamokplon petd amd 8 efdopnadeg Oepomeiog pe Tracleer evdéyetal va avtomokpifodv uvoikd ot
Oepaneio petd and dAlec 4 £mc 8 efdopddeg Bepameiog.

e mepinton dyiung kKMvikng emdeivoong mopd tn Oeponeia pe Tracleer (dnAadn PeETA amd apKETOVG
unveg Bepaneiog), n Oepaneio Tpémel va emavektiunOei. Kamolol acbeveig mov dev avtamokpivovtol
KaAd ot yopnynon 125 mg Tracleer 1g nuepncing evoéyetar vo eppavicovy eAappd Pedtioon g
avoyng otnv K6mmaon o6tav 1 d0om avénbei ota 250 mg 61 nuepncing. [pénet va dievepynOei
TPOGEKTIKY 0&LoAGYNO1 0QPEAOVC/KIVOHVOL, AapBAvovTag VITOYN TO YEYOVOS OTL 1] NTOTIKTY TOEIKOTNTO
glvar docogaptmpevn (PA. Tapaypdpovg 4.4 kai 5.1).

Awaxornn e Oepaneiog

H epnepio and nepintdoeig andtopng dtokomng tng xoprynong Tracleer oe acBeveig pe TIAY eivon
meplopioplévn. Agv €xovv mapatnpnbei evoei&elg o&elag emavepedviong Tv copntopdtov. [lopoia
auTd, Yo vo amo@evydel mbovn epeavion enifrapfoic KAviKNG emdeivoonc, Aoym g TavotnTag
EMOVELLPAVIONG TOV CUUTTOUATOV, TPETEL Vo e&eTaoTel TO evdgyOpevo Pabaiog peimong g d6omMg
(peimong g 860mG o010 oo enl 3 Emg 7 Nuépes). Katd tnv mepiodo avacsToAng g xopynong
GUVIOTATOL GTEVOTEPT TAPOKOAOVONON.
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Edv amoaciotel n dtaxomn g Oepamneiag pe Tracleer, avti mpémet va yivel fabuaio evd yivetot
€100Y®YN O€ KATOL0 EVOAAAKTIKY Oepameia.

2VOTNUOTIKN OKANPUVON UE EVEPYQ OOKTLAIKA EAKN

H Oepaneio mpémet va Eexivioel Kot va TapakolovOeital amokAEIoTIKG amd Y1oTpd UE TElpa oTN
Oepameio TG GLGTNUATIKNG GKANPUVONG.

Evnlixec

H Oepaneio pe Tracleer mpénet va Eekivioet pe ) yoprynom 86omng 62,5 mg 600 popég v nuépa emi
4 gfdopddec kat kotdmy va, avéndei otn d0om cuvrpnong twv 125 mg dvo popég v nuépa. Ot 1d1eg
GLOTAGELC IYLOLY Yl TNV emavévapén tov Tracleer vVotepa and drakomn g Oepameiog (PA.
Tapdypopo 4.4).

H epmepio amd eheyydpeveg KAVIKEG LEAETEG Y10 aLTY TV évOeldn tepropiletor og 6 unveg (PA.
Topaypaeo S5.1).

H oandxpion tov acBevoic otn Bepaneia kat i avaykn yio cuveyn Oepameio mpémet va
enava&loroyeiton o taktikn Baon. [Ipénet va mpaypatonoleiton TpocsekTiky a&loAdynon
0PEALOVG/KIVOUVOL, Aapfdvovtag vdyn TNV NrATikn ToEKOTNTA ToL bosentan (BA. mapaypdpovg 4.4
Ko 4.8).

Houdazpioc wAnboouoc

Agv vtapyovv 6£doUEVE Yo TV OCPAUAELD KOL TNV OMOTEAECUATIKOTNTO G€ aobevelg nAkiog KAt Tov
18 eTdVv. Agv VILAPYOLY EAPUAKOKIVITIKG dedopéva Yo To Tracleer og pukpd modd pe avt v
acOévela.

E1dwoi minbvouoi

Hratikn dvolertovpyio

To Tracleer avtevdcikvotol oe acBeveic pe péTpla g coPapn NTatiky dvsiertovpyia (PA.
mTapaypaeovg 4.3, 4.4 kar 5.2). Agv anarteital Tpocappoyn e 800 oe acheveic e o NTaTIKy
dvoierrovpyia (dnA. Child-Pugh, téd&n A) (BA. mapdypapo 5.2).

Negpixn ovoiertovpyio

Agv amotteitol Tpocapoyn e d0on¢ o€ achevels Le veppikn dvcAeitovpyia. Agv amatteiton
TPOGOPLOYN TNG 000MG o€ asBeveic mov vroPdAilovion o apokdBapor (BA. Tapdypagpo 5.2).

Himawuévor
Agv amarteitanl Tpooappoyn g doong oe acheveic nhikiog peyadvtepng T@v 65 ypovav.

4.3  Avrevositeag

. YrnepevaioOnocio otn dpactikn ovcia 1 6€ KAmo1o omd o £K0Y0 TOL AVAPEPOVTAL GTNV
mapdypoeo 6.1

o Métpa £og coPapn nratikn dvciettovpyia, m.y. Child-Pugh tédéng B v C (BA. mapdypagpo 5.2)

. APYIKES TYEG TOV NTATIKOV QUVOTPAVEPEPATHY, INAadN TG aomaptikhs (AST) ko g
aravivikng (ALT) apvotpave@epdonc, VYNAOTEPES OO 3 X TOV AVATEP®OV PLGLOAOYIKOV
Tipov (ULN, BA. mapdypago 4.4)

o Zvuyyopnynon kvkioonopivng A (BA. mapdypapo 4.5)

o Konon (BA. mapaypdpovg 4.4 kot 4.6)

o IMovaikeg pe duvatdTnTo TEKVOTOINONG OV OgV YPNGIHoToloLY aE0mIoT HEB0do avTIGOAANYNG
(BA. mapaypdpovg 4.4, 4.5 ko 4.6)
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4.4  Ewkég TPOELOOTOM|GELS KL TPOPVAAEELS KATA T YP1]ON)
Agv €yel texunpiwbei n oamotehespatikdmra tov Tracleer oe acleveic pe cofapn [TAY. Edv 1 khvikn
KOTAoTAoT eMOEvVwbel Tpémel va eEetaotel To evdgyOEvo petdfaong oe Bepameio Tov gvdsikvotal

Yo To 6oPapd 6TAdo TG VOGOV (T.). EmompocteVOAN) (BA. Tapdypapo 4.2).

H 1coppomia opérovg/kivdhvov Tov bosentan dev £xet dSwomotwbei o aobeveig pue [TAY Aettovpyiknig
ta&vounong I katd WHO.

H Oepaneio pe Tracleer mpénet va Eekivd poVO OGOV 1) GUGTNHOTIKT] GUGTOAIKT APTNPLOKT THECT
glval vymAdtepn amd 85 mmHg.

Agv €yer katadeybei @péhun dpdon tov Tracleer 6TV €T0OANMOT VTOPYOVI®V SUKTVAIK®DY EAKOV.

Hrotwn Asttovpyio

H évodog Tov nnatik®v auvotpavepepacmv, dSNAAST TNG AoTOPTIKNG KOt TNG OACVIVIKNG
apwvotpavopepdons (AST kavn ALT), mov oyetiletar pe o bosentan givat docoe&aptopevn. Ot
petaforés Tmv nmatik®dv eviOpmv cuppaivovy cuviBwng evtdg Tov mpdtov 26 efdopddwv Bepameiog
aAld gvdéyetor vo ovpPoiv kan apydtepa (BA. mapdypapo 4.8). Or avénoeis avtéc mbavas opeilovtan
€V UEPEL GTNV AVIUYMVICTIKT OVOGTOAN TNG ATEKKPLIOTG TMV YOMK®Y OAAT®V 0d TO NITOTOKVLTTOPO,
OLMG OTNV EULOAVIOT NTOTIKNG OLGAEITOVPYIOG CLUUETEXOVY TOAVATATO KOl AAAOL UMY OVIGHO1, Ol
omoiot dev €yovv tekunprobel capmc. Agv amoxieietar | TOavoOTNTO CLGGMPEVOTG bosentan Gta,
NTOTOKOTTOPO LE OMOTEAECA TV KUTTAPOAVGT Kot dSuvnTikd cofapn nratikn PAGSN ovte 1
TOAVOTNTA, GLUUETOYNG KATOLO0V AVOGOAOYIKOD Unyavicpov. O kivouvog NTaTikig SLGAELITOLPYING
gvoéyeton emiong va ovénbei 6tav kdmolo POPUAKEVTIKE TPOTOVTO TOV OTOTEAOVY OVUGTOAEIG TNG
Agrtovpyiag ™G avTAMOG OTEKKPIOTG YOMKAOV AAAT@V, T.Y. PLOaUTIKiv), YAPBevKAapion Kot
Kvukhoomopivn A (BA. mapaypdeovg 4.3. kat 4.5) yopnynbovv ce suvdvacud e to bosentan. Ta
SnBéoipa dedopéva oyeTika e T dpdor avtn eival TePLOopIoUEVAL.

Ta eninedo TOV NTATIKOV GUIVOTPOIVOPEPUCAOV TPETEL VO LETPOVTUL TPLV A0 TNV Evapén g
Oepameiog Ko, KOTOTTLY, 6€ unvicio dtacTipaTo Ko’ 6An T owdpkewa Ospaneiog pe Tracleer.
Emnapoc0eto, To EXiTEO0 TOV NTOTIKAOV GUIVOTPUVEPEPUGOV TPETEL VO, HETPAOVTAL 2 EPOONAIES
RETA 0t omoradTOTE AOEN O TNG d0ONC.

2vetdosic Yo TV nepintoon avénong tov ALT/AST

Ermineda ALT/AST  Xvotaoeig Ogpoameiog ko mapakorovdnoeng

>3 k<5 x ULN To amotéleopa npénel va emPefarwbdei pe pio 5e0TePn SOKIUAGIO NTOTIKNAG
Aertovpyiag. Av vmapéel emPePaimon, tpénetl vo Anebei amdpacn og
e€aropkevpévn Paom yio T cvvEyion g xopnynong tov Tracleer, mboavov
o€ HelUéVN oo, 1) Yol TN dlakomn TG xoprynong tov Tracleer (PA.
apdypoeo 4.2). H taparxorohbnon tov emmédmv TV apvoTpovVeREPUCHOV
npémel va ovveyiletat kdbe 2 efdopnddeg TovAdyiotov. Eav ta enineda tov
QUVOTPOVOPEPUCHY emavELDOLY GTIC TTPO TNG Oepameiog TWEG, Tpémet va
e€etaotel 10 evdgyOUEVO GUVENIONG 1 ETavEVAPENG TNG Yopnynong Tracleer pe
Bdon Tig TEPIMTOGELS TOL TTEPLYPAPOVTOL TOPAKATEO.

>5kou <8 x ULN To amotéleopa npénel va emPeforwbei pe pio de0TEPN SOKIUAGIO NTOTIKNAG
Aettovpyiag. Av vrdpéel emPePaimon, 1 Oepaneio mpémel va dStaKomel Kal To
EMIMESU TOV AUIVOTPOVOOEPACHY TPETEL VAL TAPaKOoAoLOoVVTAL KGO
2 efdopdoeg tovAdyiotov. Edv ta enimeda TV apvoTpaveEPACHY
emavELBoLV oTIg Tpo- Oepameiog TIHES, TPEMEL va, eEETAGTEL TO EVOEYOUEVO
gmovévapéng g yopnynong Tracleer, pe fdon Tig TEPIMTOGELS TOV
TEPLYPAPOVTOL TAPUKAT®.

>8x ULN H Oepomeio mpémet va daxomel kot dev npénel va e€etaotel | mboavotnTo

emavévapéng g yoprynong Tracleer.
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Y& TEPITTMOT ERPAVIGNG TOV GYETIKAV KAIVIKOV GCUUATORATOV NTATIKNG AVETAPKELNS, dSNAadn
vauTio, EUETOC, TVPETOC, KOWMOKO AAYOC, ikTepOG, acLuvNBioToc ANBOPYOC 1 KOTMOT), KOl YPITIMONG
ocuvopoun (apBpaiyia, poaiyia, mopetdc),  Oepoancio mpémer vo dlokomel Kou Oev TPEMEL vV
eetaotel n mOavoTnTa emavévaping g yopnynong Tracleer.

Eravévapln Osparmeioc

H emavévapén g Oepaneiag pe Tracleer npémnel va e€etactel LOVOV OGOV TO, SUVNTIKE OQEAT aTd
1 Ogpaneia pe Tracleer vepioyvOVY TOV SVYNTIKOV KIVOOVOV Kol EPOCOV TO EMMESQ TOV NTATIKMOV
OULVOTPAVOPEPACHOV PpicKovTal EVTOG TV TPO TNG Bepameing TILDY. ZVVICTATAL 1| GUUBOVAR
nratoAdyov. H emavévapén npémet va yivel cOUQ®VA LE TIG 00N Yieg TOV TEPLYPAPOVTAL TNV
apdypoeo 4.2. Ta exineda TOV apIvoTPAVEPEPACAOV TPEMEL VO ELEYYO0VV eVTOC 3 NuEPOV peETa
v emavévapén, 6T cVVEXELD HETA TNV TAPELEVOT] AAL®V 2 EfOONAdMV KOl KATOTLY OOV HE
TIC TAPUTAVO GVOTACELS.

ULN = avdtepeg QUGIOAOYIKEG TULEG

ZVYKEVTPMOON OLLOGQALPIVIG

H Bepamncio pe bosentan cuoyetiotnke pe 6060eEaPTOUEVT LEIMON TNG CLYKEVIPOONG TG
apoceapivng (PA. mapdypapo 4.8). Xe pehétec ELeYYOUEVES OO EIKOVIKO PAPUOKO, Ol LEIDCELS TNG
OLYKEVTPOGNG TNG ALLOGPALpivI Tov oyeTilovTot e To bosentan dgv NTOV TPOOSEVTIKES Kot
otabepomomOnkay petd T Tpadteg 4-12 efdopdadec Oepameiog. XvvioTdTon 0 EAEYYOC TNG
GLYKEVTPMONG aLos@alpivng mptv Tnv Evapén g Bepamneiag, kdbe pnva Kot Toug TPAOTOLG 4 PNVES
Ko, 6T cLvEELd, kabe Tpipunvo. Edv mapovoiactel KAVIKA GYETIKN LEI®ON TNG GLYKEVIPMOOT|G TNG
aloc@opivng, Tpémel va tpaypatorobel mepattépm a&loAdynon Kot diepedhvnon yio va kabopilotel
N oo TG Kot o1 avaykeg yo 101k Bepameio. Metd v KukAogopia Tov Gapudkov, avaeépnkay
TEPIMTAOGELG avapiog, oTIc omoieg amattnOnke petdyyion epvdpav apocpaipiov (PA. TéAog
Tapoypaeov 4.8).

T'uvaikeg pe duvatdTnTo TEKVOTOINGTC

KaBd¢ to Tracleer pmopei vo, KOTAGTHGEL OVOTOTEAEGLOTIKG TO OPLLOVIKE OVTIGUAANTTIKA, Ko
AapBavovtog voyn Tov Kivouvo OTL 1] TVELUOVIKT VIEPTACT] EMOEVAOVETAL [LE TNV EYKVHOGHVN KAOD]
KOl TIG TEPOTOYOVOLG EMOPACELS IOV £Y0VV TTapatnpnOel oe {da:

. H Oepamneio pe Tracleer dev mpémetl va yopnyeital 6€ YOvaikeg e SLVATOTNTO TEKVOTOINONG,
€KTOG €6V YPNOUOTO00V AEIOMGTY HEBOSO AVTIGOAANYNG KOl TO OMOTEAEGLLO TOV TEGT KUNGNG,
mpw omd T Oepameia, elvar apvnTiKd

o Ta oppoviKd avticVAANTTIKG dev pmopei va givar n uoévn péBodog avticOAANYNG oTr| S1apKELL
g Oepamneiag pe Tracleer
. Yvviotdton va yivovtol pnviaio TeoT kKunong ot dtdpkela g Oepaneiog yro va givar duvati n

£yKoupn aviyvevon moavig YKVUOGOVIG
IMo nepiocdtepeg TANpoopieg avatpééte otic mapaypdeovs 4.5 kot 4.6.

DAeLoomTOPPAKTIKN TVELUOVOTEOELD

"Exovv avapepBei Tep1oTATIKA TVEVUOVIKOD O10MUOTOG LUE OYYELOOUGTAATIKA APk (KVPimg
TPOCTAKVKAIVEG) o€ asBeveic pe pAefoamoppaktikn mvevpovonddeto. Enopévaog, epdcov
TOPOVCIAGTOVV oTUein TVELHOVIKOD 01N paTog oe acbeveic pe ITAY mov Aappdvovv Tracleer, mpémet
va e€etaletal To evoeXOUEVO GLVOTTAPENG PAEPOOTOPPAKTIKNG TVvELOVOTdOelag. Metd tnv
KUKAOQOPIO TOL PAPUAKOVD, VINPENY CTAVIEG AVOPOPES TVEVLOVIKOD OONUOTOG & 0o0eVEiC e
VOVOL PAEROATOQPUKTIKNG TVELHOVOTTABELaG Tov AdpuPavay Tracleer.

AocOgveic ne TVELUOVIKT aPTNPLOKN LTEPTACT LE TAVTOYPOVN OVETOPKELN OPLOTEPNC KOIMOAC

Agv &yel mpaypatomondei 101k HeAETN 6€ AGOEVEIG |Le TVELLOVIKT APTNPLOKT VTEPTAOT] KoL
TAVTOYPOVT SuoAeLTOVPYia aploTEPNS KOAlag. Qotdco, 1.611 acbeveig (804 acbeveic mov Elafav
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bosentan kot 807 acOeveic mov Elafov elKovikd Pappako) pe cofapny ypdvia Kapdloky AvETAPKELN
(XKA) vrropibnkav oe Oepamneio eni Eva péco ypoviko ddotnua 1,5 xpdvmv, 610 TAAIGLO Log
EAEYYOLEVNC e EIKOVIKO Pdpuako perétng (AC-052-301/302 [ENABLE 1 & 2]). Katd ) peiétn
oVt TopaTNPNOnKe adENoN oTa TEPIGTATIKG TV 0cBevdv Tov voonievtnkay Aoywm XKA Katd Tig
npmteg 4—8 efdouddeg Oepameiag pe bosentan, avénon mov wHAVOV va 0QEILETOL GE KATAKPATNON
vypov. Katd t pekét auth, 1 KatoKkpatnon vypodv ekdniodnke pe Tpdin avénoen Tov COUTIKOD
Bapovg, petmpévn cuYKEVTP®ON TNG ALOSPALPIVNG KOl AVENUEVO TOGOGTO OONUATOG TV KATM
AKpmV. XT0 TEAOC TNG LEAETNC, gV TTapatnpnOnKe d10popd 6TO GUVOAIKO aplBd achevmY oL
voonAehkay Ady® Kapdlakng avendpkelog | otn Ovnoomta petald tov acdevav mov Erafav
bosentan kot t@v acBevodv Tov EAaPav gikoviko edpuoko. Kotd cuvéneia, cuviotdTor 1
TOPAKOA0VON G TV 0oOEVDV YLoL GNUASIO KOTAKPATNONG VYPOV (T.). aOENGT TOL CMUATIKOD
Bapovg), edikdTepa Yo TOLG 0GOEVEIS TOL VITOEEPOVY TAVTOY POV OO COPAPT] GVGTOAIKN
dvciettovpyia.

Edv mapovoiactel katakpdnon vypov, cuviotdtol 1) Evapén Bepaneiog pe dStovpntikd 1 1 ovénon
™G 600MG TV N1 Yopnyovuevav dtovpntikdv. H Bepamneia pe dStovpntikd npénet va eEetactel og
aoBeveic pe evdeielg katakpdTnong vypoV TP amd v Evopén g Bepaneiog pe Tracleer.

IIvevpovikn aptnplokn véptacn oystilopevn pue Aoinwén HIV

Yrdpyel mepropiopévn eumelpia omd KAVIKEG peAéteg pe n xpnon tov Tracleer oe aoBeveig pe [TAY
oyetilopevn pe Aotpwén HIV, vid Bepamneio pe avTipeTpoikd @opuokeuTikd tpoidvra (PA.
mapdypago 5.1). Mia uehétn arinienidpaocng ueta&d tov bosentan ko tov lopinavir + ritonavir og
VY dtopa £d€1Ee avENUEVEC GLYKEVTPMGELS bosentan 6To TAGGHO e TO LEYIOTA EMiMESD EVTOG TOV 4
TpOTOV Nuepadv Bepaneiag (BA. mtapdypapo 4.5). Katd v évapén g Bepaneiog pe Tracleer o
aoBeveic o1 omoiot ypeldlovtal EVIGYLUEVOVG [LE Titonavir avOGTOAELS TPWTEAGNS, 1 OVOYT| TOV AcHEVT
o710 Tracleer Qo Tpémel vo TapakoiovBeital 6TEVA, TPOGEXOVTAG WO0LTEPA, GTNV APYN TNG PACTG
évapéng, Tov Kivduvo voTaonG Kot TIG EEETAGELS TNG NIATIKNG Agttovpyiag. Ag pmopel va amokAeiotel
£€vag aLENUEVOG LaKPOYPOVIOG KIVOLVOC NTATOTOEIKOTNTOG KOl GLLLOTOAOYIK®OVY OVETIBOUNT®V
ovpPoapdtov 6tov To bosentan ypnoLoTOEITOL GE GLVIVACUO LLE AVTIPETPOIKE QOPLLOKEVTIKA
npoiovta. EEautiag Tov evdeyduevov trapéng aAniemnidpioemv oyeTilOUEVOV EOIKE [IE TNV
enaymyikn dpdomn tov bosentan oto CYP450 (BA. mapdypago 4.5), mov Ba propodcoav vo etnpeacovy
TNV OTOTEAEGHOTIKOTNTA TG OVTIPETPOTIKNG Bepameiag, ot acBeveig avtol mpémet emiong va
mapokolovBovvtal TpooekTikd 6cov apopd v HIV Xoipwén tovg.

ITvevpovikn vtEPTaon 0PEIMOUEVN GE YPOVIO. OTOQPUKTIKY Ttvevpovorddsio (XAIT)

H aocpddeia kor 1 avoyn tov bosentan peietnOnke oe o depevvntiky| perétn 12 efdopddwv, yopig
oudoa eréyyov, o 11 acBeveig e mvevpovikn veéptaon, Tov opeidtay o coPapn XAl (otadiov III
pe Baon v tagwvounon GOLD). [Tapatnpridnke adEnon tov aepiopov Kotd Aentd Kot peimon tov
KopeGoh 0&VYOGVOL KAl 1) TO GLYVY AvemIBOUNTN EVEPYELD TAV 1] SDGTTVOLO, TTOV ATOKUTOGTAONKE L
dlokomn Tov bosentan.

Zuyyopnynomn Ue GAAo QOPUOKEVTIKG TPOTOVTQ

H ovyyopiynon tov Tracleer pe kokAoomopivn A avtevdsikvotor (PA. mapaypdeovg 4.3 kot 4.5).

H ovyyopnynon tov Tracleer pe yAiPevkdapion, pAovikovaloAn kai pipoumikivn dev cuvietdtat. o
MEPLOGOTEPEG AETTOUEPELES, avaTpEETE TNV TOPdypopo 4.5.

H ovyyopnynon evdg avactoréa tov CYP3A4 kot evdg avactoréa tov CYP2C9 pe Tracleer npémet va
amoeegvyetot (BA. Tapdypagpo 4.5).

Ta dwonepdpeva diokia Tracleer 32 mg wepiéyovv pia Ty eowvoiaiavivng (Actaptaun — E951).
AvTo pmopet va givor emiPAopég yio avBpdOTOVS [LE PaVLAKETOVOLPICL.
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45  AMNAeMOPACES NE GALO QUPUUKEVTIKG TPOTOVTO KOl GALES popPEg aliniemiopaocng

To bosentan givai évag emaywyéag Tov 1coevidUmV Tov Kutoypmpatog P450 (CYP), CYP2C9 kau
CYP3A4. Aedouévoa, amd in vitro pekéteg vrodekvoovy 011 Tpokalel emiong emaywyn tov CYP2C19.
YVVETMG, 01 GUYKEVIPOGELG GTO TAAGUA TOV OVGLOV OV peTaforilovTal amd ta 1oévivpa avtd Oa
pewBovv pe v ovyyopnynon tov Tracleer. [Ipénet va AneBel voyn  TBavoTHT TPOTOTOMUEVNG
OTOTEAEGUATIKOTITOG TOV PUPUOKEVTIK®Y TPOiOVI®OV Tov petaforilovtor amd Ta 1eoévivua avtd. H
d0G0A0Yi0 TOV TPOIOVIMV QVTOV UITOPEL VO YPEWNCTEL TPOGAPUOYN UETE 0md TNV Evapén, TN LETAPOAN
NG 60G0A0YI0G 1] TNV AVOGTOAN TNG cuyyopnyovuevng Bepaneiog pe Tracleer.

To bosentan petaforiletor amd to CYP2C9 kau CYP3A4. H avoacstodn avtd@v tev 600 160evi0Umy
umopel va avénoet tn cuykEvipmaon Tov bosentan 6to TAGopa (BA. keTokovaloAn). H eridpaon tov
avactorémv Tov CYP2C9 ot cuykévipmon tov bosentan dev éyet peretndei. O cvvdvacpodg avtdc
TPEMEL VOL YPTCLLOTOLEITAL LE TPOGOYY].

Drovkovaloin ko alror avaoroleic twv CYP2C9 kor CYP3A4: H cuyyopnynon pe pAovkovaloan, 1
omoia avactélietl kupimg To CYP2CY, aAld o€ kamolo Pabuod kot to CYP3A4, pumopei vo mpokorécet
UeyOaAn avénon g ovykévipmong tov bosentan 6to TAdopa. O GVVIVAGUOG AVTOG dEV GUVIGTATOL.
['a tov 1810 A0Y0, N cLuYYOPNIYNOT EVOS 16YXVPOV avactoAéa tov CYP3A4 (6nwg m.y. ketokovaloin,
rtpokovaloAn M prrovoPipn) Kot evog avactorén Tov CYP2C9 (6nwg m.y. fopikovaloin) e 1o
Tracleer dev cuvictdrol.

Kovrlooropivy A: H cuyyopinynon Tracleer ko kukhloonopivig A (avaoToréas KOAGIVELPIVIG)
avtevoeikvotot (BA. mapdaypapo 4.3). Katd tn cuyyopnynomn, ot apylkés EAUYIOTES GLYKEVIPOGELS TOV
bosentan Ntav mepimov 30 Popég VYNAOTEPEG OO TIG GLYKEVIPDGELG TTOL LETPNONKAY LETA ATTd
yopnynon noévo bosentan. Xt otafepn) KATAGTUGT, Ol GLYKEVIPOGELG bosentan oto TAdoua NTov 3
£€m¢ 4 popég VYNAOTEPES O TIG GVYKEVIPADGELS UETA OO XOpNyNor povo bosentan. O pnyoviopog e
oAANAeTiOpaoN g aVTNG ival To TOAVOTEPO 1) AVAGTOATN TNG EIGOO0V, O10. LEGM TMV TPWOTEIVMOV
petapopdg, Tov bosentan ota nratokHTTAPO Ao TV KuKAocTopivy. H cuykévipmon g
KukAoomopivng A (éva vrootpopa tov CYP3A4) oto mAdopa petmbnke katd 50% mepimov. Avto
péAdov opeiretan oty emayawyn tov CYP3A4 and to bosentan.

Tacrolimus, sirolimus: H cuyyopnynon tacrolimus 7 sirolimus pe Tracleer dev éyetl peketnOei otov
avBpomo, aAAd 1 cuyyopnynon tacrolimus 1 sirolimus pe Tracleer pmopel va odnynoet o€ avEnuéveg
GLYKEVIPMGELS TOL bosentan 6To TAGCHA, KOT® avaAoyia TG GLYYOPNYNoNS He Kukhoomopivn A. H
ovyyopnynon Tracleer pmopel vo EAATTOGEL TIC GLYKEVTIPMGELS TOV tacrolimus ko Tov sirolimus 6to
midopa. ['V avtd to Adyo, n cuyyoprynomn Tracleer pe tacrolimus 7 sirolimus dgv cuvietdral. Ot
aoBeveic mov yperdlovtal aVTovg TOVG CLVOLAGHOVS TPETEL VA, TOPAKOAOLOOVVTOL GTEVE YU
avemBounta cupPauata wov oyetiCovral pe to Tracleer, kKaBmg Kal Yol TIC GUYKEVIPAOGCELS TOV
tacrolimus/sirolimus Gto aipa.

Tfevicdauion: H cuyyopfiynon bosentan 125 mg d1g nuepnoing eni 5 nuépeg peimoe Tig
GLYKEVTPMGELS TNG YMPBeVIAapidng (éva vrootpopa Tov CYP3A4) oto mhdopa katd 40%, pe
EVOEYOLEVT] OTUOVTIKY UEI®OT TNG LIOYALKOIKTG Opdong. Ot cuykevipdoelg Tov bosentan 6to
TAGGLO peidOnkay eniong kotd 29%. Emnpocheta, mapatnpndnke peyadldteprn cuyvotnta avénong
TOV QUIVOTPAVGPEPASOV 6€ acbeveic vd Tavtoypovn Bepancia. Toco N yYAPevkAauidn 6Go Kot 1o
bosentan avactéAAovv TV avTiio 0TEKKPIONG XOMKOV OAATOV, YEYOVOG TTOV propel va eEnynost Ty
avénon tov apvotpavePepacs®mv. O cuvdvacUOg aVTdg dev TPEMEL VO YPNCLLOTOLEITAL. AEV VTLAPYOLY
SL00€01L0 GTOLYELN AVAPOPIKA LE TN POPLOKEVTIKT OAANAETIOpOGT UE TIG GALEG GOVAPOVLAOVPIES.

Pipopmixivy: H cuyyopiynon oe 9 vy dtopa tov bosentan 125 mg 600 popéc v nuépa yuo

7 NUéPEG Ue PLapmiKivn, Tov eivat 1oyvpdc enaywyéag tov CYP2C9 kat CYP3 A4, eldttooe TIg
GLYKEVTPMGEIS TAGGHATOG ToV bosentan katd 58%, kot 1 eAdTTmoN avt £pTace péypt kot 6to 90%
oe éva atopo. Katd cuvémeia, avapévetol oniovTiky EMATTOo TG 0pAacTg Tov bosentan 6tav
ovyyopnyeital pe pipoumikivn. H cvyyoprynon pipoumikivng kot Tracleer 6ev cuviotdrtat. Agv
vIapyovv dedopéva yio dAhovg eraymyeic tov CYP3A4, 6mwg givorl n kapPopalenivn,
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oawvoBapprrain, n eawvvtoiviy Kot to fotovo St. John’s, aALd 1 TaLTOY POV XOPYNGT| TOVG
OVOUEVETOL VOL 00T YNGEL G€ EAATTMON TNG GLOTNUATIKNG kBeong oto bosentan. Agv pmopei v’
OTOKAEIGTEL KAIVIKA OTLOVTIKT EAATTMGCN TNG OMOTELECUOATIKOTITOG,

Lopinavir + Ritonavir (ko1 Aoirwoi evicyvuevor ue ritonavir ovootoleic npwteaons): H cuyyopfynon
bosentan 125 mg 0o popéc v nuépa kar lopinavir+ritonavir 400+100 mg 600 @opég tnv nuépa yio
9,5 nuépec oe vyieic eBelovtés, eiye mG amOTELEGA APYIKES ELAYIOTEG CLUYKEVTPMOELG bosentan 6To
TAAGLOL 01 0TToieg NTay mEPImov KaTd 48 opég peyahhtepeg amd exeiveg Tov petpriOnKay Eneita amod
yopnynon uévo bosentan. Tnv nuépa 9, o1 cLYKeVTPMGEIS TOL bosentan 6To TAAGU TAV TEPITOL 5
QopEC VYMAOTEPES 0’ O,T1 e To bosentan yopnyovpevo puovo tov. H avacstodn g €16650v pEGm TV
TPOTEIVOV LETAPOPAS oTa NrotokvTapa Kot Tov CYP3A4 and ) pirtovafipn, n onoio LEOVEL e
oVTOV TOV TPOTO TNV AIOLAKPVVGT TOL bosentan, givatl To mOAvVOTEPO OTL TPOKUAEL VTNV TNV
aAnAieniopaon. Otav yopnyeitatl tavtdypova pe lopinavirt+ritonavir 1 GAAOVG EVIGYVUEVOVS LE
ritonavir avaoTtoAgic Tpmtedong, n avoyn Tov acbevi| oto Tracleer Oa Tpémel va TapakoiovBeitar.

Metd and cuyyopnynon pe bosentan yio 9,5 nuépeg, n éxbeom tov TAdouaTog o€ lopinavir kot
ritonavir petwdnke og KAMvikd pn onpovtiko fadud (katd nepimov 14% ko 17%, avrtictoyya).
Evtovtoig, pmopel va punv lxe emrevyfel mAnpng eraymyn amd to bosentan Kot 6 Pmopel va
OTOKAEIGTEL TEPAULTEP® UEIDGT TOV OVOGTOAEWV TPMTEACNG. ZVVICTATOL 1] KATAAANAN
napaxorovOnom e HIV Bepaneioc. ITapopoteg emdpdoeig Ba mpémel va avapévovto pe dArovg
EVIOYLUEVOLG L prTovaPipn avactoleic mpwtedone (PA. mapdypagpo 4.4).

AMor avuipetpoiroi wapayovieg: Ag umopodv va Yivouv e101K€G GLVGTAGELS OGOV APOPE TOVG AAAOVC
SfEaong avTpeTpoikovg mapdyovtes, AOym g EAAelync otoyeionv. EEmtiog g onpavtikig
NTATOTOEIKOTNTOG TOV nevirapine mov o Uropovoe va Tpootebel 6TV NIOTIKY TOEIKOTNTO TOV
bosentan, avTdc 0 GVVILAGUOG O GLVIGTATAL.

Opuovike avricoiinmuxa: H cvyyoprynon tov bosentan 125 mg 0o popég v nuépa yia 7 nuépeg e
pia Lovo 8661 AVTICLAANTTTIKOD TTOV YopTYEiTal amd GTOUATOG Kot TEPLEYEL vopediotepovn 1 mg +
gbuvvrolotpadiodn 35 mcg, odnynoe o€ ehdttmon e AUC g vopediotepdvng Kot g
eBuvvlototpadioing katd 14% kot 31% avtictorya. Opmc, n eddttwon oty ékbeon aviibe oe 56%
Kol 66% avtictolya oe pepovouéva dtopo. I't” avtd 1o Adyo, LoV TOLG TO AVTIGVAANTTIKA TOV £XOVV
Baon tic opuoveg, ave&optTmg TG 0600 yopnyNong (dNA. and GTOUATOG, EVESLULA, SLUOEPUIKA 1)
gpputevopeva) dev Bempovian aomoteg péBodot avticvAANyNG (BA. Tapaypdpovg 4.4 kot 4.6).

Boppapivy: H cuyyopiynon bosentan 500 mg d1g nuepnoing eni 6 nuépec 0dnynoe o€ peiwon tov
GLYKEVIPMGE®MV GTO TAAGHO TOG0 TNG S-Pappapivig (éva vrdotpope tov CYP2C9), 660 kat g R-
Bappapivng ( éva vroctpopa tov CYP3A4) katd 29% won 38% avtictoya. H khvikn epneipio amod
T cvyyopnynon bosentan pe Bapeapivn oe acOeveic pe [TAY dev 001yN0E G€ KAVIKA GNUOVTIKES
petaforég Tov Aoyov INR 1 tng 06omc ¢ Papeapivng (apyikég TYWEG EVOVTL TOV TIUAV KOTA TO TELOG
TOV KMVIKGV peretdv). Emmpocheta, n cuyvotnta tpononoinong g d6ong g Papeapivng Katd v
SLAPKELD TOV KAWVIKOV HEAET®V, AOY® petafoidv oto INR 1 Adyw avemBountov coppapdtov, ntav
mapopola peta&d tov acbevov vo Oepaneio e bosentan kat ekeivav Tov ELoPay EIKOVIKO GAPUAKO.
Agv anorteitanl 60coA0yIKY pOOUIGN TG PapPopivig Kot TAPOUOIDV OVTITINKTIKOV TOPOYOVI®V OO
GTOUATOG KOTA TNV Evapén xop1yNong Tov bosentan, GuUVIGTATOL OUMG EVIOTIKT TAPAKOAOVHN O™ TOV
INR, dwaitepa katd tnv mepiodo Evapéng Kot Katd tnv tepiodo avénong g ddong.

2ZiuPoorativy: H cvyyopriynon tov bosentan 125 mg 81 nuepnoing eni 5 nuépec 0dnynoe o peimon
TOV GLYKEVIPMOEMY 6TO TAAGHa TG ouPactotivng (éva vrootpopa tov CYP3A4), kabdg kot Tov
gvepyoL B-vdpo&vo&éoc petaforitn g katd 34% kot 46%, avtictorya. Ol GLYKEVTPDOGELS GTO
mAdoua Tov bosentan dgv exnpedotniay amod T cuyyopnynon cwpactativng. [pénel va e&etaotel T0
EVOEYOLUEVO TOPOKOAOVONONG TOV EMTEI®V TNG YOANOTEPOANG, KO EVOEYOLEVNG TPOGOUPLOYNG TNG
docoloyiag.

Kerorovaloln: H cuyyopfynomn tov bosentan 62,5 mg 61g nuepnoing eni 6 nuépes, pe Ketokovaloin,

oyvpo avactorén Tov CYP3A4, 0d1ynoe 6yed0V o€ OUTANGLOGIO TOV CLYKEVIPMOGE®Y ToL bosentan
070 TAAcpa. Agv Oewpeitol amapoitntn 1 Tpocapproy” g docoroyiog tov Tracleer. [Tapdro mov dev
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damoTdbnkav e ueAETeG in VIvo, avapugvoviot mapdpoteg avENGELS 6TIS GVYKEVTIPDOOELS TOL bosentan
670 TAAGHLO, e TOVG AAAOVC 1GYLPOVG avacToreic Tov CYP3A4 (6nwg 1 ttpakovaloin M n
prtovafipn). Qotoco, 6Tav cuvovaletat pe avactoréo CYP3 A4, o1 aobeveig pe petopévo
petaporioud tov CYP2CI dwatpéyouvv kivouvo avénong Tmv cLYKEVIPOGE®Y TOV bosentan 6To
TAQG L TTOV popel vor £xouv HeyaAbTepn vtaot), 0dNy®VTog £T61 o€ duvnTikd emPAafr| avemiBounta
cuppdpoata.

Enonpootevoiny: Ta meplopiopéva otoryeio mov eAednoav and po perétn (AC-052-356,
[BREATHE-3]) xoatd tv omoio 10 mtoudiatpikoi acbeveic Elafav cuvévacud bosentan kot
EMOTPOCTEVOANG, £0€1EAV OTL, LETE 0T YOPTYNOT TOGO HOVIP®V OGO KOl TOAAATADY HOCGEMV, Ol TIUES
Chax kot AUC tov bosentan 1jtav Tapopoleg 6toug acbeveic mov Eafav 1 dev EAafav cuveyn €yyvon
emomPocTeEVOANG (BA. Tapdypago 5.1).

2iloevopiln: H cvyyopiynon tov bosentan 125 mg 600 popég tnv nuépa (otabepn KaTdoTaom) LE
odevapiln 80 mg tpeig popéc v nuépa (otabepn Katdotaon) eni 6 nuEPe o€ VYielg eBehovTég
oodnynoe ot eAdrtmon g AUC g othdevapiing kot 63% kot oe avénon g AUC tov bosentan
katd 50%. XuvieTdTon TPOGOYT OTIG TEPUTTMOGELS GLYYOPTYNOTG.

Tadorapiln: To bosentan (125 mg 800 @opéc ™V MUEPR) EAATTMOVEL TN GLOTNUOTIKY EkBeon NG
tadoroeiing (40 mg pio @opd v nuépa) Kot 42% Kot TNV Chax Katd 27% peTd Tn cuyyopniynon
noloanAdv docewv. H Tadarapiin dev ennpéoaoce v ékBeon (AUC kat Chax) TOL bosentan 1 tov
peTafortdv Tov.

Aryoéivy: H ouyyopnynon bosentan 500 mg dvo gopéc v nuépa ent 7 nuépeg pe dryo&ivn peimoe v
AUC, m Cpax kot T Cpin TG Sryo&ivng xatd 12%, 9% kot 23% avtictoyya. O unyovicpds g
oAAnAemidopaong avTg uropel va givar 1 eraywyn P-yAvkonpoteivov. H aAlnienidpaon ooty
mBavotata dev EYEl KAIVIKY ONUOGiaL.

Houdratpicdg minBuopog
Meléteg aAANAETOPACE®Y £YOVV TPAYHOTOTOUOEL LOVO O EVIAIKEC.

46 TovipdétnTa, KH1I6N KO YoAov)ia

Kinon

Meléteg oe (Do KatédelEay avamapay®yikn ToEkoTnNTa (TEPATOYEVETIKOTNTA, EUPpLoTOIKOTN T,
PAéme mapdypapo 5.3). Agv vadpyovv alldmiota oToryelo oYETIKA pe T ¥prion Tov Tracleer 6tig
€yK0ovg yovaikes. O mhoavog kivouvog yia tovg avBpmmovg eEakorovbel va Tapapével dyvootog, To
Tracleer avtevdeikvutor oty komon (BA. mapdypaeo 4.3).

Tuvaikec pue duvoatdTNnTo TEKVOTOINGMC

[pwv v évapén Bepaneiag pe Tracleer o€ yovaikeg pe dvvatdTnta TeEkvomoinong, Oo tpénetl va
eléyyetan 6TL 1 yuvaika dgv givar £YKLOG, VoL TPOGPEPOVTAL KATAAANAES GUUPOVAES AVAPOPIKA LIE
a&omoTteg LeBOOOVE OVTICOAANYNC Kal va Eekivd 1 ypnom a&ldmioTne pebddov avticvAInync. Toéco
o1 aobeveig 660 kat 6601 divovy cuvTayn TPEREL Vo, YVmpilovy 0TL, AdY®m SLVNTIKOV
QOPLOKOKIVITIKOV 0AANAETIOpacewy, To Tracleer evoéyetal va KOTAGTHGEL AVOTOTEAEGLOTIKG TOL
OPHOVIKA ovTICVAANTTTIKG (BA. Tapdypa@o 4.5). ZUVERMC, 01 YOVAIKES [LE dUVATOTNTA TEKVOTTOINGNG
dgv TPEMEL VOL YPNGLLOTOLOVY OPLOVIKE AVTIGVAANTTIKA (CUUTEPIAUUPOVOUEVEOV TOV LOPOOV TOV
YOPNYOVVTUL OO GTOUATOG, TV EVEGIUWOYV, TOV SIUOEPUIKDV 1] TOV ELPVTEVCIUOV LOPPDV) G
povodikn pEBodo avTicOAANYNG, OAAG TPETEL VO YPNCUYLOTOOVV KATOl0 TPOGHETN 1| EVOAAAKTIKY
0&10moTn HEB0dO aVTIGOAANYNG. X TEPITTOON TVYOV AUPLPOALNG MG TPOG TIG CLUPOVAES TIC CYETIKEG
LE TNV aVTIGVAAN YT oV Oa TPETEL VAL TPOCPEPOVTOL GE UI0L GVYKEKPLUEVT acBevn, GuVIeTATOL
EMIGKEYN GE YUVOIKOAOYO. Ady® TNG SuvaTOTNTOG ATOTVYIOG TNG OPLOVIKNG OVTIGOAANYNG KOTA TN
Oepamneio pe Tracleer kot Aappdvovtog emxiong vaOY™N TOV KIVOLVO OTL 1] TVELUOVIKN VITEPTOOT
EMOEWVAOVETOL GOPapd KT TNV €YKLHOGUVT, KaTd TN Bepancio pe Tracleer, cuvictdrol ) ektédeon
dokyaciog KUNoems Kabe pva MGTE VoL EMTPETETAL 1] £YKULPT] AVIXVELGOT EYKVLOGHVNC.
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Oniacpdc

Agv glval yvootd Katd toécov To bosentan amekkpiveTol 6To UNTPIKO YaAo Tov ONAacpov. Agv
ocvviotdral o Onhaoude katd t Oepamneio pe Tracleer.

Tovipdtta

Meléteg oe (Do £dei&av emdpacelg 6Tovg Opyels (PA. mapdypoao 5.3). Xe UeAétn mov ePedVNGE TIG
emdpdoelg Tov bosentan otn Agitovpyio TV Opyewv oe avipeg acbeveic pe [MAY, 8 and tovg 24
acfevels elEAVICOV UELMUEVT] CLYKEVIPMON ONEPUATOS CLYKPITIKE pe v €vapén kotd 42%
TovAdyloTov votepa omd 3 N 6 unveg Oepameiag pe bosentan. Me Pdon ovtd To gvpruaTo Kot
TPOKAIVIKG 0€00UEVA, OEV UTOPEl VO OMOKAEIGTEL TO €VvOEXOUEVO OTL TO bosentan €xet emiPAcfn
EMIOPAON OTI CMEPUATOYEVEST] TOV AVIPAOV. ZTO OyOPla, OV UTOPEL VO ATOKAEIGTEL 1| LOKPOYPOVIKL
eninTmon ot yoviudtnto, et amd Oepameia e bosentan.

4.7 Emopacelg 6TV IKOVOTITO 001]YN61S KOl XEIPIGHOD Uy OVILATOV

Agv poypotomombnioy e01kég pehéteg yia va a&toloyn0el ) aueon enidpaon tov Tracleer otnv
KOVOTNTO 001 YNONG KOl EPIOUOV pnyavnuatov. Qotdco, 1o Tracleer pnopei va mpokarécel
vroTOoT, e CVUTTOUATA (AANC, BaUTnC OPUCNC 1] CVYKOTNG, 1| OTOi0, LTOPEL VO EMNPEACEL TNV
KavOTNTO 001 YNNG 1] YEIPIGHOD HIYOVILATWOV.

4.8 AvemOounteg evépyeleg

2 20 eleyyOUEVES PE EIKOVIKO PAPUOKO LELETEG, TTOV TPAYLOTOTOMONKAV GE d14(pOpEG OepameEVTIKEG
evoei&elg, ouvolkd 2.486 acBevelg vmofAndnkav ce Bepamneia e bosentan og npepnoleg 0OGELS TOL
Kopaivovtay omd 100 mg émg 2000 mg evad 1.838 acbeveic AduPovay sikovikd eapupako. H péon
dupkela Oepaneiog nTav 45 gfdopdadec. Opiotnray ot avemBOUNTEG EVEPYEIEG OC GLUPBAVTO TTOL
gupaviomkay oto 1% Tovidyiotov v acdevav mov Adufovayv bosentan Kot 6 cuxvOTNTO
tovAdyiotov 0,5% peyoddtepn amd auTiV ToL EIKOVIKOD @apudikov. Ot o cuyvég avemBounteg
evépyeleg etvar movoképarog (11,5%), oidnua / katakpdtnon vypodv (13,2%), un pucioloyucég
dokipacieg nratikng Aettovpyiog (10,9%) xat peiwon avorpiog / apoceapivng (9,9%).

H Bgpamncio pe bosentan cuoyetiotnie e 60G0eEAPTOUEVES AVENTELS TOV OLUVOTPUAVGPEPUTDY TOV
NTOTOG KAl LEIDGELG OTN GLYKEVIPWOOT apocalpivng (BA. mapdypapo 4.4).

Ot avemBOunteg evépyeteg mov mapotnpnOnkay oe 20 eheyyOUEveS e EIKOVIKO @APUOKO LEAETES LLE
70 bosentan Kot KOTq TNV EUTELPIQ, LETA TNV KVKAOPOPID GTNV ayOpd TAEIVOLOVVTAL OVAAOYQ LE TN
oVYVOTNTA TOVE YPNOILOTOLDVTAS TV akOAOLON TTapadoyn: moAD cuyveg (>1/10), cuyvég (>1/100 émg
< 1/10), oy ovyvég (21/1.000 éwg < 1/100), omdvieg (=1/10.000 £mg < 1/1.000), ToAD omdvies (<
1/10.000), un yvootég (dev umopoidv va, ektiunfovv pe Baon to dtabéciio dedopéva).

Evtog ka0e kotnyopiog ocvyvotntog epedvions, ol avemBounteg evépyeleg mopatifevral katd
oBivovsa oepd cofapdtntac. Asv TapoaTnpRONKaY KAVIKA GYETIKEG SL0POPEG O aVETIBVUNTEG
evépyeleg HETAED TOL GUVOAOV JESOUEVAOV KOl TOV EYKEKPIUEVMV EVIEIEE®V.

Kotnyopia / opyoviké cootnuo | Xvyvéotnta AvemOountn Evépysua
Alotapoy€G TOU OUOTOMTIKOD Kol | XVuyvEG Avoia, peiowon apocseaipivng
AELOUKOD GLGTNUOTOG (B\. mapdypago 4.4)

Mn yvootég Avapio M| petocelg

OLLOGPALPIVIG TTOV ATALTOVY
HeTayylon epubpav

OLLOGPOPIOV
Oy cvyvég Opopfonevia’
Oyt ovuyvég Ovdetepomevio, Aevkomevia'
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Alotapoyég avoGomomTIKO Xoyvéc Avtidpdoelg vepgvancinoiog
GUGTILLOLTOC (6m¢ deppoTition, Kynopog Kot
eEGvOn L)
Yravieg Avaevro&io kaum
ayyetooidnua’
Awtapoyég Tov veupikon IToA0 cvyvég Kepoalyia®
GUGTNLOTOG Supvéc Soykomn
OpBolukég droTapayég Mn yvooTtég Ooumn 6pacn’
Kopdiakég datapoyés Xuyvég AicOnpo mopdv
Avyyelokég dStatopayEc YoyvEC "E&oym
XoyvE Yrotoon”*
Alotapoyég TOV aVATVEVGTIKOV Xoyvég Pwiki cuppdpnon’”
GULOTILLOTOG, TOL BMPOKO KAt TOV
uecowpaKiov
Awotapoyég TOV YOOTPEVTEPIKOD Xuyvég laotpooicopayikn
moAvdpounon
Aldppota,
Awotapoyég ToV NIOTOC KAl TV IToA0 cvyvég Mn @LGLOAOYIKEG SOKIUOGIES
YOANPOP®V nratikng Aettovpyiag (BA.
mapdypaeo 4.4)
Oy ovyvég AVENCELS AULVOTPOVOPEPACNS
oyetilopeveg pe nratitido
(ovumepriapfovopévng
EVOEYOUEVNC EMOEIVOOTG
VTOKEIUEVN G NITATITIONG) KoM
iktepo’ (BL. mapdypago 4.4)
Zrbvieg Kippwon fimatog, nmotikn
OVETOPKELNL
AloTopayéG TOL SEPHOTOC KOL TOV | ZVYVEC EpvOnua
VTOJOPIOV 1GTOV
evikég dratapayéc ko [ToAvd cuyvéc Oidnua, KatakpdTnon vyphv’
KOTOGTAGELS TNG 0000 YOPNYNONG

1o 3edopéva mpoépxovial omd TV epmetpior LETA TV KLKAOQOPIt 6TV 0yopd, 01 GLXVOTITES PUGILOVION G GTUTIOTIKG
LOVTELO BEGOUEVAOV OO EAEYYOUEVES LE EIKOVIKO PAPLOKO HEAETEC.

2 Avudpéoeic vrepevatodnoiog avagéptnkav 610 9,9% tmv acdevdv Tov Adupavay bosentan kot 610 9,1% TV acbeviv
oL AApBovoy EIKOVIKO GAPLLAKO.

¥ Kepahohyia avapéptnke oto 11,5% tov achevdy mov AduBavay bosentan kat 6o 9,8% twv acbevdv mov Adupavay
EIKOVIKO PAPLOKO.

* AVT0i 01 TOHTOL AVTISPUCEDY PTOPODY ETIGTG VO GUGYETIGTOOV LIE TV VPLOTALEVT VOGO.

¥ Oidnpa 1 katokpdTnon vYPHV avaeépdnke oto 13,2% tav asbevdv mov AduPavay bosentan kot oto 10,9% Tev achevhv
OV AMAUPOVOY EIKOVIKO PAPLLOKO.

Koatd v mepiodo petd v Kukhopopia otny ayopd avapEpOnioy ondvieg TePTOCELS OVEENYNTNG
NTATIKNG Kippwong petd and toapotetauévn Oepaneia pe Tracleer o aocbeveic pe moAlomAég
GLVVOCTPOTNTEG KOl Depomeieg e POPUAKEVTIKG TPOTOVTA. YTAPEAY EMIONG GTAVIEC AVAPOPEG
NTOTIKNG OVETAPKELNS. AVTEG Ol TEPIMTMOGELS EVIGYVOVV TN GNUAGIO TNG OVGTN PTG THPTOTS TOV
UNVI0iOL YpOVOSLOyPAUUATOS Y10 TOPAKOAOVON O TG NIATIKNAG AELToVpYiog 6T SIEPKELD TNG
Oepanciog pe Tracleer (BA. mapaypapo 4.4).

TMowwarpikde tAnbvoudc

Mpn eleyyoueves khivikég ueléteg oe maidlatpikois acteveis

To mpoPik acEAAELOG GTNV TPMTN LN EAEYYOUEVT] LEAETT) Y10 TALOIOTPIKOVS 000EVEIC TOV
TPOYUATOTOMONKE PE TO EMKAAVUUEVO e Aemto vuévio dlokio (BREATHE-3: n = 19, didueon niwia
10 et@yv [gVpog 3-15 etadv], avoytg emonuavong bosentan 2 mg/kg 600 popég nuepnoing, didpketo
Oepaneiog 12 efdouddeg) ToV TOPOUOLO e AVTO TOL TAPATNPNONKE OTIC TAOTIKEG HEAETEG OF
evihkegc aoBeveic pe ITAY. Ztnvy BREATHE-3, o1 cuyvdtepeg avemBounteg evépysteg nrav Eoym
(21%), keparadyio Kot U1 QLGLOAOYIKEG SOKIUAGIES NTOTIKNAG AEtTovpyiag (ékaotn 16%).

36




SVYKEVTPOTIKT OVAALGOT) [T EAEYYOUEVOV TOUOIUTPIKAOV HEAETMV OV TTpayotortomndnkay oty [TAY
pe bosentan 32 mg diaonepodpevo diokio (FUTURE 1/2, FUTURE 3/Enéxtacn) cvunepiélope
ovuvoAlka 100 moudid mov Adupavay bosentan 2 mg/kg 6o popéc nuepnoiong (n = 33), 2 mg/kg tpeig
@opéc nuepnoing (n =31) N 4 mg/kg dvo popég nuepncing (n = 36). Katd v eyypaen otn pnerém,
¢E1 aoBeveig rav petad 3 pnvav kot 1 €tovg, 15 modid oy petadd 1 kot Arydtepo amd 2 TV Kot
79 Arav peta&o 2 ko 12 etov. H didpeon didpketa Oepaneiog tav 71,8 efdopddeg (vpog 0,4—258
€BOOLAdES).

To mpoPil ACPAAELNG GE AVTNAV TN CUYKEVIPOTIKY OVAAVCT] U] EAEYYOUEVOV TOOLUTPIKAOV LEAETOV
Ntav OLO10 e EKEIVO OV TTapUTNPNONKE OTIC TAOTIKEG dOKIUEG oe evijhikeg aoBeveig ue TTAY, pe
e€aipeon Tig AOUMDEELS, TTOV avaPEPovToY cuyvoTtepa am’ 6,Tt 6Tovg eviiiikes (69,0% évavtt 41,3%).
AVt 1 SlQopd 0T GLYVOTNTO TOV AOUDEE®V PUTOPEL VO, OQEIAETOL €V PEPEL OTT] HEYOADTEPT
duapkela g nuéomng ékbeong ot Bepaneio otov TaudtoTpikod mAnbovoud (didpeon ddpkewa 71,8
€BOOLAdES) cLuYKPLTIKA pE ToV TANBLoIS TV evnAikov (Léon ddpketa 17,4 efdoudoeg). Ot mo
GLYVEC AVETIOVUNTES EVEPYELEC NTOV OL AOTUAEELS TNG AVATEPTC OVATVELGTIKAG 000V (25%), 1
vevpovikt (aptnpoxn) vaéptacn (20%), n pwvoeapvuyyitida (17%), n mopesia (15%), o épetoc
(13%), n Bpoyyitda (10%), To Ko1AaKd dryog (10%) ko ddppora (10%). Agv vanpye GYETIKY
Sapopd GTIC GLYVOTNTEG TV AVETIBVUNT®V evePYEL®V HeTalh acBevav nAikiog dve Kot KaTo twv 2
ETOV, ®6TO00 T0 gVpNUa owtd Pacileton povo oe 21 modd niwiog KaT® TV 2 €TV,
ocvuneptiappavopévev 6 acbevav nhkiog and 3 unvov Eoc 1 étove. AvemBounteg evépyeleg Tov
oyetiovtol ue avouaAieg ToL HITOTog Kot avaipio/peinon aposeopivng ekonimdnkay 6to 9% kot
5% tv acbevov, avtioTotya.

2€ L0 TUYOOTTOUNUEVT] EAEYYOLEVT LLE EIKOVIKO (APUAKO UEAETT, TOV TPOAYLATOTOONKE 0 acheveig
ue EITYN (FUTURE-4), cuvolkd 13 veoyva élafov daomeipopevo diokio bosentan og 66om 2 mg/kg
Vo popéc nuepnoing (8 acbeveig AdpPavay eikovikd appako). H péon dudpkela Bepaneiog pe
bosentan kot glkoviko edppoko frav avtiotorya 4,5 nuépeg (evpog 0,5-10,0 nuépec) ko 4,0 nuépeg
(ebpog 2,5-6,5 nuépec). Ot mo cvyvég avemBounteg evépyeleg otovg acbeveig mov AduPavay bosentan
KOl EIKOVIKO QAPLOKO, avTioToLy o, NTaV avalpio 1 peimon g apoceotpivig (7 kot 2 acbeveig),
yevikevpévo oidnpa (3 kot 0 acBeveig) kan épetog (2 kan 0 acbeveiq).

Epyaotploxéc dwotapayic

Mpu pooroloyikés doxyoaies nratikng Aertovpyiog

270 TAQIG10 TOV KAVIKOU TPOYPALLOTOS, YEVIKA ELPAVIOTIKAY S0G0EE0PTOUEVES CVENGELS OTIC
OUVOTPAVOPEPAGES NATOC PLECT OTIS TPDTEG 26 gfdonddec Oepameioc, avamtoydnkav cuvinBmg
GTOOLOKA KoL )TOV KUPI®MG AGVUTTOUATIKES. MeTd TV KuKAo@opia TOV @apudikov, VIPEAY GTTAVIEG
ovapOPES KippmoNG TOL NIATOC KO NTTOTIKNG OVETAPKELOG.

O unyovioudg TG TE avemBouunTng evépyelag ivatl ayvmotog. Avtn 1 avénon tov
QULVOTPOVOPEPOCHY UTOPEL Vo avacTpapel avBopunta evocm cuveyileton ) Oepaneio e 00GELG
ocvvtipnong tov Tracleer | petd amd peiwon g d0GoA0YING, EVOEXETAL OUMG VAL YPELOCTEL TPOCMPIVN
daxomnn N oploTikdg TeppaTiondc ¢ Oepameiog (PA. Tapdypago 4.4).

2116 20 0AOKANPOUEVEG EAEYYOLEVEG LE EIKOVIKO PAPUAKO HEAETEC, TOpaTPRONKE AOENON TV
NTATIK®OV opvotpovepepacmdv > 3x ULN mapatnpinkav oto 11,2% tov acbevov mov Elafov
bosentan o€ cuykpion e 2,4% tov achevov mov Edafav ewovikd edppako. [Hapoatnpndnkay
avénoelg émg > 8 x ULN aoto 3,6% tov acbevav mov Adupavav bosentan kot oto 0,4% tov acdesvav
oL AApPavay eiovikd eapuako. Ot avENCELS TOV AUVOTPAVEPEPUCHY GYETIOTNKAY LE ovENIEVN
yxorepuBpivn (= 2 x ULN) yopic amodeiktikd ototyeio andppaéng twv xoAneopwv oto 0,2%

(5 acbeveic) pe To bosentan kat 6to 0,3% (6 acbeveic) pe T0 EIKOVIKO PApLOKO.

21t ovykevipotikn avaivon 100 modiov pe [TAY amd tig un eheyydpeves maldloTpikés LEAETEG
FUTURE 1/2 xou FUTURE 3/Eméxtaocn, mapatnpnonke avénon 1oV apvoTpavepepac®v NTatog > 3
x ULN o610 2% TtV 060gvav.
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> perétn FUTURE-4 mov cvumepiédafe 13 veoyvd pe EITYN mov AduPovay bosentan 2 mg/kg dvo
Qopéc muepnoing vy Ayotepo amd 10 muépeg (gvpog 0,5-10,0 muépeg), dev eupovioTnkoy
TEPIOTOTIKG HE opvoTpovoeepdceg NMmatog > 3 x ULN omn didpkewn tng Oepameing, m®otdG0
EUPAVIOTNKE £VO TEPLOTATIKO NIATITIONG 3 MUEPES PETA TO TEAOG TG Oepameiog e bosentan.

Awoopaipivy

2TIG EAEYYOUEVEG LE EIKOVIKO PAPLOKO LEAETEG GE EVIMKEG, LEIMOT TN GVYKEVTPMONG TNG
alpocpapivng £mog katw amd 10 g/dl cuykpitikd pe tig apyikég Tiuéc avapépdnke oto 8,0% tov
acBevav mov AauPavav bosentan kot 6to 3,9% TV acbevav Tov Adupavoy eucovikd eapuako (PA.
Tapaypoeo 4.4).

21 ovykevipoTikn aviivor 100 modiev pe [TAY amod tig un eleyyopeves Todlotpikég LEAETES
FUTURE 1/2 xon FUTURE 3/Enéxtaon, peimon g cuYKEVIP®ONG OUOGPAPIVIG GUYKPITIKE [E TIG
APYIKES TIHES Em¢ Ko katm omd 10 g/dl avapépbnke oo 10,0% tov acbevav. Aev vipée kopio
ueiwomn o€ Tipn kot amd 8 g/dl.

> perétn FUTURE-4, 6 and 13 veoyva pe EITYN mov AdpPavav bosentan epugdvicoy peimon g
OHOCPOIPIVNG Ao TN EVTOC TOV E0POVG AVAPOPAS KOTE TNV EvapEn 6€ T KAT® amd TO KOTOTEPO
OP10 TOV PLGIOAOYIKOV OTT dLdpKel TG Oepameiag.

Avopopd mhavoloyovuevev avemfountov evepyEIOHV

H avagopd mibavoroyoduevoy avemBOunTtmv evepyelmy PETH amd TN yopnynon aoslog kukiopopiag
TOV QUPUAKELTIKOD TPOIOVTOG etvar onpavtiky. Emitpénet n cuveyn mapakorovnon g oxéong
0PEAOVG-KIVOHVOL TOV QUPUAKEVTIKOD TPOIOVTOG. ZNTEITUL At TOVG EMAYYEAUATIEC VYELQG VL
avaPEPOVY OTTOLEGONTOTE TOOVOAOYODUEVES OVETIOVUNTEG EVEPYELEG LECH TOL EOVIKOD GLGTILOTOG
ovopopds tov avaypdeetot oto [Hopdptmua V.

49 Ymepoocoroyia

To bosentan yopnynbnke ce pepovouéveg 06ce1g wg kat ta 2.400 mg o€ vyu] ATOO KOl GE dOGELS MG
Kot To 2.000 mg/muépa ent 2 unveg og acbeveic pe AN voco, TAnv g aptnplokng vaéptaons. H mo
ovyvn avemlfouUNT™ avtidpacn NTov KeQoAodyio eAaPPAC £0¢ LETPLUG EVTOOTG.

YrepPoiikd peydieg 00GELG EVOEYETAL VAL OOT[YGOLY GE £VTOVT VIOTAGT], Y10 TNV OVIWETMOTIOT TNG
omoiog amatteital vepyn kapdlayyelokn vrootHpiEn. Metd v kukAoeopio ToL QUPUAKOV, VINPEE
pio mepintwon vrepdocoroyiag, otnv onoin évag dppevag £pnPog acdevig élafe 10.000 mg Tracleer.
Eiye copntopato vavtiog, epétov, vwotaonc, {aAng, epidpmong kot Baurng 6paonc. Avévnye
EVTEAMG €VTOG 24 pdV, e VTOoTNPIEN NG Tieon g Tov aipatog. Enueioon: To bosentan dgv
OTOLLOKPOVETOL LECH TNG OLOKAOapoTG.

5. DOAPMAKOAOTI'IKEY IAIOTHTEX
51 ®@oppokodovopikEs 1010TNTEG

Dapuaxobepamevtikn katnyopio: dAra avtwreptactkd, kodikog ATC: C02KX01

Mnyoviopnoc dpdonc

To bosentan givai évag SImAOG avToy®vieTic vTodoyéwy evoodniivng (dual endothelin receptor
antagonist — ERA) pe ynuikn cuyyévela yio apeoTtepong Toug bodoyeis tng evdodniiving A ko B
(ETa kot ETg). To bosentan peidVEL TOGO TIG TVEVHOVIKEG OGO KO TIG GVOTNIOTIKES OYYEIOKES
OVTIOTAGELG, 00N YDOVTOG G€ AVENEVT KOPOLOKT TALpoyN, XOPIg avénon TG Kapdlakng GuyvOTNTIG.
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H vevpoopudvn gvdodnrivn-1 (ET-1) anotelel pio amd Tig 160POTEPES YVOOTES Oy YEIOGVOTAGTIKES
0VGIEG KOl UITOPEL ETTIONE VO TPOAYEL TNV VMGT, TOV TOAAATAAGLOGUO TOV KUTTAPMV, TNV KOPSIOKN
VIEPTPOPIO, KL TNV AVASIAHOPPMCT], EVD £XEL TPO-PAEYUOVDON dpdon. Ot emdpioelg avTég
EMAYOVTOL HECH TNG oLVOESNG TNE EVO0ONAIVNG Le Tovg vtodoyeic ETa kot ETg mov Bpickovtal oto
€vo00NA10 Ko 6T0 KOTTOPO TOV AEiV eV TV ayyeiov. Ot cuykevipmoelg e ET-1 otoug 16t00¢
K0l 6TO TAAGHO ALEAVOVTOL GE TOAAEG KOPOIOYYELOKEG SLATAPOYEG KO VOGOLS TOV GUVIETIKOD 16T0D,
ocouneptropfavouévne g ITAY, tov oxinpodéppatog, g o&eiog Kot Tng ypOVIoS KopIKNG
OVETAPKELOG, TNG LOYALUING TOV HVOKOPSIOV, TNG CLUGTNLOTIKNG DIEPTACTG KOL TNG
apTNprocKANpvveng, TPayua mov vrodniovetl 6tL 1 ET-1 nailel maboydvo poro e ovTég TIC
aocBéveieg. Le mepmtooelg [TAY kot kopdlakng avenapKeLNG, KOl 0TOVGio OVIOY®VIGHOD TV
vrodoyEwv TG evoodniivng, ot avénuéveg ocvykevipwoelg g ET-1 cvoyetiCovtat ioyvpdg pe ™
BapvmnTa Kot TV TPOYVOGT GLTAV TOV VOGWYV.

To bosentan avtaywviletor T obvdeon g ET-1 ko dAdov nentidiov ET og apupdtepovg vmodoyeig
ETa xat ETg, pe ehagpdg peyoldtepn ovyyévela yia toug vrodoyeic ETa (Ki = 4,1-43 nanomolar)
mapd yia tovg vodoyeic ETg (Ki = 38-730 nanomolar). To bosentan ovtoaywviletot £181kd Tovg
vrodoyeic ET kot dev deopevel aAhovg vrodoyseic.

AmoteleopaTikOTNTO,

Zwixa LovTéLo,

e (oKl LOVTELN TVEVUOVIKNG VITEPTACTG, 1] POV OO GTOUNTOC YopNyNnon bosentan peimoe Tig
TIVEVLOVIKEG ALYYELOKEG AVTIOTACELS KO OVEGTPEWYE TNV TVEVLOVIKT] OLYYELOKT] DTEPTPOPIO KOt TV
vepTpoeia TG de&1dg Koking. Ze éva (kO LOVTELO TVELHOVIKNIG tveong, To bosentan peiwoe tnv
evamobeon KOAMAYOVOU GTOVG TVEDLLOVEC.

AmoteleouotikOTyTO. 08 EVAAKES 0GOEVEIS LUE TVEDUOVIKT] OPTHPIOKT VIEPTACH

ADO TUYOOTIONUEVEG, OITAN TVQAEG TOAVKEVTPIKEG ELEYYOUEVES LLE EIKOVIKO PAPLOKO LEAETEC EYOLV
Se€oybei oe 32 (uerétn AC-052-351) ko 213 (uehétn AC-052-352 [BREATHE-1]) eviilikeg
aoBeveic pe ITAY Asrtovpyng katnyopiog H-IV katd WHO (npotonadng mvevpovikn vaéptoon 1
TVEVLOVIKT] VITEPTOUCT] OPEILOUEVT] KUPI®MG 0TO OKANPOdEppa). Metd amd 4 eBdopnddeg yopnynong
bosentan 62,5 mg di¢ nuepnoimg, o1 S0GEIC GLVINPNOTG TOV HEAETHONKOAV GTIG LEAETEG AVTEG TTOV
125 mg o1 nuepnoimg otn perétn AC-052-351 kan 125 mg dig nuepnoing kot 250 mg d1g nuepnoing
otn perétn AC-052-352.

To bosentan Tpooténke oty Tpéyovca Bepaneio TV acbevdv, n omoio uTopovoe va Teplaufavel
GUVOVOGUO AVTITNKTIKAOV, OYYEOSUCTAATIK®V (T.). AmokAEIOTEG StodA®V acBECTiON), S10VPNTIKAOV,
o&vyovov Kat dtyo&ivng, oAAd Gyt emonpootevoins. H opdda tov acBevav eléyyov éhafe eikovikd
QapuoKo emmAEoV TG TpEYovGag Bepameiag.

To kvpro 1elkod onpeio kabe perlétng Nrav 1 petafoin g andotaong Padiong evioc 6 Aentdv, Hetd
omd 12 efdopddeg otnv Tpmtn perétn Ko 16 efoopnddeg otn devtepn perétn. Kat otig 000 peréteg, n
Oepameio pe bosentan 001 yNce 6€ GNUOVTIKY 0OENGT TV avoyr oty KoTmaon. Ot dopbopéves mg
TPOG TO EIKOVIKO PAPLOKO CLENCELG OTNV 0mdGTACT PASIONG, GE GUYKPIOT LE TIG OPYKEG TIUEG NTAV
76 pétpa (p = 0,02, t -test) ko 44 pérpa (p = 0,0002, U test toov Mann-Whitney) 6to k0p1o 1elkd
onueio kéBe perétng, avtictorya. Ot dtopopég Leta&d twv dvo opddwv, 125 mg dig nuepnoing kat
250 mg d1¢ nuepnoimg, deV NTAV GTATIOTIKA CTUOVTIKEG, 0TIoT®ONKE OU®C pio Thor Pedtioong g
avoyng oTnv KOTmon otnv opdda mov Erafe 250 mg o1 nuepnoing.

H Bektioon oty andotacn Padiong nrov tpoeavig Letd and 4 efdopddeg Bepomeiog, Tav GoEmg
EUPAVNG LETA amo 8 efdopadeg Bepameiog kot datnpndnke Yo dStdotnua puéypt kot 28 gfdondadmv
duAd TN G Bepaneiog o £va LTOGVLVOLO TOV TANBVCLOD TV AGHEVDV.

e o avadpoptkn avaAvon dedouEVaV avtamokpiong ot Oepaneio Paciopévn ot HETaOAN TNG
anooToong Padiong, g Asttovpyiknig Katnyopioag WHO kot tng dbonvorag tov 95 acbevdv ot omoiot
evtayOnkoayv Toyaio otnv opdada bosentan 125 mg d1c NUEPNGIMC, OTIG LEAETEG LE EAEYYO ELKOVIKOV
Qopurakov, Ppébnke 6tL kotd TV 8N gfdopada, 66 acbeveig eppavicay Bertinon, 22 Topéuevoy
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otabepol kot 7 ppdvicay emdeivaon. Amd tovg 22 acBeveic Tov mapépsvay otabepol Kotd tnv 8n
gfdoudoda, o1 6 epeavicay Bertimon katd v 12/16 gfdoudda kat 4 epeavicay ETOEivmon o
GUYKPLON HE TIG apykég TWEG. Ao Tovg 7 acheveic mov euedvicay emdeivmon Katd v 81
gBoopada, 3 eppdvicay Bertioon katd ™ 12/16 gfoondda kot 4 eLEAVIGOV ETOEIVOOT G GOYKPION

LE TIC OPYUKES TIUEG.

O1 emepPotikés apodvvapkés tapdueTpotl asoroynnkay povo oty npd peAétn. H Bepaneio pe
bosentan 0d1ynoce 6€ oNUAVTIKY aOENGCT TOL Kapdlakol deikTn, 1 onoio oyeTilOTAV e ONUOVTIKN
pelwon oty Ttieon g TVELHOVIKNG 0pTNPING, OTIC TVEVUOVIKEG OYYELONKEG OVTIGTACELG KO OT LLEGT

mieon Tov deE100 KOATOV.

Koartd ) Bepaneia pe bosentan tapatnphdnke peiowon tov copntoudtov e [TAY. H pérpnon g
dvomvolag katd Tic dokipacieg fadiong £0eiée Pfertimon otovg acbeveic mov Elafov bosentan. X
perén AC-052-352, to 92% tov 213 acBevov ta&voundnkav apykd ot Aettovpykn katnyopia H1
xot To 8% oty xatnyopia IV katd WHO. H Oepancia pe bosentan 0dnynoe o€ Bektioon g
Aertovpykng katdraéng kotd WHO o710 42,4% tov acbevav (gikovikd edppoko 30,4%). H cuvolikn
arlayn g Aettovpykng katdrains katd WHO o1t didpketa Kot Tav 300 HEAETOV NTOV ONUOVTIKE
KaAOTEPT HeTall TV acbevdv Tov EAafav bosentan og cOYKpLon pe Tovg acbeveic mov Elapav
gwkovikd pdppoako. H Bepamneio pe bosentan cucyetiocTnke e GNUOVTIKY LEIOOT TOL TOGOGTOV
KAMvikng emdeivoong o€ oVOYKpLon pe T Bepameia Le EIKOVIKO GAppRaKo, PeTE oo 28 efdopnadeg
(10,7% évavt 37,1% avtiotoya, p = 0,0015).

e U TUYOOTOMUEVT], STAG TVPAT, TOAVKEVTPIKY], EAEYYOUEVT LE EIKOVIKO Papuako perétn (AC-
052-364 [EARLY]), 185 acbeveic pe [TAY Aetrovpyunc kamnyopiog I katd WHO (435 pétpa péon
amdotaot Padiong 6 Aentodv koTd TV Evapén g Bepaneioc) Elafav bosentan 62,5 mg dVo opég TNV
nuépa yio téooepelg eBOopadeg, Kot ot cuvéyeln 125 mg dHo popég tnv nuépa (n=93) 1 guKoviKd
oappako (n=92) yia €1 unveg. Ot aoBeveic mov eloNyOnoay oty perétn gite dev eiyav Aapet
Oepamncio yia ITAY (n=156) 1 AdpBavav otabepn d6on cildevaeiing (n=29). Ta dvo kdpa
KOTOANKTIKG onpeia tav 1 ent to1g exatd petafoAn otnv mvevpoviky ayyslokn avtiotaor (PVR) oe
oyxéon pe v &vapén g Bepameiag Kot 1 petaforn e omdécToong PAdSIoNE 6-AETTM®V TOV £KTO UVAL
o€ oyéon pe v évapén g Beponeiog, oe GUYKPION LE TO EIKOVIKO PAPLLOKO.

PVR (dyn.sec/cm®) Arndéotoon Badiong 6 Aertddv (m)
Ewoviko Bosentan Ewovikd Bosentan (n=86)
Qapuaxo (n =88) (n=80) eapuaxo (n=91)

‘Evapén (BL), Méon (SD) 802 (365) 851 (535) 431 (92) 443 (83)
Metapoln and évapén, uéon 128 (465) —69 (475) -8 (79) 11 (74)
(SD)
Emdpdoeig Oepaneiog —22,6% 19
95% CL -34,-10 —4, 42
P-value <0,0001 0,0758

CL=6p10 gumotocvivne, PVR = vevpovikn ayysiaxn avtiotaon, SD=tumikn andkiion

H Bepancio pe bosentan oystiomnke pe peiowon tov puOpod KAvikng emdeivoong, oplouevne og
GLVOLACUOG TG TPOOSOV TV CLUTTOUATOV, TOV VoonAeldVv yio ITAY kot Oavdtov, Evavtt Tov
g1KovikoO eapudiov (oyetikh peimon kvdbvov 77%, 95% didotnpo epmictocivig [CI] 20-94%, p =
0,0114). H bgpamevtikn enidpootn cvviototol oty BelTimon Thg Tpoddov TV GUVIGTOVI®V
ovpmtopdtov. Yanpée pioa voonieia oxetilopevn pe emdeivoon g ITAY oty ouddo tov bosentan
KoL TPELG vooneieg atnv opdda Tov gikovikov papudkov. Evag poévo Bdvatog onpeimdnke og kabe
OepamevTikn opAd0 KATA TN SIAPKELN TNE TEPLOSOL TV 6 LINVAOV TNG OUTAG TVPANG LEAETNG, CUVETMC
dev pmopel va eaydel coumépacpa yio v emPioon.

Ta paxpoypovia dedopéva Tposkuyay amd To OVoro Towv 173 acBevav mov Ehafav Bepomeia pe
bosentan otV eAeyyouevn eaon kar/f dAAagov amd To EIKOVIKO PApuaKo o€ bosentan kaTd T QAo
EMEKTAONG OvoLyTNG eTKETOC TG HeAétng EARLY. H péon dudpkela éxbeong ot Oepameia pe
bosentan tav 3,6 + 1,8 étn (wg 6,1 £tn), pe to 73% 10V acbevav vao Aappdvovy Bepaneia yio
TovAdyoToVv 3 €11 Ko 10 62% Yo TovAdyotov 4 £tn. Ot acBeveig propodoay va AdPovv emmAiéov
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Oepamncio g ITAY, O0nmC omatteiton 6TV EXEKTACT] AVOIKTNG ETIKETAG. LTV TAEOVOTNTO TOV
acBevav dayvmctnie wiomadng 1 kKAnpovoukn IAY (61%). Tevikd, to 78% tov acbevav
napépevoy ot Asttovpyikn katnyopio WHO I1. O extiufoeig yuo v emPioon xotd Kaplan-Meier
nrav 90% kot 85% 3 kot 4 €t petd v Evapén g Bepaneiog avtioToryo. Xta id1a xpovikd onueia,
T0 88% K0t 10 79% twv acBevmdv dev mapovsiacav emideivwon g IIAY (opilopevn og Bavatog
OTOL0.GONTTOTE AITIOAOYI0G, LETAPOGYEVOT) TVEDUOVA, KOATIKY S10QpPOYUATOSTOMIN 1] EVapén
evoopAEProg 1 vTodoplog Bepaneiog e mpootavoedn). H oyxetikn cupPoin g mponyovuevng
Oepameiog e EIKOVIKO PAPUAKO KT TN SUTAL TVEAN QAo KAOMDC KAl 1] GUUBOAN TV AOUTdV
QOPUAK®V TTOL EgKivioay KATE, TN J1APKELN TG TEPLOSOV EMEKTACTIC OVOLYTNG ETIKETAG OEV givarl
YVOOTY.

Y€ [o TPOOTTIKY, TOAVKEVIPIKT, TUYOLOTOEVT, OUTAQ TOPAT, EAEYYOUEVT] LLE EIKOVIKO PEPLOKO
perémn (AC-052-405 [BREATHE-5]), acOeveig pe ITTAY xatnyopiog I katd tyy WHO «oit
ovoloroyia Eisenmenger oyetilouevn pe ovyyevn KapdtomdOela Erafav to bosentan 62,5 mg dvo
Qopég TNV NUéPa Yo 4 eBdopadeg, otn cvveyela Ehafav 125 mg dvo eopég v nuépa Yo aAlec 12
gfdoudodeg (n = 37, 31 ek t@v omoimv giyav apeidpoun avasTOUmOn, Kuping arnd de&1d Tpog
apotepd). O kOprog okondc Nrav va kataderydel 6Tt to bosentan dev emdeivave v vro&apio. Metd
arnd 16 gfoopddes, o pEGOG Kopeopds Tov 0&uyodvou avéninke oty opdda Tov bosentan katd 1,0%
(95% CI -0,7%-2,8%) o€ c0ykplomn pe TV opdda Tov e1KovikoD @apudkov (n= 17), katadeivdovtag
ot 1o bosentan dev emdetvmve v vro&opio. H péon mvevpovikn ayysiokn ovtiotoon erattabnke
ONUAVTIKA otV opdda Tov bosentan (pe o Kupiapyn dpdon n omoia TapatnprOnKe o1y VIOOUASA
acBevov pe apeidpoun evookapdiokn avactopmon). Metd amd 16 gfdouddeg, n néon dtopbwpévn wg
TPOG TO EIKOVIKO Pappoko avénon oty andotoon Padiong 6 Aentmdv frav 53 pétpa (p = 0,0079),
avtikarontpifovrag PeAtioon g avoyng otnv komwor. Eikoot €& acBeveic ocuvéyioay va Aappdavouvv
bosentan katd N @domn TapdaTacng avoryTig TIKETOC didpketag 24 efdouddmv (AC-052-409) ¢
uerétnc BREATHE-5 (uéom didpketa Oepaneioc = 24,4 £ 2,0 efSOUASES) KOt GE YEVIKEC YPOULUESG

St pndnke N OMOTELECUATIKOTNTA.

Mua avorytn, un ovykprrikn perétn (AC-052-362[BREATHE-4]) die&nybn o 16 acBeveig pe [TAY
Aertovpyung katnyopiog I katd vy WHO oyetilouevn pe Aoipwén HIV. Ot acbeveig Ehapav
Oepameio pe bosentan 62,5 mg 600 Popég TNV Nuépa yia 4 efoopadeg axolovBoduevn omd 125 mg dvo
QopEc TNV NUEPA Yo GALeG 12 gfdopddec. Metd amd 16 efdopddeg Oepaneio, vIMpEay GNUAVTIKEG
BeAtidoelg amd TG apyikég TWEG OTNV avoyn otV kKonmwon: 1 péon avénon o dokiun Padiong 6
Aemtadv oy 91,4 pétpa and 332,6 pétpa kotd péco 6po amd v apykn T (p < 0,001). Agv umopet
va e€aybei emionpo coUTEPAGLO GYETIKA HE TIS EMOPACELS TOV bosentan 6TV OTOTEAEGUATIKOTITA
AVTIPETPOTK®OV Qaprdkav (BA. emiong Tapdypapo 4.4).

Agv vTapyovV HEAETEG TTOV VO, KOTOOEIKVOOVY gVVOIKT Emidpacn g Oepaneiag pe Tracleer otV
emPioon. Opwmc, £xel KaTaypapel 1 LoKpOYpOVIL KATACTOOT VYELNG Kot Tov 235 acBevav mov éhafav
Bepameio pe bosentan o 600 TAOTIKES, EAEYYOLEVEG e EIKOVIKO PdppaKo perétes (AC-052-351 ko
AC-052-352) xa/f 671G 000 UN-EAEYYOUEVEG LE EIKOVIKO QAPUAKO, OVOLYTNG XOPNYNOTG EMEKTAGELG
avtov TV peletdv. H péon dudprela ékbBeong oto bosentan ftav 1,9 ypdvia = 0,7 ypdvia [eAdyiomn
0,1 xpévia, péyron 3,3 ypdvia] kar o1 acbeveig mapakorovdndnioay yio péon didpkewa 2,0 + 0,6
ypovov. H mielovomta tov acbevav SloyvaomnKay ¢ £YoVTEG TPOTOTOON TVELLOVIKT VIEPTOOT
(72%) xon fTav Aertovpyucot otadiov I katd mv WHO (84%). 10 ohvoro avtov tov minbucuov,
ol ekTunoelg yio v emPioon katd Kaplan-Meier ntav 93% kot 84% 1 kot 2 xpovia petd v évapén
¢ Bepamneiag pe bosentan, avtictotya. Ot ektiunoelg emPioong fTav YapUNAOTEPES GTNV LITOOUASA
v acbevov pe ITAY devteponadn ot cuatnuatikni okApuveT). Ot EKTIUNGELS AVTEC UTOPEL Va.
emnpedoTnKav amo v évapén Bepaneiag pe emonpootevorn o 43 and tovg 235 acheveic.

Meléteg mov mpayuaromoOniay o€ TALOI0, UE TVEVUOVIKY OPTIPIOKH DTEPTAOH

BREATHE-3 (AC-052-356)

Ta emkaioppéva pe Aentd vuévio diokio bosentan a&loloyndnkay ce Lo AVOIKTY], U EAEYYOLEVN
perétn og 19 nadiatpikovg acbeveic pe ITAY nikiog 3 émg 15 etdv. Avt 1 pedétn apykd
oxedAoTNKE MG PapPUOKOKIVNTIKY HeAETn (BA. Tapdypapo 5.2). Ot acBeveic elyov Tpwtonadn
nvevpovikn véptaon (10 acBeveic) 1 [TAY oyetilopevn pe ocvyyeveic kapdiomddeieg (9 aobeveic) Ko
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avikay apyikd gite ot Asrtovpykn katnyopia II (n =15, 79%) 1 omv xoatnyopia III (n =4, 21%)
katd WHO. Ot acOeveic yopiotnKov cg TPELG OUASES AVAAOYO, LIE TO CMUATIKO TOVG BAPOC Kot
Adpupavav docelg bosentan wepinmov 2 mg/kg 600 opéc nuepnoing exi 12 efdopddes. Ot pcoi omd
Tovg aobeveic kiBe opadag Adupavay 101 ETOTPOSTEVOLN EVEOQAERI®G Ko 1 dOOT TG
EMOTPOCTEVOANG TOpELEIVE oTaOEPT KOBOAN TN d1dprela TG LEAETNG.

Ot aupodvvapikég mapapetpor petprdnkav og 17 acBeveic. H péon avénon tov kopdiokod deiktn, oe
oyéon pe TV apyiky katdotaon, frav 0,5 L/min/m?, 1 péon eAGTTOoN TS TVEVHOVIKAG opTNPLIKAC
mieong Ntav 8 mmHg ka1 péon erdrtmon g PVR ftav 389 dyn-sec-cm™. AVTEG Ol dplodUVOUIKES
BeAtidoelg e oxéon pe TNV apyIKN KOTAGTAOT 1TOV TOPOUOLES EITE e, lTe Ywpig cLYXOpPYNoN
EMONPOSTEVOANG. Ot HETAPOAEC OTIC TAPAUETPOVE TOV SOKILAGLOV doknong otnv gfdoudda 12, oe
GY£0M LE TNV OPYIKN KATAGTAOT], NTOV VPEWMG LETAPANTEG Kot Kapio OV TAV OTLLOVTIKTY].

FUTURE 1/2 (AC-052-365/AC-052-367)

H FUTURE 1 ftov po ovotytig EMOLOvVeNGS, 1 EAEYYOLEVN LEAETN TTOV TPOYLATOTOMONKE LLE TO
dloomelpdpevo diokio Tov bosentan to omoio yopnynOnke oe 666M cuvtipnong 4 mg/kg 600 PopEc
nuepnoing o 36 acbeveig and 2 £oc 11 et@v. Apyikd oxedldotnke ®G QUPUOKOKIVNTIKY HeAETN (BA.
apdypoeo 5.2). Katd v évapén, o1 acBeveig eiyav d1omadn| (31 acBeveic [86%]) 1 owkoyevn (5
aoBeveic [14%]) ITAY ko aviikav otn Aettovpyikn katnyopia I (n = 23, 64%) 1 v xatnyopia III (n
=13, 36%) xatd WHO. Xt perétn FUTURE 1, n s1dpeon ékBeon ot Oepameia e pehéne nrav
13,1 gBfdouddeg (evpoc: 8,4 émg 21,1). 33 amd avtovg Toug acbeveic ELaPav cuveyduevn Bepameio, e
dwomelpdpeva diokia bosentan oe 660m 4 mg/kg 600 Popég nuePNGim 6T Un EAEYYOUEVT] PAoN
enéktaong FUTURE 2 ya d1Gpueom cuvolkn didpketa Oepaneiag 2,3 etmv (e0pog: 0,2 €mg 5,0 eTdv).
2ty évapén g perétng FUTURE 1, 9 acBeveig Adppavav enronpootevodn. 9 acBeveic Ehafav yia
TPOTN Popd aymyn €dkn yia v ITAY ot didpketo g perétne. H extipnon yuo v emdeivoon g
ITAY xotd Kaplan-Meier yopic avemBounteg evépyeteg (0Gvatog, HETAUOCKEVGT TVEDUOVE 1|
voonheia Adym emdeivoons g [TAY) og 2 étn Mrav 78,9%. H extipnon kotd Kaplan-Meier g
GLVOMKT|G emiPimong ota 2 £t oy 91,2%.

FUTURE 3 (AC-052-373)

g QLTI TNV TUYOLOTOULEVT] LEAETT] OVOLYTNG EMIOTLOVGTG Le bosentan 32 mg diaomelpdpevo diokio,
64 mandd pe otabepn ITAY niwiog ond 3 unvav g 11 etdv Tuyaomombnkay oe Bepaneio 24
gfdouddmv pe bosentan 2 mg/kg dvo popéc nuepnoimg (n = 33) 1 2 mg/kg tpeic popéc nuepnoing (n
= 31). 43 (67,2%) tav > 2 éoc 11 etov, 15 (23,4%) qrav peta&d 1 kot 2 etdv kat 6 (9,4%) frav
peta&d 3 unvov kot 1 étovg. H pelémn apyikd oxeddotnke og aprokokvnTikn neAétn (BA.
TPAYPAPO 5.2), Kol TO, KOTUANKTIKE onUein amoTeEAEGLATIKOTNTAG TOV LOVO dlepevvnTikd. H
artoroyio g [MAY, ooupova pe v Katnyoptlonoinon Dana Point, tepielapfave tnv bonadn [TIAY
(46%), v KAnpovopikn ITAY (3%), Ty oxetilopevn ITIAY votepa amd SopfmTikn kKapdiokn
yepovpykn enéuPaon (38%) kot ITAY oyetilopevn pe cuyyevn kapdlomdBeia oyetilopevn e
GUYYEVEIG OVOOTOUNDOELS TG CLGTNUOTIKNG-TPOC-TVEVLUOVIKT] KUKAOQOPING, GUUTEPIAAUPAVOUEVOD
Tov ovvdpopov Eisenmenger (13%). Ot acBeveig aviikav otn Aettovpykn katnyopia I (n =19, 29 %),
v xotnyopia I (n =27, 42%) 1 v katnyopia I (n = 18, 28%) katd WHO katd v Evapén g
Oepamneiog g peléme. Katd v eicodo ot perétn, ot acbeveic Adupavav Oegpaneieg yo tnv [TAY,
(ovyvoTEPO OVOGTOAEN TNG POCPOSIEGTEPACT|G TVTTOL-S5 [G1Adevapiin] povo [35,9%], bosentan poévo
[10,9%] kot cuvdvaoud bosentan, tompooTnG Kot oikdevapiing [10,9%]) kot cvvéyioav ) Oepameio
toug yw v [TAY o1t didpreta tng peAéng.

Koatd tnv évapén g peréng, Aydtepot amd toug pioovs cvppetéyoveg acevei (45,3% [29/64])
éloPav Bepameia pe bosentan povo ywpig va cvuvdovaotel pe AN Bepamneia yio v ITAY. To 40,6%
(26/64) cuvéyioe vo AauPavel povobepaneio pe bosentan ot didpkela 24 fdouddwv g Oepomeiog
g HeAETNG yopic va epeoviotel emdeivoon g [TAY. H avdivon tov cuvoiikon tinbucpov (64
aoBeveic) £€0e1&e OTL 1| TAgovOTNTA £l)YE Tapapeivel TovAd loTOV oTabepn (dNAadT, Y®pic emdeivaon)
ue Baon v aglodloynon ue Asrtovpyicég kotnyopieg kot WHO e1dikd yio un modatpicone
TAnBucpovg (97% dvo eopéc nuepnoing, 100% tpelg popég NUeEPNGImS) Kot T GLVOAKT] KAVIKNY
evtinmon Tov yTpoL (94% dVo popéc nuepnoing, 93% Tpeic Popés NePNoime) 0T SLAPKELD TG
mepLodov OBepamncioc. H extipnon ya v emdeivoon g ITAY katd Kaplan-Meier yopic
avemounteg evépyeteg (0AvaTog, LETAUOGYEVGN TTVEDOVA 1 VoonAgia Adym emdeivaong g [TAY)
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o€ 24 eBdopddeg Nrav 96,9% xat 96,7% oTig opnddes d0GE®V dV0 POPES NUEPTGLMOG KAt TPELS POPES
NUEPNGIME, AVTIGTOLYOL.

Agv vnpye Kavéva 6Toryeio KMVIKOD 0QEAOVG Le T 0001 2 mg/kg Tpelc popég nUepNoimg CLYKPITIKA
ue ™ 60oom 2 mg/kg 600 popéc nuepnoimg.

Melétn mov mpoyuatomoinOnie oe veoyva. e euuéEVovoa Tvevpovikl vaéptaot veoyvod (EITYN):

FUTURE 4 (AC-052-391)

[Ipdkertar yio o SITAG-TVQAT, ELEYYXOLEVN LE EIKOVIKO QAPULAKO, TUYOLOTOMUEVT LEAETT) OE TPO®PA
KoL TeEAetopNnva veoyvd (mhkio komong 36—42 gfdopndadmv) pe EITYN. Ot acBeveig pe vroPértiom
aVTOTOKPIOT OTO EI6TTVEOUEVO VITPIKO 0&V (INO), Tapd Tig TovAAYIoTOV 4 Mpeg cuveyobs Depameiag,
é\oPoav draomepopeva diokio bosentan cg door 2 mg/kg 600 popéc nuepnoiong (N = 13) 1 Elafav
€oviKO dppaxo (N = 8) HEc® pvoyasTPIKOD COANVE OG CUUTANPOUOTIKY Oepameio TapdAAnAa e
10 INO émg v TAfp1 draxonn tov iINO 1 émg v amotuyia g Bepaneiog (mov opiletor wg avaykn
v Ogpomeio eEmompatikng o&uydvmong pe pepfpavn [ECMO] 7 évapén evarlokTikod TVELLOVIKOD
OYYELOOOGTAATIKOD), V1ot HEYIGTO dtdoTnuae 14 nuepdv.

H duapeon didpketo éxbeomng atn Oepameia tng perémc ntav 4,5 (edpoc: 0,5-10,0) nuépeg otnv oudda
tov bosentan ka1 4,0 (gvpog: 2,5-6,5) NuéEpeg otV opdda EKOVIKOD (OPLAKOV.

To anoteréopota dev vaédei&av Tpdodeto dperog Tov bosentan oe avtodv Tov TANOVOUO:

o O dibipecog xpovos £mc v TANpn dtakonn Tov iINO frav 3,7 nuépeg (95% dpra epmioTocHvng
[CLs] 1,17, 6,95) pe to bosentan ko 2,9 nuépeg (95% CLs 1,26, 4,23) e 10 €1KOVIKO QAPLLOKO
(p=0,34).

. O d1qpecog xpdvog €mc TNV TANPN S10KOTH TOL Unyavikov aepiopol frav 10,8 nuépes (95%
CLs 3,21, 12,21 nuépeg) pe to bosentan kat 8,6 nuépeg (95% CLs 3,71, 9,66 nuépeg) pe to
gwkovikd pdppoxo (p = 0,24).

o "Evag acBevic otnv opdda Tov bosentan exdnimaoe amotuyia g Oepaneiog (vanpée avaykn yio
ECMO pe Bdon tov opiopd 1ov Tp@TokOAAOD), TOL INAOdNnKe pe Baon Tig ovEavopeveg TG
ToVL OglKTN 0&VYOVIOONC EVIOC 8 POV LETA TNV TPMOTN dOCT) TOL PAPUAKOV TNG LEAETNG. AVTg
0 acbevig avappmaoe Kot TV Ttepiodo mapakorovdnong 60 nuepv.

2DVODOOUOS e ETOTPOGTEVOLN

O cvvdvacpog Tov bosentan pe erompooTeVOrn dlepevviOnke oe dvo pueréteg: Tic AC-052-355
(BREATHE-2) ka1 AC-052-356 (BREATHE-3). H peiétn AC-052-355 ftav o ToAvKeVTpIK,
TUYOLOTOMUEVT], OITAL TVPAT LEAETN TOPAAANA®V OpAd®V TOov bosentan £vavTi EIKOVIKOD QAPUAKOV
o€ 33 aobBeveig pe coPapn ITAY, ot omoiot AduPavay tavtdypova Beponeia e emonpoctevorn. H
perétn AC-052-356 fitav pio avotktr, un eAeyyopevn perétn, katd tnv onoio 10 amd tovg 19
TodlaTpikovg acbeveic axolovBovcav Tavtodxpovn Bepameio bosentan kol ETOTPOSTEVOANG KATA TN
duapketo Tov 12 gfdopddmv e perétng. H acedieia te cvvdvacuévng Bepaneiag Tracleer ko
EMOTPOCTEVOANG OEV NTAV OLAPOPETIKT OO QLTI TOV CVOUEVOTOV ATO TN YOpNyNomn Kabe
(QOPLOKEVTIKOD TPOTOVTOG EEYMPIOTA KOl 1] GLuVOVAGEVT Beparmeio NTaV KAAG oveEKT G TAd1 Kot
eviakes. H khvikn vrepoyr| Tov cuvavacol dev €xet Kataderydet.

200THUATIKY OKAPOVON e OaKTOAIKG MK

AVO TUYOLOTONUEVEG, SITAG TVQAES, TOAVKEVIPIKES ELEYYOUEVES LLE EIKOVIKO QUPLOKO LEAETEG EYOVV
de&aybel og 122 (uehétn AC-052-401 [RAPIDS-1]) kot og 190 (uerétn AC-052-331 [RAPIDS-2])
eviMkeg aoBevelg e GLGTNLOTIKY GKATIPLVGT Kol OAKTLUAIKE EAKT (gite evepyd dakTLAKE EAKN
10TOPIKO SOKTUAIKADY EAKADV EVTOG TOV TPOTNYOUUEVOL £T0VG). Xt peheétn AC-052-331, ot acBeveic
EMPETE VOL £YOVV TOLAAYLIGTOV VAL SOKTUAIKO £AKOG TPOCOUTING EVapENG Kat oTig 600 peréteg o 85%
TV 060evoV giyov evepyd SaKTUAKE MK Katd TNV Evapén g neAétne. Metd amd 4 efoopddsg e
bosentan 62,5 mg b0 popéc v nuépa, 1 S061 GLVTPNONG TOL UEAETHONKE KOl 6TIG 6V0 AVTEG
peiéteg frav 125 mg 6o popég v nuépa. H didpketa g dumhd toeing Oepanciog itav 16
eBoopadeg otn perétn AC-052-401 ko 24 gfdopddec otn perétn AC-052-331.
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Bepamneieg LVTOPAOPOL Y10L CLGTNUATIKY GKANPVVOT) KO SOKTUAIKE EAKN EMLTPETOVIOV EQV TOPEUEVAY
otabepéc yro TtovAdyiotov 1 uva Tpy v Evapén g Bepomeiog Kot Katd tn S1apKeLd TG TEPIOO0
NG OUTAG TVQANG HEAETNG.

O ap1Bu6S TV VEOV SOKTUVAIKAOV EAKOV omd TV £vopén £m¢ To TEAOG TNG LEAETNC T TOV TO TPWOTEVOV
TeEAIKO onueio kot otig 6vo peréteg. H Oepaneio pe bosentan 0d1ynce og Ayotepa véa SaKTUAIKE EAKT
Katd ™ ddpkeln TG Bepameiog, CLYKPLTIKG [LE TO EIKOVIKO Pappako. Xtn perétn AC-052-401, kotd
) dbpketla 16 gfdopddwv dumhd TveAng Bepameiog, ol acbeveig otnv opdda Tov bosentan avénTvEay
Katd HEco 0po 1,4 véa SOKTLALKA EAKT, EvovTl 2,7 VE®V SOKTUAIK®Y EAKOV GTNY OUAO TOV EIKOVIKOD
eoppdxov (p=0,0042). Ztn perétn AC-052-331, katd ) Sidpketa 24 efSOUAd®Y SUTAL TVPANG
Oepameioc, ot avtiotoreg Tipég frav 1,9 évavtt 2,7 vEmv SaKTVAIKOV EAKOV, avtiotorya (p=0,0351).
Kot otig dvo peréteg, ot acBeveig vmd bosentan tav Arydtepo mbavd vo avartoéovy moAlamid véa
SOKTLALKA EAKT] KOTA TN OLOPKELD TNG LEAETNG KO (PEIAGTNKE TEPIGGOTEPOG YPOVOC Y1aL VOl
avamtOEoVY KaBE 51000Y KO VEO daKTLAMKO EAKOG amt’ O,TL KEIVOL VIO EIKOVIKO pdppoko. H dpdor tov
bosentan 611 peimon Tov POV VE®V SAKTLAIKAOV EAKOV NTOV TT0 EKONAN o€ acBeveic e ToALaTAd
SOKTUAKA EAKT).

e kopio amod Tig 000 peAéteg, dev mapatnpndnke dpdorn Tov bosentan ¢ TPOG TO YPOVO ETOVAMONG
TOV SUKTUMK®DV EAKOV.

52  ®appoxokivTIKEG 1O10TNTES

H poppakokivyntikn Tov bosentan £xgt kuping tekunpimbei og vym dropa. Ieplopicpéva dedopéva ce
acBeveig deiyvouv OtL N €kBeon tov evijMkov acBevav pe ITAY oto bosentan givan nepimov dumhdoia
oamd TV €KBECT) TOV VYOV EVAMK®V OTOU®V.

e vy dropa, To bosentan apovcidlel docoe&apTdOUEVN Kot ¥pOovoeEapTOUEVT QupploKkokynTiky. H
KkéBapomn Kot 0 OYKOg KATOVOUNG HEldVOoVTaL OTa avEdvovTat ot evoopAEPieg dOGELS Kat avEdvovTal
pe to ypovo. Metd tn Yopynomn amd GTOUATOG, 1| GVOTNHATIKY £KOeom givarl avdioyn pe T d6on,
péypt v T tov 500 mg. Xe vyniotepeg 600e1g and 6TOUATOG, 1 Crax Kot 10 AUC avédvovton
AlYOTEPO A0 AVOAOYIK(, GE GYEOT LE T 000N.

Amoppdonon

210 vy atopa, 1 amdAvtn Prodbecidtnta Ttov bosentan givar 50% mepinov kau dev emnpedletan
omd T ANy TPoeNG. Ot HEYIGTEG GLYKEVIPADGELS GTO TAAGLO EMLTLYYAVOVTOL EVTOC 3—5 mpdv.

Koatavoun

To bosentan cuvdéetal oe VYNAO Baduo (> 98%) Le T TPWTEIVES TOV TAAGUATOG, KUPIMS LE TNV
aAPovpivn. To bosentan dev €1G€pyeTOL GTA EPLOPOKVTTAPAL.

[Ipocdiopiotnke évag 6ykog katavoung (Vss) mepinov 18 Atpwv, petd and pio evoopAéPia doom
250 mg.

Buopetooynuotiondg Kot owooin

Metd and pio evoopAéPia 06om twv 250 mg, n kdBapon Nrav 8,2 L/h. O telkdg ypodvog nuicelog
Cong amoBoAng () etvar 5,4 mdpeg.

Metd amd ToALATAES HOGELS, 01 GLYKEVIPAOGELG TOL bosentan 6To TAAGCLO LEIDOVOVTAL GTAO0KE GTO
50-65% TtV CUYKEVTIPOGE®V TOL TOPATNPOVVTAL HETA amd TN YopNyNon piog pepovopévng doons. H
peimon avt opeiletal TOUVOTATO GE AVTETAYMYN TOV NTATIK®OV VDUV TOL €VBVVOVTOL Y1 TO
petaforiopd. Ltabepd emimeda emitvyydvovtal viog 3—5 nUepaV.
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To bosentan amodAAetar e YOMKN OMEKKPLOT UETE TO HETABOAMGLO TOV 6TO NIap omd Ta 16oévivpa
tov Kutoypdpotog P450, CYP2C9 kot CYP3A4. Zta ovpa avaktdtol Tocootd uikpotepo Tov 3% g
YOPMYOVUEVNC OO GTOUATOC HOOTG.

To bosentan oynuotilel tpeig petaforitec, ek TV 0moiV LOVOV 0 EVOG EIVOL POPUAKOAOYIKA EVEPYOC.
O petaforitng avtdg amekkpiveTal Kupimg o TG YOANG AUETAPANTOG. e evilikes aobeveic, N
éxBeom oto SpaoTikd petaforitn eivon peyolvutepn an’ 4Tl o€ VYN dTopa. X acheveis pe evoeilels
TOPOVGING YOAOGTOONC, 1| £K0e0M 0TO dpacTIKO PETAPOAiTN pmopel va eivat avénuévn.

To bosentan givat évag enaywyéag tov CYP2C9 kot tov CYP3 A4, kot mBavov kot tov CYP2C19 ko
¢ P-yAvkompwteivne. In vitro, to bosentan avoactéAlel Ty avtdia amékkpiong YoOMKOV aAdTmV oE
KOAALEPYELEG NTOTOKVTTAP®V.

Ytoyeio amd in vitro pedétec kotéder&ov 0Tt To bosentan 6gv £yEL OTUOVTIKT OVOCTOATIKY ETIOPOOT|
ota woévivpa CYP mov dokpdomnkav (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4). Xvvenag, 1o
bosentan dgv avapEveTaL Vo dVENGEL TIG GUYKEVIPAOGELS GTO TAAGLO TOV POPUAKEVTIKOV TPOTOVIOV
mov petafoArifovror amd ta 1oévivpa avTd.

20ykpion petaéd tov cvvhicemy

e o dtuotavpovpevn gappakokvntikny peAétn (AC-052-116), 16 vyieic evihikec aobeveic Erapav
62,5 mg bosentan ¥pnGILOTOIOVTOG TN GVVOEST EMKAAVUUEVOD [E AETTO LUEVIO dloKiov Tev 62,5 mg
N 64 mg bosentan ypNGYOTOIOVTOC TN cVVHESN dlooTEPOUEVOL diokiov TV 32 mg. Katomv
Oepamneiog pe To doomelpopevo diokio, n ékbeom oto bosentan fTav yYounilotepn amd Keivn Ue TO
EMIKOAVUUEVO e AeTTO VWEVIO diokio (avaroyio Tov yeouetpikdv péowv yio AUC,., 0,87 [90% CI:
0,78, 0,97]). Ta Trax KoL ty/2 TOV bosentan dgv EXNPEAGTNKOAV GNUOVTIKA 0td TO €100G TNG 6VVOEoNC.

DapUoKOKIVNTIKE 6€ £101KOVE TANOVGLODC

Me Bdon to diepevvnBéy gvpog kabe PeTaBANTAC, Ol PAPUAKOKIVITIKES 1010TNTEG TOV bosentan dgv
OVOPEVETOL VO ETNPEALOVTOL G GIUAVTIKO Badpd amd To POAO, TO GOUNTIKO BAPOG, T GLAN 7| TNV
NAia 6tov eviAKo TAnBuoud.

THaioio

Ot poppHoKOKIVNTIKEG 110TNTEG HEAETHONKAY G€ TodTPIKovS 0io0evelg og 4 KAVIKEG PeAéTeg
(BREATHE-3, FUTURE 1, FUTURE-3 ka1t FUTURE-4, BA. mapdypago 5.1). EEautiog tmv
TEPLOPIOUEVDY OEGOUEV®V GE TOLOE NAMKIAG KATO TOV 2 ETMV, 1| UPUAKOKIVITIKY e€akoAovOel va
glval EAMTTAC YOpOKTNPIGUEVT] GE VTNV TNV NAIKIOKT KoTnyopid.

H pelén AC-052-356 (BREATHE-3) extiunoe T @OpUOKOKIVITIKEG 1O10TNTEG LOVIPOV KoL
TOALOTAGDV 00GEMV Ad GTONOTOG TNG GVVOEONC e EMIKOAVUIEVE pe AETTO VUEVIO Olokia bosentan 6g
19 moudud naakiog 3 €wg 15 etmv pe ITAY, ot omoiot Erafav 60GELG AvALOYEG UE TO COUOATIKO TOVG
Bapog pe 2 mg/kg 600 popéc nuepncimg. e avtiv ™ PeAéT, 1 £kBeon oto bosentan peidONKe pe to
xPOVO, LE TPOTO GLUPATO UE TIG YVIOOTEG BVTOETOYWYIKES 1010TNTEC TOV bosentan. Ot puéoeg Tuég AUC
(CV%) tov bosentan ce Toudiotpikovg acbeveic vrd Oepancio pe 31,25, 62,5 7 125 mg dvo popég
nuepnoiong, frav 3.496 (49), 5.428 (79) ko 6.124 (27) ng h/ml, avtictorya, kot Roav yauniotepeg omd
v Tun tov 8.149 (47) ngh/ml, wov napatmprnke oe eviidikeg acBeveic pe TTAY mov Adupavay

125 mg 300 popég nuepnoine. Xe otabepn KOTAGTAON 1) GUGTNUATIKT kOE0T TASIATPIKAV AcHevdV
pe copoatikd Papog 10-20 kg, 20-40 kg ko > 40 kg nrav 43%, 67% xar 75%, avtictoya, oe oyEon e
T1 GLOTNUATIKY] £KOECT) TV EVIMK®V.

¥t perétn AC-052-365 (FUTURE 1) yopnynOnkav dwucmepdpeva diokia o€ 36 moudid pe [TAY
niikiog 2 éo¢ 11 etdv. Agv mopatnpnonKe avaroyiKOTNTa TOV S0GEWYV, KOODE 01 CLYKEVIPDOGELS GTO
mAdoua tov bosentan og otabepn katdotoon kot ot TiwéG AUC ftav mopOoroleg Yo Tig amd GTOUATOS
dooeig tav 2 kot 4 mg/kg (AUC,: 3.577 ng-h/ml ko1 3.371 ng-h/ml ywa ta 2 mg/kg 600 gopég
nuepnoing kot ta. 4 mg/kg 600 popég nuepnoimg, avtiotoya). H péon ékbeon oto bosentan g antoig
TOVG TOSLTPIKOVG 0loOevelg Tay TEPITOL GTO MGV TG EkBEOTG Yo TOVG EViAikeg aioBevelg ot
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d60om cvvtipnong tov 125 mg dvo popég nuepncimg aAld vIMPEE LeydAN cOUTTOON UE TV EkBeon
GTOVG EVIIAKEG.

> perét AC-052-373 (FUTURE 3), 6mov yopnynOnkav dwaoneipdpeva diokia, 1 £ékBeon oto
bosentan 6tovg acbeveic mov Adupavay 2 mg/kg dVo opég NUEPNGIMG NTAV GLYKPIGIUN 1E EKEIVN TNG
perétng FUTURE 1. Xtov yevikd minBucpd (n = 31), ta 2 mg/kg d0vo popég nuepncing siyav mg
amotédeopa pio nuepnota £kbeon 8.535 ng-h/ml. H i AUC, fitav 4.268 ng-h/ml (CV: 61%). Xe
acBeveic nhikiog amd 3 unvov £og 2 etdv n nuepnota ékbeon frav 7.879 ng-h/ml. H i AUC, fitav
3.939 ng-h/ml (CV: 72%). ¢ aobeveic nhikiag and 3 unvav émg 1 étovg (n = 2)  tiuy AUC, ftav
5.914 ng-h/ml (CV: 85%), kou o€ acBeveic amd 1 £tovg émg 2 etmv (n =7) n AUC. ftav 3.507 ng-h/ml
(CV: 70%). Ztovg acbeveig avm Tav 2 etdv (n = 22) n nuepnota £kbeon Nrav 8.820 ng-h/ml. H

AUC, fjtav 4.410 ng-h/ml (CV: 58%). H 86on bosentan 2 mg/kg tpeic popéc nuepnoimg dev avénoe
v ékBeon. H nuepnoia éxkBeon frav 7.275 ng-h/ml (CV: 83%, n = 27).

Béoet tov evpnudtov tov peietddv BREATHE 3, FUTURE 1 kot FUTURE 3, gaivetot 6T 1 ékBeon
070 bosentan @Odvel 6 €va PLEYIOTO GTOVG TAUSLOTPIKOVG 0eOeveiG og yaunAdTepeg 00GELS amod 0,T1
0TO0VG EVIAIKEG KO OTL 8OGELg VYNAGTEPEG TV 2 mg/kg dVo popéc nuepnoing (4 mg/kg 300 popég
nuepnoiong 1 2 mg/kg tpeig popég nuepnoing) dev Ba empépovy peyarvtepn £kbeon oto bosentan yio
TOVC TALSIUTPIKOVE 0oOeVEIC.

2t perétn AC-052-391 (FUTURE 4) mov mpaypatonomfnke o veoyvd, ot cuykevipmoelg bosentan
av&nnKay apyd Kot GLVEYOLEVO KATH TO TPMTO S1AGTNA S0GOAOYING, 00NYDVTAG O YOUNAN £kBeom
(AUCq.12 010 oMo aipa: 164 ng-h/ml, n = 11). X¢ otabep| kotdotaon, n AUC, itav 6.165 ng-h/ml
(CV: 133%, n = 7), mov givor mapduoto pe tnv £kbeon mov Topoatnpndnke o€ eviiikeg aobeveic ue
ITAY mov AduPavav 125 mg dvo popéc nuepnoimg Kot Aapufdavovtog vadyn A0Yo KOTaVoung
aipatog/mAdopa pe tiun 0,6.

O1 cUVETELEG TV EVPMNUATAOV ALTOV GE GXECN HE TNV NTATOTOEIKOTNTA 08V givarl YvwoTés. To Ao Kot
1 ovYYopPNYNON EVOOQAEPLAG ETOTPOGTEVOANG OEV EIYOV GIUAVTIKT ETIOPACT] OTNV PUPUOKOKIVITIKY
Tov bosentan.

Hratikn ovolertovpyio

Ye aobeveig pe ehappa datapaypévn nratikn Asttovpyia (taEn Child-Pugh, A), dev mapatnprOnkav
ONUOVTIKEG aALaYEC oTIC QopuakokivnTikés 1010tnTeg. H AUC otobepig katdotaocng Tov bosentan
ntav katd 9% vyniotepn kot AUC tov gvepyovd petaPoiritn, Ro 48-5033, frav xotd 33%
VYNAOTEPT oTOVG AcBEVES e NTia NTTATIKT dVGAELTOVPYia, 0md 6,TL 6TOVG VY1Elg eBehovTEc.

H enidpaon g petpiong dwotapayuévng nratiknig Asttovpyiog (Child-Pugh tdéne B) otic
QOPUOKOKIVITIKES 1O10TNTEC TOL bosentan kot Tov KOpLov petofolritn tov, Ro 48-5033, efetdotnke o€
peAétn mov mepthappave 5 acBeveic pe ITAY oyetilopevn pe modaio LIEPTOOT KOL NTATIKN
dvoiertovpyio Child-Pugh-tééng B, xabdg kot 3 acbeveic pe Tvevpovikh aptnplokn vaéptach
oxetil{opevn pe GAAES OITIEC KOl PUOIOAOYIKN NTOTIKY Agttovpyio. e aoOeveic e nmaTikn
dvoierrovpyia Child-Pugh ta&ng B, n péon (95% CI) AUC otofepng katdotacns Tov bosentan o
360 (212-613) ng h/ml, dniadn katd 4,7 opég vynhotepn, evod N péon (95% CI) AUC tov evepyod
uetapolritn Ro 48-5033 frav 106 (58,4-192) ng h/ml, dniadn kotd 12,4 popéc vynAdtepn an’ 0,11 o€
acBeveig pe puolohoyikn NraTikn Aettovpyia (néon [95% CI] AUC tov bosentan: 76,1 [9,07-638] ng
h/ml, péon [95% CI] AUC tov Ro 48-5033: 8,57 [1,28-57,2] ng h/ml). [Tapdro mov o apbuds tmv
acBevav oL evTayOnKay MToV TEPLOPICUEVOS Kot VYNANG PETaPANTOTNTOC, ToL dedOpEVE AVTA
KATOSEIKVOOLY GNuavTikn avénom tng €ékBeong oto bosentan Kot 6Tov KVplo petafoiritn tov, Ro 48-
5033, o¢ acbeveig pe petpiong datopaypuévn nrotikn Aettovpyio (Child-Pugh taéng B).

O1 QopproKOKIVNTIKEG 110TNTEG TOL bosentan dev £yovv pedetn el oe acbeveic pe nmatikn

dvorertovpyio Child-Pugh ta&ng C. To Tracleer avievdsikvotal og aoBeveic e pétpia g cofapn
nratikn ducAertovpyia, oniadn Child-Pugh tééng B 11 C (BA. mapdypapo 4.3).
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Negpirn dvoiertovpyio

e acbeveic pe Papid veppikn dvorettovpyia (kdbapon kpeoatwvivig 15-30 ml/min), ot cuykevipdoelg
tov bosentan 6to TAdGpO petmONKay katd 10% mepinov. H cuykévipmon tov petafoltdv Tov
bosentan oto TAdcpo cvénOnKe Katd 600 TepiTov Popég oTOVG 0oBEVEIC ALTOVE, € CVYKPLOT LLE
ATOMO LLE KOVOVIKT VEQPIKT] Agttovpyia. Agv amonteitol Tpocappoyn e 606one 6tovg acbeveic pe
veppikn dvcAettovpyia. Agv vrdpyet eEedikevpuévn KAvikn epmelpio o€ acbeveic mov vroPaiiovtan
oe aokdBapon. Me Baomn Tig pUOIKOYNIKES 1O10TNTES Kot TOV LYNAO Pabio TpmTeivikng décpevong,
7o bosentan dev avapévetal va omopakpouviet amd v kukhopopio oe onuovtiko Babud pe v
opoxkaBapon (PA. mapdypapo 4.2).

5.3 TIIpoxivikd dgdopéva yia TV ac@direra

Mio, S1eTig LEAETN KOPKIVOYEVETIKOTITOG GE TOVTIKOVG £0€1E€ aVENUEVT] GUVIVAGUEVT] GLYVOTITA
NTOTOKLTTUPIKAOV AOEVOUATOV KOl KOPKIVOUAT®V GE APGEVIKOVG TOVTIIKOVG, 0AAG Ol o€ OnAviolc,
G€ GLYKEVIPADGELS TAAGHOTOG 2 £10C 4 POPEC LEYAADTEPES OO TIC GVYKEVTPMOOCELS TOV EMLTVYYAVOVTOL
pe v avlpomvn Bepamevtikny d66N. LTOVg EMIPVESG, 1 YopnyNnon bosentan and 6toOUATOG €Tl 2 YPOVIA
TPOKAAEGE [LIKPY], OCNUAVTIKY AOENOT] GTN CLVOLACUEVT] GLYVOTNTA AOEVOUATOV Kol KOPKIVOUATOV
TOV BLAOKIOODOV KLTTAPWOV TOV BUPEOEIBOVG GE OPCEVIKOVG EMIUVESG, AALA OYL 6 ONALKOVC, e
GLYKEVTPMOELS TAAGLOTOG 9 £m¢ 14 Qopéc mepimov PEYUAVTEPES OO TIC GCVYKEVTPMGELS TOV
emtuyydvovton pe v avBpomvn Bepamevtikn d6om. To bosentan £€dmae apvnTIKG OTOTEAEGUOTO OTIC
doxacieg yovidtoto&ikdtnrag. Ilapovcidotnray evogiEels emaywyng Hitg EAOPPAS OVIGOPPOTIOG TV
Bupeoedkdv oppovav omd o bosentan oTovg emipveg. Agv vpEay dpmg evoeitelg emidpaong Tov
bosentan 6t Agrtovpyia Tov Bvpeocdoic (Bupo&ivn, TSH) otov avbpwmno.

H enidpaon Tov bosentan ot Aettovpyia TV proyovopinv etvat dyvoor.

To bosentan £yt amodeybei TEpOTOYOVO GTOVG EMIPVES, OE GUYKEVIPMDGELS TAUCUATOG VYNAOTEPESG
amo 1,5 popéc amd TIC GUYKEVIPMOGELS TOV EMTVYYAVOVTOL Ue TNV avBpdmivn Bepanevtikn d6on. H
TEPOTOYOVOG OPAGT, TOV CLUUTEPIAALPOVE TAPAUOPPOOT) TNE KEPAANG, TOV TPOCSHTOV KOl TOV
puellovov ayyeimv, nTov 6060e&apTdUEVT]. Ol OUOOTNTES GTO TPOTLTC, TV TOPALUOPPDCEDY TOV
wapaTnPNONKay pe GAlovg aviaywviotéc vmodoyéwv ET kot og movtikohs [Le amevepyomotnpévo
yovidwo ET (knock-out) vrodetkvhouv v dmapén eMOpAGE®V YOPAKTPIOTIKOV TNG KATNYOPiag.
[pénet va AneBovV KatdAAnAec TPOPLAGEELC Yl YOVaiKeG e duvatdtnTa tekvomoinong (BA.
mopaypdeovg 4.3, 4.4 ko 4.6).

H avantuén atpoeiog Tmv GIepUATIKOV COANVAPI®OV TV OPYEDV KOl 1] LEIOUEVT YOVILOTNTO £XOVV
ouvdebel Le T YPOVIK YOPTNYNON AVIOYDOVIGTMY TOV DTOJ0YEN EVOOONAIVIG GTO TPOKTIKA.

Y& HeAETEG YOVILOTNTOG O OPCEVIKOVG Kot OnAviong emipveg, dev mapatnpnonkay emdpicel; 6Tov
apdpo, Ty KynTikdTTa Kot T Prociudmra tov oreppoatolmapiny, otnv anddoor Katd To
Cevydpopa 1 otn yovipotnta og exbécelg mov frav 21 kot 43 opéc Tavm omd To avVoUEVOUEVO
Bepamevtikd eninedo oTOVG AVOPOTOVG, AVTioTOLYO, KOt dev VINPEAY AVETIBOUNTES EMOPACELS GTNV
avamtuén tov guPpvov TP TV ELEHTEVGN 1) KOTO TNV EULPVTELGN.

EAappdc avénpévn cuyxvotnta eLedvions oTpopiog TV CTEPUATIKOV COAVOIPIOV TOV OpYE®V
mapatnpnonke oe enipveg Tov AduPavay bosentan and to oTOHA G dOGELS TV 125 mg/kg/muepnoing
(mepimov 4 popég ™ péylot 60T TOV GVVIGTATOL Yio TOLg avOpdmovg [MRHD] kot Tig katdTaTEG
e€etaldueveg 00G¢€1G) Yo dVO £, ®OTOGO0 O)L o€ LVYNAEG dOGEIS TOV £pBavay Emg To

1.500 mg/kg/muepnoing (tepimov 50 popég tnv MRHD) yia 6 punves. e perémn toéidtnrog o
VEOPOVG ETIIVEG, OTTOV 01 emipveg Eaapav Oepameia omd v Huépa 4 uetd tov toxeto £mg myv
EVNAIKI®GOT TOVG, TapATNPNONKAY HELOUEVO aTOAVTO PAPOC TOV OPYE®V Kot TNG EMOOLUIdOG Kot
petmpévog aplfpog omeppatolmapiov otny emdidvpida petd tov omoyaraxticnd. H tiun NOAEL
nrav 21 eopég (tnv Huépa 21 uetd tov toxeto) kan 2,3 popég (Huépa 69 uetd tov toxetd) move and
v avBpamvn ékbeom ot Bepaneia avticTorya.

Qo1600, dgV aviyveDTNKAV EMOPACELS 0T YEVIKT €EEMEN, TNV avATTLEN, TV GO TNPLOKT Kot
YVOGTIKN AEITOLPYIO KO TNV AvOmapoy®ytkn tkavotnto ue £kbeon otn Oepaneio katd 7 (apoevikd)
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Kot 19 (InAokd) eopéc peyorvtepn g avOpomivng EkBeong ot Bepaneio v Huépa 21 uerd tov
toxeto. Xty evidikn Lo (Huépa 69 peta tov toketd), dev aviyvebtnke kapio enidpacn tov bosentan
otav 1 éxbeomn ot Bepaneia NTov Kotd 1,3 (apoevikd) kot 2,6 (ONAvkd) Popég HeyaAdTEPT TG
£€kBeong mov mapatnpnOnke oto Toudid pe [TAY.

6. DOAPMAKEYTIKEX TAHPO®OPIEX
6.1 Koatahloyog ekdoymv

Kvuttopivn pukpokpuoTaAlKi

AcBéotio 6&vo aceopikd dvvdpo
Kopuelhdln votplovyog 106 Tanpodueyn
[Muprriov 0&eidio KoALoEWES Gvudpo
Tpoyd 0O

Beltiotiko yevong Tutti frutti
Aocmaptaun (E951)

AKECOVAPALT KOAOVYOG

Moyviolo oTeaTikd

6.2 AovpPatoéTnTeg

Agv epappdletar.

6.3 Awdpxera ong

5 ypovia

Ta vTOAOUTO TUNHOTA TOV SLOPEUEVOL JLUGTELPOUEVOD SIGKIOV UTOPOVV VA, PUAACCOVTOL GE
Oepuokpacio dopatiov Kot TPETEL va YpNooToindovy eviog 7 nuepav.

6.4 Iowitepeg mpo@uAGEELS KATE TN OOLAEN TOV TPOTIOVTOG
Mn gvAldooete o€ Oeppokpacio peyorvtepn tomv 25°C.
6.5 @von Kol 6VETUTIKA TOV TEPLEKTY

‘Peel-push’ blisters akovpviov mov epiéyovy 14 daomeipoueva diokia.
Ta kovtid TEPLEYOLY 56 d106TEIPOUEVE SIOKIL.

6.6 Iowitepeg TPOoPLAAEELS OTOPPIYNGS KOL AALOG YEIPIGNOG
To dwomelpopevo diokio mepi€yetar o€ blister acpaieiog yio To TOSA.

Ka0e daomepdpevo diokio pmopet vo dtodvbei o€ vepd MOTE va, TPOKLYEL £VO, PAPLLOKO GE VYPN
Hope1], TPocHETOVTAG TO S10KI0 G€ Alyo vepd og va KOLTAAL, YPNCUYLOTOUDVTOS EXAPKY TOCOHTNTO
vepov MaTe Vo, KoAveOei 6Ao T0 diokio. Otav 10 diokio £yel TANpmG daAvbel, Yopnynote 10 VYPO GTOV
acBevi).

Edv givon amapaitnto, To dtoomeipdpevo diokio pmopel va dtapedel omdloviac 1o Kot PiKog Tmv
YOPUYDV TOL glvar yopaypéves oty empaveld. Kpatnote to diokio peta&d tov avtiysipo Kot Tov
deikn amd KaOe TAEVPA TNG LG EK TOV XOPOYDV, LLE TN XAPOYT VO, OELYVEL TPOC TA, TAVE® KOl CTACTE
70 d1oKi0 KOTd UKo TS Yopoyng (BA. Topakdtom oynua).
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Ta vEOLoUTo TUAKOTE TOV SLOPEUEVOD SOCTELPOUEVOD JIOKIOV UTOPOLV VO, PLAAGGOVTOL OE

Bepurokpacio dmpatiov Kot TPEMEL va YpNoLoTotnfovy eviog 7 nuepav.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX
Actelion Registration Ltd

Chiswick Tower, 13" Floor

389 Chiswick High Road

Aovdivo W4 4AL

Hvouévo Baciielo

8. APIOMOI AAEIAYX KYKAO®OPIAX

EU/1/02/220/006

9. HMEPOMHNIA MMPQTHXE E''KPIXHYXY/ANANEQXHY. THX AAEIAX
Huepounvia tpdng €ykpiong: 15 Maiov 2002

Huepounvia tedevtaiog avavémong: 20 Arptiiov 2012

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentopepeic TANPOPOPIEC Y10 TO TAPOV PAPLOKEVTIKO TPOidV gival d1abEoieg 6TOV SIKTLOKO TOTO

tov Evponaikod Opyoavicpod ®apudkmv: http://www.ema.europa.eu.

49


http://www.ema.europa.eu/

ITAPAPTHMA 11

HHAPAXKEYAXTHX YIIEYOYNOX I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

OPOI'H IEPIOPIEMOI XXETIKA ME TH AIAOGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHZEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H IEPIOPIEMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. TIAPAXKEYAXTHX YIIEYOYNOZX I'TA THN AITOAEXMEYXH TQN ITAPTIAQN

Ovopa kai d1ev06vven Tov TOPUCKELAGTH TOL £ival LITEVHLVVOC Y10 TNV ATOOEGUEVCT) TOV TOPTIOWY

Actelion Manufacturing GmbH

Emil-Barell-Strasse 7

79639 Grenzach-Wyhlen

Teppovia

B. OPOI'H NEPIOPIZMOI XETIKA ME TH AIAGEXH KAI TH XPHXH

DoppokevTIKO TPOIOV Y10 TO Omoio omotteital meplopiouévn witptkny ovvtayn (PA. mapdptnua I
Iepiinyn tov Xapaktnpiotik®@v tov [Ipoidvrog, mapdypopog 4.2).

I AAAOI OPOI KAI ATAITHZEIX THX AAEIAY KYKAO®OPIAX

) Ex0fcsic Ieprodikic MHapoxkorovOnonc tne AcOaislog

O1 aroutnoetg yo v voPoin ekBEGEmV TEPLOJIKNG TOPAKOAOVINONG TN ACPAAELNS,
GUUTEPIAOUPAVOLEV®V TOV NTATIKOV EKOEGEMV, Y10 TO £V AOY® QUPLAKELTIKO TPOioV opilovtal oTov
KOTAAOYO LE TIG NUepounvieg avagopds e Evoong (katdhoyoc EURD) mov mapatiBetar oty
mTapdypoeo 7, Tov dpbpov 107y, tng odnyiag 2001/83/EK kot kaOe erakdlovdng emikaiporoinong
OTMG OMUOGIEVETAL OTIV EVPMOTAIKT SIKTVAKT TUAT Y10l TO PAPHLOKAL.

A.  OPOI'H HEPIOPIXMOI XXETIKA ME THN AX®AAH KAI AITOTEAEXMATIKH
XPHZH TOY ®APMAKEYTIKOY ITPOIONTOX

) Xy£owo Awoysiprong Kivoovov (EAK)

O Kdroyog Adstoc Kukiopopiog Oa die€aydyet TI amattovpeves dpactnplotnTeg Kot TapeUPacei
QOPUOKOETOYPOTVIIONG OTTMC Tapovaidloviatl 6to suuemvndéy ZAK mov mapovsialetal oty
evotnra 1.8.2 g adelag KuKAOQOPIOG Kol 0TOIEGONTTOTE ETOKOAOVOES EYKEKPIUEVES OvaDEDPNCELG
Tov ZAK.

‘Eva emucaiporoimuévo XAK Oa npémnel va katatedei:

. petd anod aitnpo tov Evponaikod Opyovicpod Oappakov.

. OTOTEONTTOTE TPOTOTOLEITAL TO GVUOTN LA daXEIPIONG KIVOUVOL, EIOIKA (OC UTOTEAEC AL
AMYMG VEOV TANPOPOPLOY OV UTOPOVY VA ETLPEPOVY GNUAVTIKY] OAAGYT 0TI OYECT
0QEAOVG-KIVOUVOL 1 MG ATOTEAEG LN TNG EMITEVENG EVOG OTLLAVTIKOD 0pOOGTLLOV
(papuaKoETAYPOTVNOT 1} EAOYLGTOTTOINGT) KIVOUVOUL).

° EmnpocOcto pnétpa eAoy1oTomoinons Kivovvou

Eleyyouevo Lvortnua Atavoung:

O KAK 0o coppaovioet Tig AeTToUEPELESG EVOG ELEYYXOLEVOL GLGTHIATOG dtavoung Le T EBvikég
Apuoodieg Apyég kot Tpémet vo epoprdcel eBVIKE £vo TETOL0 TPOYPOLLLLO TPOKEIUEVOD VO, EEQCPAMOTEL
OTL TPV T GLVTAYOYPAPN OGN, OO Ol EMAYYEALOTIEC VYEiNG Ot oTToi0L TTpoTiBEVTAL VO
cuvtayoypaenoovy Kavn va dtubécovv to Tracleer, £xovv epodiootel pe Evav OdNyo
Zovtayoypaenongc, o omoiog mepiEyel To axoAovda:

. [TAnpopopieg yia to Tracleer

. BiAidpro pe ITAnpogopieg yia tov AcBeviy/Kapta YrevBopiong Acbevoig

O minpogopieg mov mapéyovtar yuo o Tracleer Oa mepi€yovv ta akdAovba KOpla GTO)E D!
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Ot 10 Tracleer eivan tepatoydvo og {oa.

0 H ypfion o¢ éyxveg yovaikeg avtevdsikvotat.

0 H avdykn amotelecpatikng ovTicOAANYIG.

0 Ot vndpyel oAANAETIOpOOT) LE OPUOVIKE OVTIGVAANTTIKA.

0 2UVIGTOVTOL UNnvioieg SOKIHOGIEG EYKVUOGUVIG G€ YUVOIKEG AVATOPAYWOYIKNG
duvaTOTNTAG.

'Ot 10 Tracleer eivat NTotoTo1KO.
0 To Tracleer dev npénel va ypnoonoteitoan oe Child Pugh Katnyopiag B 1 C,
ONAadn pétpa Emg coPapn NraATKn drTopoy.

0 Avaykn HETPNONG TV SOKIUAGIOV NTOTIKNAG AEITOVPYING:
. [pw v évapén g Bepaneiog.
. e unviaio dtaotpata ko’ OAn T didpKela TG BEPATEVTIKNG AYWYNS.
" AVO gBdopadeg petd amd omoladnmote avénon g d6oNG.

0  Avdykn otevig TopaKoAovONoNG TG NIOTIKNG AEITOVPYING KO TPOGOUPUOYNS TNG
docoroyiag eav ta emineda avELBOVY v TOL 3 X AVATEPOV PLGLOLOYIKOV TULDV
(ULN):
. >3 kot <5 x ULN: EmPefoainon emmnédov kot edv emPepfaiwbovv,

gldTTton g nuepnotog doong N dtakomn ¢ Bepameiog Kot
TOPUKOAOVONGN TNG NTOTIKNAG AEITOVPYiNG TOVAG)IoTOV KAOE 2 £BSOpAdES.

. >5 ko < 8 x ULN: EmBefaionon emumédwv kot edv emPefarnboiyv, diakomn
g Bepameiog Kot TopakoAoVONoT TG NTATIKNG AEITOVPYing TOLVAGYICTOV
KéOe 2 efoopadec.

211¢ TapaTave VO KeES, edv Ta, emineda emavEADOVY GTIG TIUEG TTPO TNG
Bepancioc, mpémel va e€etaotel 1o vOgYOEVO GUVENIONG 1] ETOvVEVAPENG TOV
Tracleer.

. > 8 x ULN 7 onowodnmote amd o Topandve Le oxeT{OIeEVE KAVIKA
ovuntoOpota nrotikng PAAPNG: H Bepaneio mpémet va dtakomel kat ogv
npénel va eEetdleTon 1 emavévapén tov Tracleer.

Ot Oepamneio pe to Tracleer oyetileton pe pio peimon 6TV ALOGEAPIVN.

0 Avaykn TapakoiovBnong Tov aipatoc:
. [Ipwv v évapén g Bepoaneiag.
. Mnviaio Kotd T SIIPKELN TOV TPDTOV 4 UNVAV.
. Avé tpipnvo peténetta.

H Oepaneio pe Tracleer pmopel vo cvoyetiletor pe peiowon tov apduov tov
oneppatoloapiov.

Ot ovyyoprynon tov Tracleer pe tv KuKAoGmopivn avtevdgixvotaL.

Ot eivon Tepropiopéva ta dedopéva ao@dielag Tov Tracleer otny évoelln peiwong tov
aplOpod TOV VE®V SUKTUAIK®V EAKOV GE acOEVEIC LE GLOTNUATIKT CKAPLVGT KOt
EVEPYA SOKTLAIKA EAKT KO OL YiaTpoi evBappvvovtal va evia&ovv acbeveic 610
TPOYPOLLO TALPOKOAOVON oG/ KaTAYPaPTS DOTE VO AENGOVV TEPOLTEP® TIG YVMDGELS TOVG
670 Poiov. To mTpoYpapLLLa TOPAKOAOVONOTG/KATOYPAPTC TPETEL VO TPOTPETEL TOVG
YLOTPOVG VO OVOPEPOLY OVETIOVUNTEG EVEPYELEC.

O TAnpoeopieg yia Tov acBevr| Ba meptéyouvv Tig akdAovBEG TANPOPOpPiES:

O11 to Tracleer givon tepatoyoévo oe (da.

O11 01 éykveg yovaikeg dev mpémel va, Aappdvovy Tracleer.

'O11 01 Yovaikeg avamopay®ykng SuvATOTNTAG TPETEL VO, XPNCUYLOTOLOVV OTOTEAECLATIKNY
AVTIGOAAN Y.

O11 10, OPUOVIKE OVTIGVAANTTIKG GTO LLOVE TOVG OEV EIVAL OTOTEAEGUOTIKG.

Tnv avaykn yio TOKTIKEG SOKILOGIEG KON ONC.

Ot 10 Tracleer mpokadel peiwon oty opoc@Apivn Kot TV ovVAYKY Y10 TOKTIKEG
eketdoeig aiparog.

Ot 10 Tracleer etvat NTOTOTOEIKO KOL TNV AVAYKT TOKTIKNG TALpOKOAOHONGNG TG
NTATIKAG AstTovpYiag.

H Képta Yrevbopiong Acbevoic:
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o H Képta YrevBouiong AcBevoic €xet Tov e1d1kd 61d)0 va vevBouilel otov acbevi| tnv
avayKN Y10 TOKTIKEG EETACELS ALATOG DOTE VO EAEYYETOL ) AELTOLPYIO TOL NTATOC.

. H Kdépta YrevOouong AcBevoic £xetl Tov e101K0 GTOYO VoL EVIILEPDVEL TIG aoBEVELG OTL
TPETEL VO, OTOPVYOVV L0l EVOEYOUEVT KVT|IGN Ko Vo, dlac@aAilovv T yprion

OTOTELEGUATIKDYV HETPOV OVTICOAANYNG.

Mnztpao Karaypapijs Exflacewv Aaxtviixot 'Eixovs (DUO)

O KAK 6a dnpovpynoet éva mpdypapiio mopakoAovdnone/untpmo Kataypaens dote vo cuArexHovv
TANPOPOPIEC GYETIKA LE TA ONIOYPAPIKE OEOOUEVO, TNV ACPAAELD Kol TNV EKPaoT oe acbeveic 6TOVG
omoiovg &xel ovvtayoypapndel to Tracleer Tpokeévoo va petmbei o aplOUdC TV VEDV SOKTLAIK®V
MKV o acbeveic e cuoTNUATIKN OKApLVOT Kot eEEMTGOpEVT VOGO SaKTUAMK®OV eAk@V. Ta
dedopéva mov B cuAAeyBovv Tpémel va, cupewvnBovy pe v CHMP. Ot Aertopépeteg e
AELTOVPYING TOV TPOYPALUOTOC TOPAUKOAOVON GG/ UNTPOOY KaToypaEnS 0o cupervnBoly e Tig

EBvikég Apuodiec Apyéc og kibe Kpdrog-Mérog.

o Yroypémon AMwng HETEYKPLTIKOV NETPQOV

Heprypagn Avapevopevn
npepopnvio

Mn mopepuPoticg peteykprtikn perém acedielog (PASS): Emoiog

Mntpwo Kataypagrg Expdoswv Aaktvikov Eikovg (DUO): éva molvkevtpiko, KOKAOG

TPOOTTIKO, U1 TAPEUPATIKO TPOYPALLLO TOPATHPTONG TOL EXEL WG GTOYO VO
TEKUNPLOCEL TNV THPN O TeV omartioewv g IIXIT oyetikd pe T Asttovpyia tov
NTATOG Kol TOV EAEYYO T®V KVN|GEMV

VTOPOANG TV
EIIIA

Mn mapepfatiky HETEYKPITIKY HEAETN ac@dAieiag (PASS):

Merétn AC-052-516: XapoaktnploTikd vOoov Kot EKPBAGELS TVELLLOVIKNG
OPTNPLOKNAG VIEPTACTC OE TALOIE Kol EQTIPOVG GE TPAYHATIKO KAWVIKO TEPIBUAAOV
Y10l T1] GLAAOYT] TTEPLOGOTEP®V SEGOUEVMOV GYETIKA LLE T LOKPOYPOVIO AGPAAELD Kot
T1¢ ekPdoelg og maudiatpikovg acbeveig pe [TAY

(ZuompotiKoc EAEYY0G TPOOTMTIKMY UNTPO®Y TAPOTPONG)

Kvkhog
voPoing
K@0e 3 €t
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ITAPAPTHMA IIT

EINIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. ENIEHMANXH
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ENAEIZEIX I1IOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA
KOYTI ME 14, 56 KAI 112 AIXKIA

EZQTEPIKO KOYTI/XYXKEYAXIEX KYWEAHX (BLISTER)

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IPOIONTOX

Tracleer 62,5 mg emikoAlvppévo, pe Aemto vVUEVIO diokia

bosentan

[2. TYNGOEXIH XE APAXTIKH(EX) OYZIA(EX)

Ka0e emcodvppévo pe Aemtd vuévio diokio mepiéyel 62,5 mg bosentan (g povobdpiko)

| 3. KATAAOI'OX EKAOXQN

| 4. OPAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

14 emicodvupévo pe Aemtd vuéVIo diokia,
56 gmikoAvppévo pe AETTO VUEVIO O1oKia
112 emuwcoloppéva pe Aemtd vpuévio dtokia

[5. TPONOX KAI OAOX(OI) XOPHTHXZHE

Ao otouaTOog ¥p1on
AwPaote T0 POALO 0ONYIOV ¥PNHONG TPV OO TN XPNOT

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na pvidooetar o€ Béom, v onoia dev PAETOLY Kot dev Tpooeyyilovy Ta ToldLd

| 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOITIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

| 8. HMEPOMHNIA AHEHX

AH=H {MM/EEEE}

| 9. EIAIKEYX XYNOHKEYX ®YAAEHX

Mn puAdooete og Beppokpacia peyoivtepn tov 30 °C
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10. IAIAITEPEX TIPO®YAAZEEIX I'A THN AITOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON 'H TQN
YHOAEIMMATQN IHIOY HPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Actelion Registration Ltd
Chiswick Tower, 13" Floor
389 Chiswick High Road
Aovoivo W4 4AL
Hvouévo Baciielo

| 12.  APIOMOZX(OI) AAEIAY KYKAO®OPIAX
EU/1/02/220/001
EU/1/02/220/002
EU/1/02/220/003
| 13.  APIOMOYX IAPTIAAX
TToaptida
| 14. TENIKH KATATAZEH I'lA TH AIAGEXH
| 15. OAHTIEX XPHEIHX
| 16. TAHPO®OPIEX *E BRAILLE

Tracleer 62,5 mg

17.

MONAAIKOX ANAI'NQPIZTIKOX KQAIKOX — AIXATIAXTATOX 'TPAMMQTOX

KQAIKAY (2D)

AGd106TOTOC YPAULU®TOS KOdKAS (2D) Tov pépet Tov TepAn@Bivta LovadlKo avayvVOPLOTIKO KMOKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOXY —- AEAOMENA ANATNQXIMA AIIO
TON ANOPQIIO

PC:

SN:

NN:

57




ENAEIZEIX I1IOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA
KOYTI ME 56 KAI 112 AIZKIA

EZQTEPIKO KOYTI/XYXKEYAXIEX KYWEAHX (BLISTER)

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IPOIONTOX

Tracleer 125 mg emkolvppéva pe Aemtd vuévio dtokiol

bosentan

[2. TYNGOEXIH XE APAXTIKH(EX) OYZIA(EX)

Ka0e emcodvppévo pe Aemtd vpévio diokio mepiéyel 125 mg bosentan (wg povoiopikd)

3.  KATAAOI'OX EKAOXQN |

| 4. OPAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO |

56 emikoAvppévo. pe AETTO VUEVIO O1oKia
112 gmucodoppéva pe Aertd vuévio diokia

| 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Amo6 oTOUATOG Yp1IoN
AwBdote To UALO 0INYIDV YPNONG TPV AT TN PN |oM

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MMPOION MPEIEI NA ®YAAXXIETAI XE OEXH THN OITOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA HAIAIA

Na puAdooetal o Béom, TV omoia dev PAETOLY Kot dev Tpoaeyyilovy Ta Tald1d

(7. AAAH(EZT) EIAIKH(EX) IPOEIAOIIOIHZH(EIZ), EAN EINAI ATIAPAITHTH(EY) |

[8.  HMEPOMHNIA AHEHX |

AHZH {MM/EEEE}

| 9. EIAIKEX XYNOHKEYX OYAAEHX

Mn puAdooete og Beppokpacio peyoivtepn tov 30 °C
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10. IAIAITEPEX TIPO®YAAZEEIX I'A THN AITOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON 'H TQN
YHOAEIMMATQN IHIOY HPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Actelion Registration Ltd
Chiswick Tower, 13" Floor
389 Chiswick High Road
Aovoivo W4 4AL
Hvouévo Baciielo

| 12.  APIOMOX(OI) AAEIAY KYKAO®OPIAY
EU/1/02/220/004
EU/1/02/220/005
| 13.  APIOMOZX ITAPTIAAY
[Moptida
| 14. TENIKH KATATAZEH I'lA TH AIAGEXH
| 15. OAHTIEX XPHIHZ
| 16. TAHPO®OPIEX *E BRAILLE

Tracleer 125 mg

17.

MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AIXATIAXTATOX TPAMMQTOX

KQAIKAY (2D)

A163106T0TOG YPOUU®TOS KddKag (2D) mov pépet Tov TepAneBévTa LovadiKo avayVOPLOTIKO KMOKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC:

SN:

NN:
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ENAEIZEIX I1IOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA
KOYTI ME 56 AIXKIA

EZQTEPIKO KOYTI/XYXKEYAXIEX KYWEAHX (BLISTER)

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IPOIONTOX

Tracleer 32 mg dacmelpodueva diokio

bosentan

[2. TYNGOEXIH XE APAXTIKH(EX) OYZIA(EX)

Ka0e daomelpopevo diokio mepiéyet 32 mg bosentan (g povobdpiko)

| 3. KATAAOI'OX EKAOXQN

Aocmaptaun (E951), BAéne 10 @UALO 0dNYIDV XPNOTG Y0 TEPALTEP® TATPOPOPIEG
H aonmoptapn (E951) umopet va givon emiPrafng oe acbeveig pe patvoikerovovpiol

| 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

56 dwomelpopeva dlokio (14 x 4)

| 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Amo6 otoOUATOG Yp1ioN
AwPaote T0 PUALO 0INYIDOV XPNONG TPV OO TN XPNOT

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEIIEI NA ®YAAXXETAI XE OEXZH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na pvidooetar o€ Béom, v onoia dev PAETOLY Kot dev mpooeyyilovv Ta Tadd

[ 7. AAAH(EZT) EIAIKH(EX) IPOEIAOMOIHZH(EIZ), EAN EINAI ATAPAITHTH(EY) |

|8.  HMEPOMHNIA AHEHX |

AHEH {MM/EEEE}

| 9. EIAIKEX XYNOHKEY @OYAAEHX

Mn evAdccete o Beppokpacio peyarvtepn tov 25 °C
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10. IAIAITEPEX [TIPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHOAEIMMATOQN ITIOY HPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

Actelion Registration Ltd
Chiswick Tower, 13" Floor
389 Chiswick High Road
Aovdivo W4 4AL
Hvouévo Baciielo

| 12.  APIOMOZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/02/220/006

| 13.  APIOMOZX ITAPTIAAX

[Moptida

| 14. TENIKH KATATAEH I'lA TH AIAGEXH

| 15. OAHTIEX XPHIHZ

16. TAHPO®OPIEX XE BRAILLE

Tracleer 32 mg

17.  MONAAIKOX ANATNQPIZTIKOX KQAIKOX - AIZAIAXTATOX TPAMMQTOX
KQAIKAY (2D)

A16d106T0TOC YPOUU®TOS KOdKaS (2D) Tov pépet Tov TepAn@BivTa LovadKO avayVOPLOTIKO KMOKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC:
SN:
NN:
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ENAEIZEIX I1IOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA KAI
XTH XTOIXEIQAH XYXKEYAXIA
KOYTI ME 56 AIXKIA

ETIKETA EEQTEPIKOY KOYTIOY KAI ®IAAHY/DPIAAEX

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IIPOIONTOX

Tracleer 62,5 mg emcoAvppévo. pe Aentd VUEVIO dioKia

bosentan

(2. LYNOEXH XE APAXTIKH(EZ) OYZIA(EX)

Ka0e emicoivppévo pe Aemtd vpévio diokio mepiéyetl 62,5 mg bosentan (g povobopiko)

| 3. KATAAOI'OX EKAOXQN

| 4. OPAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

56 gmicoAvppévo pe AETTO VUEVIO O1oKia

| 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Amo6 oTtOUATOC Yp1IoN
AwBdote To UALO 0INYIDV YPNONG TPV AT TN YPN|oM

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MMPOION MPEINEI NA ®YAAXXIETAI XE OEXH THN OITOIA AEN BAETIOYN KAI
AEN ITPOZEITIZOYN TA HAIAIA

Na puAdooetal o Béom, TV omoia dev PAETOLY Kot dev Tpoaeyyilovv Ta TaldLd

| 7. AAAH(EY) EIAIKH(EY) ITPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

Mnyv katozmivete v ENpavTikn ovcio

| 8. HMEPOMHNIA AHEHX

AHEH {MM/EEEE}
Xpnoomoteite evtog 30 nuep®V HETAE TO TPAOTO GvoryLa

Huepounvia avoiypatog:

| 9. EIAIKEX XYNOHKEYX ®OYAAEHX

62



10. IAIAITEPEX [TIPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOTHOENTON ®APMAKEYTIKOQN ITPOIONTQN 'H TON YIIOAEIMMATON
IHOY INPOEPXONTAI AIIO AYTA, EOOXON ATTAITEITAI

| 11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

Actelion Registration Ltd
Chiswick Tower, 13" Floor
389 Chiswick High Road
Aovdivo W4 4AL
Hvouévo Baociielo

| 12.  APIOMOZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/02/220/007

| 13.  APIOMOZX ITAPTIAAX

[Moptida

| 14. TENIKH KATATAEH I'lA TH AIAGEXH

| 15. OAHTIEX XPHIHZ

16. TAHPO®OPIEX XE BRAILLE

Tracleer 62,5 mg

17.  MONAAIKOX ANATNQPIZTIKOX KQAIKOX - AIZAIAXTATOX TPAMMQTOX
KQAIKAY (2D)

A16d106T0TOC YPOUU®TOS KOdKaS (2D) Tov pépet Tov TepAn@BivTa LovadKO avayVOPLOTIKO KMOKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC:
SN:
NN:
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ENAEIZEIX I1IOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA KAI
XTH XTOIXEIQAH XYXKEYAXIA
KOYTI ME 56 AIXKIA

ETIKETA EEQTEPIKOY KOYTIOY KAI ®IAAHY/DPIAAEX

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IIPOIONTOX

Tracleer 125 mg emkodvppéva pe Aemtd vpuévio diokio

bosentan

(2. LYNOEXH XE APAXTIKH(EZ) OYZIA(EX)

Ka0e emcodvppévo pe Aemtd vpévio diokio mepiéyel 125 mg bosentan (®g povoiopiko)

| 3. KATAAOI'OX EKAOXQN

| 4. OPAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

56 gmicoAvppévo pe AETTO VUEVIO O1oKia

| 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Amo6 oTOUATOG Yp1IoN
AwBdote To UALO 0INYIDV YPNONG TPV AT TN PN |oM

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IMMPOION MPEIEI NA ®YAAXXIETAI XE OEXH THN OITOIA AEN BAETIOYN KAI
AEN ITPOZEITIZOYN TA HAIAIA

Na puAdooetal o Béom, TV omoia dev PAETOLY Kot dev Tpoaeyyilovy Ta Tald1d

| 7. AAAH(EY) EIAIKH(EY) ITPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

Mnyv katozmivete v ENpavTikn ovcio

| 8. HMEPOMHNIA AHEHX

AHEH {MM/EEEE}
Xpnoomoteite evtog 30 nuep®V HETAE TO TPAOTO GvoryLa

Huepounvia avoiypatog:

| 9. EIAIKEX XYNOHKEYX ®OYAAEHX
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10. IAIAITEPEX [TIPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOTHOENTON ®APMAKEYTIKOQN ITPOIONTQN 'H TON YIIOAEIMMATON
IHOY INPOEPXONTAI AIIO AYTA, EOOXON ATTAITEITAI

| 11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

Actelion Registration Ltd
Chiswick Tower, 13" Floor
389 Chiswick High Road
Aovdivo W4 4AL
Hvouévo Baociielo

| 12.  APIOMOZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/02/220/008

| 13.  APIOMOZX ITAPTIAAX

[Moptida

| 14. TENIKH KATATAEH I'lA TH AIAGEXH

| 15. OAHTIEX XPHIHZ

16. TAHPO®OPIEX XE BRAILLE

Tracleer 125 mg

17.  MONAAIKOX ANATNQPIZTIKOX KQAIKOX - AIZAIAXTATOX TPAMMQTOX
KQAIKAY (2D)

A1Gd106T0TOC YPOUU®TOS KOdKAS (2D) Tov pépet Tov TepAn@BivTa LoVadKO avayVOPLOTIKO KMOKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC:
SN:
NN:
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIET NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

BLISTERS

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Tracleer 62,5 mg diokia

bosentan

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Actelion

| 3. HMEPOMHNIA AHEHX

AH=H {MM/EEEE}

| 4. APIOMOX ITAPTIAAX

[Moptida

5. AAAA YTOIXEIA
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

BLISTERS

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IPOIONTOX

Tracleer 125 mg dokia

bosentan

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Actelion

| 3. HMEPOMHNIA AHEHX

AH=H {MM/EEEE}

| 4. APIOMOX ITAPTIAAX

[Moptida

5. AAAA YTOIXEIA
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIET NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

BLISTERS

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IPOIONTOX

Tracleer 32 mg dacmelpodueva diokio

bosentan

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Actelion

| 3. HMEPOMHNIA AHEHX

AH=H {MM/EEEE}

| 4. APIOMOX ITAPTIAAX

[Moptida

5. AAAA YTOIXEIA
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KAPTA YIIENOYMIXHX AXOENOYX

((Front cover)) ((Back cover))
Inpovrikég vrevlopioels ao@aieiog yio Toug acdeveic mov Aappdavovv Tracleer AvtioOAAnyn
(bosentan) Xpnowomnoleite 1 TOIPVETE TOPO. AVTIGLAANTTIKG,
ZTNV KAPTO avVapEPOVTAL CTUAVTIKEG TANPOPOpPies Tov apopovv To Tracleer. T Nt L Oxn
[apaxarodpe va Ti¢ dwaPdoete mpooekticd npotod apyicete ) Oepamneio pe Tracleer. Av Noit, ONHEUDOTE TIG OVOROGIES TOVG EOM:

To ovopaten@voud Gog:
Tatpdg mov yoprynoe ) cvvtoyn:
Eav éxete amopieg oyetikd pe to Tracleer, potfote 10 yoTpd oag. [Tapte pall cog avtv TV KapTa Kot TNV XdUEVN enioKeYn G6ag GTOV YIoTpo 1
Actelion Registration Ltd. YOVOIKOAGYO GOG Ko owtdg 1 avt o givan og Béom va oag cupBoviedoet edv o
TPEMEL VOL (PTOLLOTOLELTE EMTAEOV 1] EVOALOKTIKY OVTIGCVAANTTIKY HEB0JO.

((Inside 1)) ((Inside 2))
Edv giote yovaika o€ avorapoyoykn nMkia, swefdote avti 1 oghida npocekTikd | EEétaon aipatog Yo Tov £AeyY0 TS NTOTIKIG AErToVpYiag
Kionon Opiopévot acBeveig mov Aappdvovy Tracleer eppdvicay un QUGLOAOYIKES
To Tracleer evdéyetan va PAdyel TNV avantuén Tov gpfpvov. Qg ek T00TOV, dev TPETEL NRaTKéG TIES 0TS SoKIHaTieg EAEYYXOL TN NIaTkNG Aettovpyioc. Katd
va dapfavete o Tracleer edv glote £ykvog Kat, emiong, dev mpémet va peivete £yKvog dubpkela tng Oepomeiog pe Tracleer, o yiatpog cog Oa Kavovicet tn devépyeia
Katd to didotnuoe mov Aapupdavete to Tracleer. TOKTIKOV EEETACEMV QULOTOG Y10 TOV EAEYYO OAAOYDV OTNV NTOTIKY GOG
Emumléov, av mtaoyete amd TVELLOVIKY VIEPTOGT), 1] EYKVUOGVVI] WITOPEL VO, ETOEVAGEL Aettovpyia.
coPapd ta cLUTTOMOTO THG VOOV, AV €yete voYieg OTL €loTe £YKVOG, AVAPEPETE TO Na Ovpdote vo kdvete kGOe piva eE€Tacn aipatog Yo Tov ELeYY0 TG
GTOV YLOTPO 1 TOV YUVOUKOAGYO GOC. nraTkg Aertovpyiag.

Metd a6 adEnon g 060G, mpémer va yivel pa tpocOetn eéTaon petd
AvticOAAnyn om6 2 efoopades.
H avticOAinyn mov €xet faon g Tig 0pUOVES - 0TS amd GTOUATOC AVTIGVAANYN 1) Huepounvia npdng pnviaiog eEétoonc:
OVTICVAANTITIKA YO0, OPUOVIKES EVEGELG, ELPLTEVUATA 1] StodepKa emBEpaTa - dev [poypappa unviaiog eE€taong aipaTog TG NIATIKNG AEITOVPYiaG:
eumodifovv v gyKuposvvn pe alOTIoTo TPOTO GE Yuvaikes Tov maipvovy Tracleer. @a | [ lav. [1 Mduog [ Zemt.
TPEMEL EMIGNG VO YPNGILOTOLEITE AVTIGLAANTTTIKY HEBOSO PPOryHOD - OT™G TPOPLAKTIKO, | (] Def. [ TIovv. 1 Oxkr.
StappayLa 1} KOATIKO OTOYYO - EMTAEOV OTOLUGONTOTE OO AVTEG TIC AVTICVAANTTIKES ) Mapr. [ Tovk. ) Nogj.
peboddovg. Oa mpénet va GuLNTHGETE OMOEGONTOTE AMOPIES GOG LLE TOV YLITPO 1] TOV O Anp. 1 Avy. [ Agx.

YOVOIKOAOYO GOG - GUUTANPAOOTE TO GTOYEIN, 6TO TO® UEPOC TNG KAPTOG KO TAPTE TNV
pali cog oty endpevn emickeyn oag.

Oa mpénel vo kdvete dokipacio Kuomoems Tpv v Evapén g Oepameiog pe Tracleer
kaBag emiong kot kGbe pvo katd Tt diapketo TG Bepameiog akdpa KL ov dev vopilete
ot glote £yKvog.

Hpepounvia tpodtg pnviaiog e€étaong
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B. ®YAAO OAHI'TQN XPHXHX
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®vrho ooNYIOV ypiong: [IAnpogopics yia Tov ypijoty

Tracleer 62,5 mg emkoloppéva pe Aentod vpuévio diokio
Bosentan

AP aoTE TPOGEKTIKA 0AOKANPO TO QVALO 0ONYLAOV PN OIS TTPLV UPYIGETE VO TAIPVETE AVTO TO

PapROKOo, O10TL TEPIAAUPAVEL CNUAVTIKES TANPOPOPIES Y10 GOG.

- DuAGETE 0VTO TO PUALO 00N YLDV Ypriong. Towg ypelaotel va To dafdacete Eavd.

- Edv éxete meportépw amopieg, p@THGTE TOV Y1OTPO GOG 1] TOV QAPLOKOTOLO GOG.

- H ocvvtayn yio avtd 10 eappoko xopnyndnke amokAeloTikd yio oag. Agv Tpémel vo SMGETE TO
QaploKo o€ GALOVG. MTopel va Tovg TPOoKOAESEL PAGPT], OKOLO KOt OTOV TO GUUTTMOLOTO, TNG
ac0Eveldg Tovg givarl idla pe ta S1kd Gog.

- Edv mapatnpioete kamoto avemBOunTn evEpYELd, EVIUEPMDGTE TOV YIATPO 1) TOV POPLOKOTOLO
caG. AvTd 1oyvel kot yo kKB mhovi avemBOUNTN EVEPYELD TTOV OEV OVAPEPETAL GTO TAPOV
@OALO 0OMYLDV YPNONC.

T Tepréyer To Tapév eOALo 00N YLOV:

Tr etvan to Tracleer kot Towa etvon 1 yprion tov

T mpénet va yvopilete mpv mapete 1o Tracleer

[Mog va mapete to Tracleer

[MBavég avemBounteg evépyeteg

Mo va puidooete to Tracleer

[epreydpevo g cuokeLOCING Kol AOUTEG TANPOPOPIES

Sk wnE

1. T givan 10 Tracleer ko wowa givar 1 yp1o61 TOVL

Ta dwokia Tracleer mepiéyovv bosentan, To 0oio amoKAElEL Lo PLGIKT OPUOVT, TNV EVOOONAIvY-1
(ET-1), n onoia mpokaAei otévoon Tav apo@dpmv ayyesiov. Etopévag, to Tracleer mpokoel
SL0GTOAN TV AULOPOPOV AYYEIMV KOL OVAKEL GTIV KOTNYOPIo TOV GOPpUAK®OY Tov ovoudlovon
‘OVTOYOVIOTEG TV VTTOS0YEWMY eVOoONAivng .

To Tracleer ypnoionoeiton yio ) Oepaneio:

o Tng nvevpovikng aptnprekic vaépraons (ITAY): HITAY sivon po wébnon coPapnc
OTEVOGTC TOV QUOPOPOV AYYEIMV GTOVG TVEVLLOVEG TOL £XEL WG OMOTELEGLO TV VYTAN] TTieon
TOVL G{HATOC GTO AHOPOPO Oy YElD (OTIG TVEVUOVIKES 0PTNPIES) T, OOl LETAPEPOLV OOl OO
TNV Kapdld GTOLG TVEVUOVEG. AVTN 1) TEON UELDVEL TNV TOcOTNTA 0EVYOVOL TOV UTOPEL VOl
€10éA0¢el 670 aipa pEGa 0TOVG TVEDUOVES, KOOIGTOVTOG SUGKOAOTEPT TN PLGIKT SPACTNPLOTNTA.
To Tracleer d100TEAAEL TIC TVELHOVIKES apTNPlES, SlEvKoAVVOVTOG TV Kapdld va ovTAEl aipo
SLOUEGOVL OVTAOV. AVTO PEIDMVEL TNV TEST TOV OHUATOG KOl AVOKOVPILEL TO. CUUTTAOUATO.

To Tracleer ypnowyonoeiton yo ™ Bepaneia acOevav pe ITAY kotnyopiag I yia ) Bektioon g
aVOYNG OTNV KOTT®GN (TG KovOTNTOG SLEEAY®YNG PLGIKNG OPACTNPLOTNTOS) Kot TV cvuntoudtov. H
“katnyopio” avtavaxkid ) cofapotnta tng vosou: n “katnyopio 1”7 tepriiappdaver a&loonpeimto
ePLoPIopd TG PLGIKNG dpactnproTnTaS. Mepikéc BeATidoelg Exovv eniong eppaviotel og acOevelg pe
ITAY xoatnyopiag I1. H “xoatnyopia II” mepthoapBdvel o meplopiopd g uoikng dpactnprotntag. H
ITAY 10 v omoia gvdeikvutal to Tracleer pmopei va givat:

o TpoToTadng (wpig kapio kabopiopévn artio 1| KANpovouikn),

o 0QEILOUEVT GE OKANPOOEPLA (YVOOTH KOl G CLUGTILOTIKY GKANpLVOT), o acBévela oty
omoia VIdapyEl TaBoAOYIKN avATTLEN TOL CLVOETIKOD 16TOV TTOL GTNPILEL TO dEPLLA KO TOL
vdAouta dpyava,),

. 0QEINOLEVT OE GLYYEVEIC (EK YEVETNG) KAPOLOKESG OVACTOUMGELS (OVDLOAEG S1OS0VE) TOV
TPOKAAOVY TAHOAOYIKT| POT) TOV GULLOITOC SIHUEGOL TNG KAPOLAC KOL TV TVELHOVOV.

71



o TV dOKTVMKOV EAKOV: (TANYDOV 6T dAYTLAN TOV YEPIDV KOl TOV TOODV) GE EVAAIKES
aoBevelc pe o voco mov ovopaletor okAnpodeppa. To Tracleer pewmvel tov aplOpod tov vémv
eUPavILOUEV®V EAKOV GTO, OAYTLUAN TOV YEPLDY KOl TOV TOJDV.

2. Tvrpémer va yvopilete napwv wapete 10 Tracleer

Mnyv népete to Tracleer:

o o€ TepinTOon arhepyiog oto bosentan 1 o€ omo106MmOTE GALO OO TAL GUGTATIKA CLTOV TOV
QOPUaKOL (avapEpovTal 6TNV Tapdypago 6)

. o€ TEPinTOON MOV £YeTE NIATIKG TPpoPfinpata (cupPfovievteite To yatpd cag)

. o€ TEPINTOON OV €l6TE £YKVOG, 1] TOAVOV Vo peiveTe £YKVOG O10TL dEV YPNGILOTTOLEITE

a&omioteg pebodovg avTicVAANYNG. AlafdoTe TG TANpoPOpieg GTNV TAPAYPOPO
“AvTioVAAMNTTIKA” Ko “Alha eappaka kot to Tracleer”.

o o€ TEPITTOOT TOV aKoAovOsiTe Ogpameia pe KuKAooTOPIVI] A (QUPUAKEVTIKO TPOTOV TOV
xpnoomoteitol Letd amd pia petapdoyevon 1 yo ™ Bepaneio g yopioong)

Edv omolodnmote amd avtd 1oy0eL Yo €GAG, EVIUEPDGTE TO YIUTPO GOGC.

Ipocidomomcerg Kot TpoPuvAGEeLS
Eetdosig mov 0o mpaypatomomest o yuotpog cog pv 1) Oepoaneio

o e&étaon aipatog yuo va eEAEYEEL TNV NIaTIKY G0G AsrTovpyia
o e&étaon aipatog yuo EAeyy0 TG avolpiog (YOUNAn T opos@apivng)
. doKIooio KUNGEWMS EAV EIGTE YOVAIKQ, LIE AVOTAPAYDYIKT SUVOTOTNTO

Opopévor acBeveig mov Aappavovv Tracleer mapatnpnOnke 01 TOPOLGIGOV U] PLGIOAOYUKES TILES
oTIG €€eTAOELG EAEYYOV TNE NTATIKNG AELTOVPYING, KAOMG Kot ovotpion (YoUnAN TIU cposeapivig).

E&etdosig mov 0o mpaypatomomost o Yiatpog 60 KT TN drapkewa g Oepameiog
Koatd ) ddpxera ¢ Oepanciog pe Tracleer, o yuotpog cog Oa kavovicet Tn dievépyela TOKTIKMOV
eEetdoev ailaTog Yo Tov EAEYY0 HETAPOADY GTNV NAATIKY COG AELTOVPYIN KO GTO EMITESX TNG

aLLOGPAIPIvIG.

T Oheg avtég TIc e€etdoeig Tapakaieiode va deite emiong v Kdpta YrevBopiong AcBevoig (ot
ocvokevaoio tov diokiov Tracleer). Etvat onpovticd vo Tpaylatonoleite autés Tig TaKTIKEG eEETAGELG
aipotog yio 6co drbotnpa maipvete Tracleer. Xog GuVIGTOOLE VO GIUEIDOVETE TNV NUEPOUTVID TG TTLO
TPOCPUTNG KAt TNG ENOUEVNS eE€Taomg (POTNGTE TO YIOTPO GOG Yl TV nuepounvia tg) otnv Kapta
YrevBopiong AcBevovg, mpdypa wov 8o coc fondnoet va Bupdote Tdte TPEMEL Vo KAVETE TNV EMOLEVN
oog e&étaon.

Ecetdoeic aipatoc yio tov £Aeyyo NS NIOTIKNG AELTOVPYiIOG
Avtég Ba mpaypoTomotovvTol Kabe pve ko’ 6An ) duipkela Bepaneiog pe Tracleer. Metd amd pua
avénon g 6o Ba TpaypaTonoteiton po TpodcHetn eEETaon petd amod 2 efdopddec.

Eetdoeig aipatog yia Tov £AeYy0 TG ovorpiog
Avtéc Oa mpaypatomotovvtal kdBe uva Kot Toug 4 TpdTovg UNveg Bepameiog kot kdbe 3 unvec ot
ouvéyela, kKabmg ot acbeveic mov Aappdvovy Tracleer umopei va Tapovcidcovy avaipia.

Edv avtd to amotedéspota givot U QUGIOAOYIKA, O YIUTPOG GG UTOPEL VO OTOPAGIGEL VO LELDGEL TN
doon cog M v otopatioel ) Ogpaneio pe to Tracleer, kot va kdvel Tepattépw eEETAGELS VX VO
OlEPEVVNGEL TNV arTia.

Mooa ko Epnpor

To Tracleer 6ev cuvioTaTal G€ TOSATPIKOVS OCOEVEIS [LE GLGTNUATIKY GKANPLVOT Kot EEEMGGOUEVN
VOG0 SUKTUVAK®V EAKAV. Avatpélte emiong oty mapdypago 3. [long va ndpete to Tracleer.
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Alro gappoxa ko Tracleer

Evnuepmaote Tov y1atpd 1 TOV QOPLOKOTOLO GOG EAV TAIPVETE 1| EXETE TPOGPATO TAPEL AAAD PAPLLAKAL,
KOO KO 0T IOV deV GO Exovv yopnynoei pe cuvrayn. Eival dwaitepa onpovtico vo evnuepmoeTe
TO YLOTPO GUG EAV TAIPVETE:

. KukAoomopivi) A (€vo APLAKO TOV YPTCLOTOLEITOL LETA GO LETOUOGYEVCELG KO Y10. TN
Bepamneia e yopiooncg), n owoia dev Tpénet va ypnoiponoteitar tavtdypova pe to Tracleer.
. sirolimus 1 tacrolimus, Ta ooia lvol EAPUOKE TOV XPTCLLOTOIOVVTOL LETE 0Td

UETAPOGYEVOELS, KAODC avTd dev Tpémetl va Aappavovtor pali pe to Tracleer.

o YAMBevichapion (pappoko yio o dafnm), prpoumikivn (eaproko yia tn Oepaneio g
ELUATIOONG), PAOVKOVALOAN KOt KETOKOVAZOAT (PAPUOKA Y10 TNV OVTIUETOTIOT TV
HUKNTIOGIK®V AOUOEEWDVY), vePipanivn (pdppako yia tov HIV), kabohg avtd to papuaka dev
mpémeL va ypnoiporotovvtol pali pe to Tracleer.

o dAdo appoka yio tn Oepaneio g Aoipméne HIV, n onoia umopel va ypetdletor e101kn
mapaKoAovOnon, edv ypnoiporotovvtor pali pe Tracleer.

o OPHOVIKG AVTIGLAANTTIKE, KOODS avTd dev Eival AmoTEAEGLATIKG G 1) LoV péBodOg
avTIoOAAN YN G O0tav Taipvete Tracleer. Méca ot cvokevacio Twv diokimv Tracleer Oa Ppeite
uia képto vaevidong acbevovg tny omoia wpénel va daPdoete Tpooektikd. O ylotpdg Kovn o
yovakoAdyog cag Oa e&axpifdcovv T pEB0do avTiIcOAANYNG OV gival KATAAANAT Y10 GOGC.

o Ala pdppoka yio T Bepaneio TG TVELUOVIKNG VIEPTACGNG: GIAdEVAQIAN kot Tadorapiln,
. Bappapivn (avTimnkTikog Topdyovtog),
. owPactativn (ypnoonoteiton yia ) Oepameio tng vIEPYOANGTEPOLALUING).

001yNoN Kot YEPIGROS POV LATOV

To Tracleer dev &xel Kopia 1 el apeAntén EXOPACT OTNV IKOVOTITO 0ONYNONG KL YEPIGUOD
pnyavnudrov. Qotdco, to Tracleer pnopel va tpokaiécet vadtoon (Helwon TG APTNPLOKNG THEONG),
N omoio pumopet vo oag Kavel va viwoete (GAN, va eXnNpedoel TNV OpUoT] GG KoL VO ETNPEACEL TNV
TKOVOTNTO 001 YNOTG KO XEPIGHOL unyovnudtev. Etopévag, edv vimeete {aAn | 611 1 6pacn cag
etvon Bapmn eve naipvete to Tracleer, pnv odnyeite kKo un xepileote epyareio 1 UnyoviLLoTOL.

I'vvaikeg o€ avamapoyoyKi nikio
MHN rnaipvete To Tracleer edv eiote £ykvog 1 oxedialete vo peivete €ykvog.

Aoxpocisg kOnong

To Tracleer pmopei vo BAGyeL Ta ay€vvnta pmpd, Tov onoimv 1 GOAANYM £yve TTpy omd Ty Evapén M
Katd tn dapkela tng Bepomeiog. Edv elote yuvaika mov pmopel va petvel £ykvog, o yiatpog cag Oa cog
{ntoel va kdvete éva 1e6T KLNoEMG TTPLY apyicete va maipvete Tracleer, Kot avd TakTd SlGTALOTA
evoom maipvete Tracleer.

AVTIGUAMTITIKG,

Edv etvar mBavo va peivete £ykvog, ypnoyonomote po a&idmiotn péBodo aviicOAAyNg 66o
naipvete Tracleer. O ylatpog M 0 yovakohdyog cag 0o 6og cupPoVAEDGEL GYETIKA LE TN YPTION
a&omotov pefddmv avticOAANYNG Katd T didpkela g Aqyng tov Tracleer. Emeldn| to Tracleer
UTOPEL VO KATAGTGEL TNV OPLOVIKY] OVTIGOAANYT (T3 TN XOPNYOVLEVN OO GTOUATOC, TNV EVEGIU),
TNV EUOLTEVGIUT T} TO SLAOEPUIKG ETOEUATO) OVATOTELECUATIKY, aVTN 1] HEB0SOC 0md udvn g dev
givar a&omotn. Enopévag, av ypnoylomoteite oppovikd avticVAANTTIKE 0o npémnetl emiong va
YPNOLOTOLEITE Kot [l LEBOJO PParylov (TT.). TPOPLANKTIKO Y10 YUVOIKES, SIAPPAYLLO, OVTIGUAANTTIKO
ondyyo 1 Ba TPEMEL 0 GVVTPOPOG GO VO YPNCUYLOTOLEL TPOPLANKTIKO). MEGA 6T GLoKELOGIN TV
dwokiov Tracleer Oo Bpeite po Kapta YrevOouong Acbevovig. [pémel va T cupmAnp®ceTe Kol va,
v wépete poll 6oc Katd TV ENOUEVN EMICKEYT GOG GTO YTPO GG MGTE O YIUTPOG 1 O YOVALKOAOYOG
oo0c va glval og Béon va ekt ot edv xpeldleote EMTAEOV 1) EVOAOKTIKEG aE1OTIOTEG
AVTICLAANTTIKEG HEBOOOVE. ZVVIGTATOL 1) OIEVEPYELD UNVICI®OY SOKIUAGLDY KUNGEMG, EVOCM TOIPVETE
Tracleer kou giote o€ avamopay®yKn NAKia.

Evnuepoote 1o yrotpd oag apéong edv peivete £ykvog evad maipvete Tracleer, 1| oxedialete va peivete
£YKVOG GTO KOVIIVO HEAAOV.
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Oniaopdg
Evnuepaote apéowng 10 Y1oTpo 6og £dv Onralete. ZuvicTATal VO GTAOTICETE TN YOAOLYIO E4V GOG
ocvvtayoypaenbei o Tracleer, 610T1 dev eival YvOGTO €0V AVTO TO PAPUOKO TEPVE GTO UNTPIKO YOAO.

LovipétnTo
Edv giote dvtpag kot Aappdavete to Tracleer, eivor mBavo avtd To eAPUOKO VO LEWDGEL TOV 0p1OUd

TV oneppoTolapiev cag. Agv UTOpPEl Vo OMOKAEIGTEL TO EVOEYOLEVO VO ETNPEACTEL 1] IKOVOTNTA GOG
va. amoktioete modi. I'o omolecdnmote amopieg 1 TPOPANLATIOUOVE GYETIKA e VT, amgvbuvieite
GTO YLITPO GOG.

3. Iog va mapete 10 Tracleer

H Oepancio pe Tracleer mpénet va apyilel kot va Tapakorovdeitor povo and yiotpd mov el EUmelpio
ot Bepaneio g IIAY 1 ot cvotpatiky ckAnipoven. [lavtote va maipvete 10 eApUAKO avTd
aVOTNPE GOUP@VO. e TIG 00N Yieg TOoV Yiotpo¥ cag. Edv éxete apeiporieg, potmote Tov yioutpd 1 Tov
(OPLLOKOTTOLO GOG.

To Tracleer pe Tpo@1 Kot 1016
Mmnopeite va mépete to Tracleer pe 1 yopic Tpoen.

Yovietopuevn 66on

Evijlikeg

H 0gpancio otoug evidikeg cuvnmg Eekvdet pe 62,5 mg 500 eopéc v nuépa (Tpmi kot Bpddv) yia
TIG TPAOTEC 4 €POOUAdES KL GTN GUVEXELD O Y1ITPOC GaG cLVNOmG Ba GOC GVGTHGEL VA TaiPVETE Eval
dwokio Tv 125 mg 600 popég v Nuépa, avaroya pe v avtidpact cog oto Tracleer.

Xpion o€ TooLd Kot @1foovg

H obdotaon yio ) 8601 o€ modid Tpoopileton povo yio v IAY. Eto modid nhkiag 1 £touvg kot
dvo, N Bepaneia pe Tracleer Eekivael cuvnBog pe 2 mg avd kg Bapovg cdRaTog VO POPES NUEPN OIS
(mpoi kat Bpddv). O yTpog cag B Goc GuUPOVAEYEL GYETIKA e TN dOCOAOYiO GOC.

Inuewwtéov, o Tracleer dwatiBetan emiong g okedacua dtouomelpopuevov diokiov 32 mg, Tov pmopel
va. 01EVKOADVEL TN GMGTH YOPNYNOT TG SO0 G Yo Tadd Kol acBevelg pe younAd copatikd Bapogn
He OLGKOAIEG GTNV KATATOGN TOV EMKAAVUUEVOV LE AETTO VUEVIO SloKI®V.

Edv éxete v evtommon 611 ) enidpaon tov Tracleer givon gite vepPoAikd oyvpn ite vepPorikd
adVVALY), EVIUEPMGTE TO YIOTPO GOC TPOKEEVOL Vo LibeTe €dv Tpémetl va Ttpomomotn0ei 1 66om.

og va wapete to Tracleer
Ta dwokia wpémetl va Aapfavovion (mpmi ko Bpddv), katomivovtdc ta pe vepd. Ta diokio pmopovv va

Aappdvovton pe M xopic tpoen.

Eév napete peyardtepn 86on Tracleer amwd Tnv kKavoviki
Edv ndpete mepiocdTepa diokia amd 660 GOG £YOVV TTEL VO TOAPVETE, EMKOIVOVIOTE AUESHOC LLE TO
Yotpd GoC.

Eav Eeyaoete vo wapete To Tracleer

Edv Eeydoete va mapete to Tracleer, mapte pia 666m poiig to Bounbeite kot petd cuveyiote va
naipvete ta S1okia oog oTIS TpokadopioéveG dpes. Mnv mdpete SN dOGT Y10 VO OVOTANPAOCETE TO
dtokio mov Egydoarte.

Edv otapoatiocete va naipvete to Tracleer

H amotoun dwakonn| g Oepamneiog pe Tracleer evdéyetot va mpoKaAécel emideiveon Tov
CUUTTONATOV coc. Mnv otopatioete T Ay tov Tracleer, extdg dv GOC TO GUGTNGEL O YLUTPOG
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c0c. O 71TpOG 0aG EVOEXETAL VO GOG CLOTNOEL T Lelmon TG 000G EML LEPIKEC NUEPES, TPV
OTOUOTNOETE EVIEAMG TN Oepameia.

Edv éxete meptocoOTEPEG EPOTNOELS GYETIKA LIE TN YPTOT] AVTOV TOV QUPIAKOV, POTAOTE TOV YIOTPO 1
TOV QUPHOKOTOLd GOC.
4, MOavég avemBOuNTES EVEPYELEG

Onwc 6Aa T Péppaka, ETo1 Kot aVTd TO PAPUOKO Umopel va TPOKAAEGEL avemBOUNTES EVEPYELES, AV
KoL 0gv mopovotdlovtal 6e OAOLE TOVS 0VOPDTOLG,.

Ot o coPapég avemBounteg evépyeteg pe to Tracleer eivon

. Mn @uGLOA0YIKEG SOKIOGIEG NTOTIKNG AEITOVPYIOG TOV UTOPEL VO EXNPEAGOVV TEPIGGOTEPQ
and 1 ota 10 dropa
. Avoupio (xopnmAgg TiéC epuBpmdv apooeapinv) Tov pmopet va emnpedcsovy £m¢ 1 ota 10

dropa. H avoio propet va ypelaletol mepiotaciokd Letdyylorn aipotog

To Amap kot ot TiHég epubpdv arpoceatpiov Ba Taparkorlovbodviorl 6t didpkela TG Bepaneiog e TO
Tracleer (BA. mapdypago 2). Eivol onuovtikd va kévete autég Tic EETACEL CUUPMVAL LE TIG 00N YiEC
TOV Y1TPOV COG.

ZOUTTOUOTO OTL TO NTOP OOG UTOPEL VoL N AELTovpYEl c®OTA sivat:

vauTtia (Tdon yio EUETo)

EUETOG

TPeTOC (VYN Beppokpacio)

TOVOG GTO GTOUAYL oG (KOALK)

iktepog (KITpiviopo TOV SEPUATOC GOG 1 TOV AEVKOD LEPOVG TV LOTIDV GOC)
oKOVPOYPWLLO 0VPOL

KVNOUOG GTO OEPLLOL OOG

MBapyoc 1 kKénwon (acvvidiotn Kovpaon i e£avtinomn)

YPITOONG GUVOPOUN (TOVOG OTIS apBPMCELS KO TOVG VG LE TVPETO)

Edv mapatnpioete omotodnmote and ouTd To GOUTTDUOTO EVI|HEPMDGTE TO YIUTPO GUS URECMG.

Adlec avemBounteg eVEPYELEC:

IToAd ovyvig (umopel va emnpedoovy TeprocoTepa amo éva ota 10 dtopa):

. [Tovoxépaiog
. Otdnua (Tpéo TV KAT®M AKPOV Kol TV 0oTPUYIA®V 1 GAAN OTLElN KATOKPATNONG VYPDV)

Yoyvég (umopel va emnpedoovy £0g kot éva ota 10 dtopa):

Ewdva £Eayng 1 epuBpodTnTa 6TO dépa

Avtidpdoeig vrepevansnoiag (6mwg PAEYHOVH OEPLOTOC, PayoVpO Kot EAVON LX)
laotpootcopayk| maiwvdpounon (railvdpouncn oEEwv)

AlGppota

Yvykomn (MmoBupia)

AtoOnpa madpmv (ypryopot 1 aKovovioTot kapdiokol moipot)

Xopunin mieomn aipotog

Pwun ocopepdpnon

Oy ovyvég (umopet va ennpedoovy g ko éva ota 100 dtopa):
. Opoppoxvtraporevia (YoaunAOg aptBudS apoTeETOAMMVY)
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o Ovdetepomevia/Agvkonevia (YapumAog aplBpoc AVKGOV aLocOapimy)

o AvEnuéveg Tipég natikng Aettovpyiag pe nratitido (PAEYLOVH TOV NTATOG),
CUUTEPIAAUPAVOUEVIC EVOEYOLEVIC EMOEIVOONC VITOKEILEVNS NIATITIONG, KA/ IkTEPOG (Kitpivn
ATOYPMGCT] TOL SEPLOTOG 1) TOV AEVKOD UEPOVS TAOV LATIDV)

Yravieg (uropet va emnpedoovy mg kot éva ota. 1000 dtopa):

. Avaguia&ia (yevikn alAepyikn avtidpaoct), ayyslooidnua (oidnua, cuvnBéotepa yOp® amd To
udtia, o yeidn, T YA®ooo 1 To AGpuyya,)

. Kippwon (ovAég) tov fmatog, nmatikn avemdpkelo (cofapn datapoyn g Asrtovpyiag Tov
Nmatog)

H Bounn 6paon €xel emiong avaeepbel g pn yvootig cvoyxvottog (n ovyvotnta dgv pmopel vo
extyunOei pe Paon to drwbéoipa dedopéva).

AvemOOunTeg gvépyeieg 6 madLd Ko pijpovg
Ot avemBOuntec evépyeteg Tov £xovv avapepbei oe mTadid mov maipvovy Tracleer gival ot idieg pe
EKEIVEG IOV EULPAVIOTIKAY GE EVIIMKEG.

Ava@opd avemOOuNTOV eVEPYELOV

Edv mapatmproete kKamowo avemBOUnTN eVEPYELD, EVILEPDGTE TOV YIOTPO 1) TOV PUPLUKOTOLO GO,
AvT0 1oyt Kot Yo kdOe mhavr avemBountn evépyela Tov dev avaPEPETAL GTO TAPAV GVALO 0dNYIDV
ypNonG. Mmopeite emiong va avagépete avembOuNTEG evépyeleg anevbeiog, LEcm Tov BviKoD
GLOTILOTOG OVAPOPAS TTOL avaypdpeTol 6to [lapaptnua V. Méom g avapopdc averdountov
gvepyelmv pnopeite va fondnoete ot GLALOYN TEPIGCOTEP®V TATPOPOPLAV GYETIKA LLE TNV ACPAAELD
TOV TOPOVTOG POPUAKOV.

5. Iog va puhdccsste To Tracleer
To @appako avtd TPETEL VO PUAACOETAL GE PEPT TTOV OgV TO PAETOVV Kat dgv TO POAVOLV Ta A4

No pn ¥pnoponoteite avTod T0 PAPLOKO LETE TNV Nepounvia AENG TOL AVOPEPETOL GTO KOVTE Kot
o7o blister petd ) “AHEH”.

O1 Aevkég PLaAeg TOALOIBVAEVIOV DYNANG TUKVOTNTOC TPETEL VO YPNCOTO00VTAL EVTOC 30 Nuepdv
UETH TO TPDOTO AVOLYLLOL.

INa 11c ovokevaoies koyéAng (blister) and PVC/PE/PVDC/alovpivio:
Mn puAdooete og Beppokpacio peyarvtepn tov 30 °C.

IMoa 11g Aevkég PLaAeg ToALOIBVAEVIOV VYNANHG TUKVOTNTOG:
To eappakevTikd avtd TPoidv dev amartel Waitepeg cuvOKeg POAAENG.

Mnv metéite PAPLAKO GTO VEPD TNG AMOYETELONC 1| OTA OKLAKE amoppippata. Potiote tov
(OPLLOKOTTOLO GOG Y10, TO TAG VO TETAEETE TAL PAPUAKO TTOL JEV YPTCILOTOLEITE T AvTd Ta péTpa Oa
Bondncovv ot Tpoctacio Tov TEPPAAAOVTOG.

6. Iepreydpevo TG 6VOKEVOGIOG KOl AOWTES TANPOPOPIES
Tunepréyer to Tracleer

- Tracleer 62,5 mg emkolvppéva pe Aeato vpuévio diskio: H dpaoctikni ovsia eivat to bosentan
¢ povovdpkd. Kabe diokio mepiéyel 62,5 mg bosentan (®wg povoiopiko).

- Ta GAlo 6VETOTIKE TOL TEPIEYOVTAL GTOV TUPTVE, TOV d1oKIoL Eivar dpvAo apafocitov,
polelaTvoTompéEVO Gpvro, dpvio kKappfovpeduiiopévo vatprovyo, Topddvn, diexevikdg
€0TEPAG TNG YAVKEPOANG Ko payviotlo oteatikd. H emkaioyn vpeviov mepiéyetl vpopueAloln,
Tpro&ikn YAVKEPOAT, TAAKT, TiToviov d10&gidto (E171), cdnpov o&eidio kitpvo (E172), cidnpov
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o&eido gpubpo (E172) ko abvioxvttapivn.
Epgavion tov Tracleer kot mepleyépueve. TS GVGKEVAGING

Tracleer 62,5 mg emicolvoppévo pe Aemtod vuévio diokia givat oTpOYYvAa, ETKOAVUUEVO UE AETTO
VUEVIO dlokia, YPOUOTOG TOPTOKAAI-AEVKOV, TOL PEPOVV TNV £vdeElln “62,5” ot pia TAELPA.

PVC/PE/PVDC/blisters alovpiviov mov nepiéyovv 14 emkaivoppévao pe Aenté vpuévio dokio.
Kovtid mov wepiéyouvv 14, 56 1§ 112 emkaivpuéva pe Aento vuévio diokio (Tracleer 62,5 mg
EMKOAVUUEVO LE AETTO DUEVIO dloKid).

AgVKEG LaAES TOAMUOVAEVIOV VYNNG TUKVOTN TG IE TUPLTIKT] TEM ©O¢ ENPavVTIKI] 0VGia, TOV
nepExovv 56 emkalvppéva pe Aentd vuévio diokio. Kovtid tov 56 emkaAvppévaov e AETTd DUEVIO
dwokiwv (Tracleer 62,5 mg emcodoppéva pe Aertd vuévio dtokia).

Mnv katozivete v ENpovtikny ovcia.

Mmropei va unv KuKAOPOPOLV OAEG Ol GUOKEVAGIEC.

Karoyoc Aderac Kvkrogopiag:
Actelion Registration Ltd
Chiswick Tower, 13" Floor

389 Chiswick High Road
Aovdivo W4 4AL

Hvouévo Baciielo

Mopackevastic:

Actelion Manufacturing GmbH
Emil-Barell-Strasse 7

79639 Grenzach-Wyhlen
T'eppoavia

I"o omoladnmote TANpoPOpio. GYETIKE LLE TO TAPOV PAPUAKEVTIKO TPOTOV, TAPAKAAEITTE VO
anevBuvleite otov ToMKd avTiImpoécsmTo Tov Katdyov e Adstog Kukhopopiag.

Belgié/Belgique/Belgien Lietuva

Actelion Pharmaceuticals Belgium N.V.
Tél/Tel: +32-(0) 15 284 777

bbarapus
AxBaxum AJ]
Ten.: +359 2 807 50 00

Ceska republika
Actelion Pharmaceuticals CZ, s.r.o.
Tel: +420 221 968 006

Danmark

Actelion Danmark,

Filial af Actelion Pharmaceuticals Sverige AB,
Sverige

TIf: +45 3694 45 95

Deutschland

Actelion Pharmaceuticals Deutschland GmbH
Tel: +49 7614564 0

7

UAB ALGOL PHARMA
Tel: +370 37 40 86 81

Luxembourg/Luxemburg
Actelion Pharmaceuticals Belgium N.V.
Tél/Tel: +32-(0)15 284 777

Magyarorszag
Actelion Pharmaceuticals Ltd Hungaria Kft.
Tel: +36-1-413-3270

Malta
Actelion Pharmaceuticals UK Ltd
Tel: +44 208 987 3333

Nederland
Actelion Pharmaceuticals Nederland B.V.
Tel: +31 (0)348 435950



Eesti
Algol Pharma OU
Tel: +372 605 6014

EX0MGoa
Actelion Pharmaceuticals EAAGc A.E.
TnA: +30 210 675 25 00

Espafia
Actelion Pharmaceuticals Espafia S.L.
Tel: +34 93 366 43 99

France
Actelion Pharmaceuticals France SAS
Tél: +33 158 62 32 32

Hrvatska
Medis Adria d.o.o0.
Tel.: +385 (0) 1 2303 446

Ireland
Actelion Pharmaceuticals UK Ltd
Tel: +44 208 987 3333

island
Actelion Pharmaceuticals Sverige AB
Simi: +46 8 544 982 50

Italia
Actelion Pharmaceuticals Italia S.r.l.
Tel: +39 0542 64 87 40

Kvnpog
Actelion Pharmaceuticals EALGG A.E.
TnA: +30 210 675 25 00

Latvija
Algol Pharma SIA
Tel: +371 6761 9365

Norge

Actelion Pharmaceuticals Sverige AB,
Filial Norge

TIf: +47 22480370

Osterreich
Actelion Pharmaceuticals Austria GmbH
Tel: +43 1 505 4527

Polska
Actelion Pharma Polska Sp. z o.0.
Tel: +48 (22) 262 31 00

Portugal
Actelion Pharmaceuticals Portugal Lda.
Tel: +351 21 358 6120

Romania
Geneva Romfarm International SRL
Tel: +40 (021) 231 3561

Slovenija
Medis d.o.o.
Tel: +386-(0)1 589 69 00

Slovenska republika
Actelion Pharmaceuticals SK, s.r.o.
Tel: +420 221 968 006

Suomi/Finland

Actelion Pharmaceuticals Sverige AB,
Filial Finland

Puh/Tel: +358 9 2510 7720

Sverige
Actelion Pharmaceuticals Sverige AB
Tel: +46 8 544 982 50

United Kingdom
Actelion Pharmaceuticals UK Ltd
Tel: +44 208 987 3333

To mapév pviro 0dNYLOV YprioNS avadepOnke Yo TELeVTAIN POPA OTIG

Agmtouepeic TAnpopopieg Yo To Papprako avtd etvar d1aéaipeg 6To dKTLOKO TOTO ToLV Evpmmaikon
Opyavicpod Gopudxkov: http://www.ema.europa.eu.
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®vrho ooNYIOV ypiong: [IAnpogopics yia Tov ypijoty

Tracleer 125 mg emkoloppéva pe AeTTé vuévio diokia
Bosentan

AP aoTE TPOGEKTIKG OLOKANPO TO QPVAAO 0ONYLOV YP1ONG TPLY UPYIGETE VU TAIPVETE AVTO TO

PapRoKo, O10TL TEPIAAUPAVEL CNUAVTIKES TANPOPOPIES Y10 GOG.

- DuAGETE 0WVTO TO PUALO 00N YLDV Ypriong. Towg xpelaotel va To dafdacete Eavd.

- Edv éxete meportépw amopieg, poTNOTE TOV Y1OTPO GOG 1] TOV QUPLOKOTOLO GOG.

- H ocvvtayn yio avtd 10 eappoko xopnyndnke amokAeloTikd yio oag. Agv TpEmeL Vo SDCETE TO
PapuoKo o€ GALOVG. Mmopel va Tovg TPOKOAESEL PAGPT], OKOLO KOt OTOV TO GUUTTMLOTO, TNG
ac0veldg Toug gival id1a pe ta S1kd Gog.

- Edv mapatnpfioete Kamoto avemBOUnTn evEPYEL, EVILEPDGTE TOV YIATPO 1) TOV POPLOKOTOLO
o0G. AvTo 1oy0el Kot Yo KGO mhovi avemBOUNTN EVEPYELD TTOV JEV OVAPEPETAL GTO TAPOV
POALO OOMYLDV YPNOTG.

T Tepréyer To Tapév VA0 00N YLOV:

T etvan to Tracleer ko Tolo etvon 1 yprion tov

T mpénet va yvopilete mpv mapete 1o Tracleer

[Mwg va tapete to Tracleer

[MBavég avemBounteg evépyeteg

Ii¢ va puidooete to Tracleer

[epreydpevo g cuokevaoiog Kot AouTég TANPOPOpPies

Sk wnE

1. T eivan 10 Tracleer ko wowa givar 1 ypfo1 TOV

Ta diokia Tracleer mepiéyovv bosentan to 0moio amoKAEIEL Lo GUGIKY OpUOV, TNV EVE0OMATVT-1
(ET-1), n onoia wpokaAei oTévoon Tav apo@dpmv ayysiov. Etopévag, to Tracleer mpokoel
Sl0GTOAN TV AULOPOPOV AYYEIMV KOL VIKEL GTIV KOTNYOPIo TOV GOPpUAK®OY Tov ovoudlovTot
‘OVTAYOVIOTEG TV VTTOS0YEWMY EVO0ONAivNg .

To Tracleer ypnoionoteiton yia ) Oepaneio:

o Tng vevpovikng aptinpraxis vaéptaons (ITAY): HIIAY sivor pa wéOnon coPopng
OTEVOGTC TOV AUOPOPOV AyYEIDMV GTOVG TVEDLLOVEG TTOL £XEL WG OMOTELEGLOL TV VYNAN] TTieon
TOV GILATOG OTO OHOPOPQ OyYei (OTIG TVEVUOVIKES 0pTNPIES) T OOl LETAPEPOLY OO ATTO
TNV Kopdld GTOVG TVEVHOVEG. AVTN 1 TEON UELMVEL TNV TOcOTNTA 0EVYOVOL TOV UTOPEL VaL
€16€A0e1l 670 aipa PEGO GTOVG TVEVUOVEG, KOOIGTOVTOS SUGKOAOTEPT TI PLGIKY|
dpactnploTTa.
To Tracleer siootéAdel TIg TveLHOVIKESG apTNpiec, dlevkoAbvovTag TV Kopdid va avtiel aipo
SLUEGOL OVTAOV. AVTO LEIMVEL TNV TECT TOL OHHLATOG KOl AVOKOVPILEL TO. CLUTTOUATO.

To Tracleer ypnowonoteital yuo ) Oepoameio acOevav pe [TAY komyopiog I yio ) Bektioon g
AVOYNG OTNV KOT®OTN (TNg tKovOTNToS SEEAY®YNG PLGIKNG OpacTNPLOTNTOS) Kol TOV cuuntopdtov. H
“katnyopio” avtavaxkid ) cofapotnta g vosov: N “katnyopio 117 teprtiappdaver a&loonpeimto
TEPLOPIGUO TNG PLOIKNG OpacTnpLOTnTaC. Mepkég PeATIDGELS YoV emiong ELPOVIoTEL 6€ aoBeVEIG e
MMAY xomnyopiag II. H “katnyopia II” mepilapfdvel Nmo teplopiopod g uoikng dpactnpiotnrag. H
ITAY yw v omoia evdeikvutar 1o Tracleer propet va giva:

. mpoToTadng (xowpig kapio kabopiopévn artio 1| KANPOVOLIKY),

. 0QEILOUEVT GE OKANPOOEPUA (YVMOOTH KOl OG CLUGTNUATIKY GKANPLVOT, o acBévela oty
omoia vdpyel TaBOAOYIKT AVATTLEN TOV GLVOETIKOV 16TOV oV oTNPilEl TO dEPLLAL KoL TOL
vIoloa Gpyava),

o OPEILOUEVT G GLYYEVEIS (€K YEVETNG) KOPOLOKEG AVOTTOUDTELS (AVAOUOAEG d1OO0VG) TOV

TPOKALOVV TABOAOYIKT] POT| TOV GPLATOG SOUECOV TNG KOPOLHG KOl TV TVELHOV®V.
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o TV dOKTVMK®OV EAK®OV: (TANYDOV 6T dUYTLAN TOV XEPLDV KOl TOV TOOUDV) GE EVAAIKES
aoBeveic pe pia voso mov ovopdletar okAnpddepua. To Tracleer peidvel tov apOpd tov vémv
EUPAVILOUEVOV EAKDV GTA OAYTLUAN TV YEPLDY KoL TOV TOOIDV.

2. Tvrpémer va yvopilete napwv wapete 10 Tracleer

Mnyv népete to Tracleer:

o o€ TePinTOon arhepyiog oto bosentan 1 o€ omo106MmOTE GALO OO TAL GUGTATIKA CLTOV TOV
QOPUaKOL (avapEpPovTal 6TNV Tapdypago 6)

. o€ TEPinTOON MOV £YeTE NIATIKG TPpoPfinpata (cupPfovievteite To yiatpd cag)

. o€ TEPINTOON OV €l6TE £YKVOG, 1] TOAVOV Vo peivete £YKVOG O10TL dEV YPNCUYLOTOIEITE

a&omioteg pebodovg avTicVAANYNG. AlafdoTe TG TANpoPOpieg GTNV TAPAYPOPO
“AvTioVAAMNTTIKA” Ko “Alha pappaka kot to Tracleer”.

o o€ TEPITTOOT TOV aKoAovOsiTe Ogpameia pe KuKAooTOPIVI] A (QUPUAKEVTIKO TPOTOV TOV
xpnoomoteitol Letd amd pia petapdoyevon 1 yio ™ Bepaneio g yopioong)

Edv omolodnmote amd avtd 1oy0eL Y10 €GAG, EVIUEPDGTE TO YIUTPO GOC.

Ipocidomomcerg Kot TpoPVAGEeLS
Eetdogig mov o mpaypatomou]osl o YoTpog oag wpiv 1 Ogpaneio

o e&étaon aipatog yuo va eEAEYEEL TNV NIaTIKY 60G AEITovpyia
o e&étaon aipatog yuo EAeyyo TG avolpiog (YOUnAn T oHos@apivng)
. doKooio KUNGEWMS EAV EIGTE YOVOIKA, [LE AVOTAPAYOYIKT SUVOTOTNTO

Opopévor acBeveig mov Aappavovv Tracleer mapatnpnOnke 0T1 TOPOLGIOGOV U1 PLGIOAOYIKES TILES
oTiG €€eThoELg EAEYYOV TNE NTATIKNAG AELTOVPYING, KAOMG Kot ovotpion (YoUnAN T poseapivig).

Eetdosig mov 0o mpaypatomomosl o yiatpog 60 KT TN drapkewa g Oepameiog

Koatd ) dwdpxera ¢ Oepanciog pe Tracleer, o yuotpog cog Oa kavovicet Tn dievépyela TOKTIKMOY
eEetdoemVv ailaTog 1o Tov EAEYY0 HETAPOADY GTNV NAATIKY COG AELTOVPYIN KOl GTO EMITESX TNG
opoceapivng.

T Oheg avtég Tic e€etdoelg Tapakareioe va deite emiong v Kdpta YrevBopiong AcBevoig (ot
ocvokevaoio tov diokiov Tracleer). Etvat onpovticd vo Tpaylatonoleite autég TG TaKTIKEG eEETAGELG
aipotog yio 6co dibotnua maipvete Tracleer. Xog GUVIGTOOLE VO GIUEIDOVETE TNV NUEPOUTVIR TNG TTLO
TPOCPUTNG KAl TNG ENOUEVNS eE€TaoTS (POTNGTE TO YIOTPO GOG Yl TNV Nuepounvia tg) otnv Kdapta
YrevBopiong AcBevovg, mpdypa mov Ba coc fondnoet va Bupdote Tdte TPEMEL Vo KAVETE TNV EMOLEVN
oog e&étaon.

Ecetdoeic aipatoc yio tov £Aeyyo Tne NroTIkig AELTOVpYiog
Avtég Ba mpaypoTomotovvTol Kabe pve ko’ 6An ) duipkela Bepaneiog pe Tracleer. Metd amd pua
avénon g 6o Ba TpaypaTomoteiton po TpocHeTn eEETaon petd amod 2 efdopdadec.

Eetdoeig aipatog yia Tov £AeYy0 TG ovorpiog
Avtéc Oa mpaypatomotovvtal kdBe uva Kot Toug 4 TpdTovg UNveg Bepameiog kot kdbe 3 unvec ot
ouvéyela, kKabmg ot acbeveic mov Aappdvovy Tracleer umopei va TapovcIAGovLY avalpia.

Edv avtd to amoteAéspota givot U QUGIOAOYIKE, O YIITPOG GG UTOPEL VO OTOPAGIGEL VO LELDGEL TN
doon cog N vo otopatioel T Ogpaneio pe to Tracleer, kot va kdvel Tepattépw e£ETAGELS YO VO,
OlEPEVVNGEL TNV arTia.

Moora ko £pnpor

To Tracleer 6gv cuvioTaTal GE TOSIATPIKOVS OGOEVEIS [LE GLGTNUATIKY GKANPLVOT Kot EEEMGGOUEVN
VOG0 SuKTVAIK®V EAkAV. Avatpélte emiong oty mapdypago 3. [long va ndpete to Tracleer.
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Alro gappoxa ko Tracleer

Evnuepmaote Tov y1atpd 1 TOV QOPLOKOTOLO GOG EAV TAIPVETE 1| EXETE TPOGPATO TAPEL AAAD PAPLLAKAL,
KOO KO 0T IOV deV GO Exovv yopnynoei pe cuvrayn. Eival idwaitepa onpovtico vo evnuepmoeTe
TO YLOTPO GUG EAV TAIPVETE:

. KukAoomopivi) A (€vo APLAKO TOV YPTCLOTOLEITOL LETA GO LETOUOGYEVCELG KO Y10. TN
Bepamneia e yopiooncg), n owoia dev Tpénet va ypnoiponoteitar tavtdypova pe to Tracleer.
. sirolimus 1 tacrolimus, Ta 0oia ivol EAPOKE TOV XPNGLLOTOIOVVTOL UETE 0Td

UETAPOGYEVOELS, KAODC avTd dev Tpémetl va Aappavovtor pali pe to Tracleer.

o YAMBevichapion (pappoko yio o dafnn), prpopmikivn (edpproko yio ) Oepaneio g
ELUATIOONG), PAOVKOVALOAN KOt KETOKOVAZOAT (PAPUOKA Y10 TNV OVTIUETOTIOT TV
HUKNTIOGIK®V AOUOEEWDVY), vePipanivn (pdppako yia tov HIV), kabohg avtd to papuaka dev
mpémeL va ypnoiporotovvtol pali pe to Tracleer.

o dAdo appoka yio tn Oepaneio g Aoipméne HIV, n onoia umopel va ypetdletor e101kn
mapaKolovOnomn, edv ypnoiporotovvtor pali pe Tracleer.

o OPHOVIKG AVTIGLAANTTIKE, KOODS avTd dev givol amoTEAEGLATIKG G 1) LoV péBodog
avTIoOAAN YN G O0tav Taipvete Tracleer. Méca ot cvokevacio Twv diokimv Tracleer Ba Ppeite
pia képto vaevidong aclevovg tny omoia wpénel va daPdoete Tpooektikd. O yiotpdg Kavn o
yovakoAdyog cag Oa e&axpifdcovv T pEB0do avTIGOAANYNG OV gival KATAAANAT Y10 GOGC.

o Ala pdppoka yio T Bepaneia TG TVELHOVIKNAG VIEPTACNG: GIASEVAQIAN kot Tadorapiln,
. Bappapivn (avTimnkTikog Topdyovtog),
. owPactativn (ypnoonoteiton yio T Bepameio TG VIEPYOANGTEPOLUULNG).

001yNnoN Kot YEPIGPUOS POV LATOV

To Tracleer dev &xel Kopia 1 el apeAnTén EXOPACT OTNV IKOVOTNTO, 0ONYNONG KoL YEPIGHOD
pnyavnudrov. Qotdco, to Tracleer pnopel va Tpokaiécet vadtoon (UeiwoT TG APTNPLOKNG THEONG),
N omoia pumopet vo oag Kavel va viwoete (GAN, va. eXnNpedoel TNV OpUoT] GG KoL VO ETNPEACEL TNV
TKOVOTNTO 001 YNOTG KO XEPIGHOL unyovnudtev. Etopévag, v vimoete {aAn 1 611 1 6pacn cag
etvon Bapmn evo naipvete to Tracleer, pnv odnyeite kKo un xepileote epyaieio 1 UnyoviLLoTOL.

I'vvaikeg o€ avamapoyoyKi nikio
MHN rnaipvete To Tracleer edv eiote £ykvog 1 oxedialete vo peivete €ykvog.

Aoxpocisg kOnong

To Tracleer pmopei vo BAGyeL Ta ay€vvnta pmpd, Tov onoimv 1 GOAANYM £yve TTpy omd Ty Evapén M
Katd tn dapkela tng Bepomeiog. Edv elote yuvaika mov pmopel va petvel £ykvog, o yiatpog cag Oa cog
{ntoel va kdvete éva 1e6T KLNoE®G TTPLY apyicete va maipvete Tracleer, Kot avd TaKTd Sl TALOTA
evoom maipvete Tracleer.

AVTIGUAMTITIKG,

Edv etvan mBavo va peivete £ykvog, ypnoyonomote po a&idmiot péBodo aviicOAAnyNg 66o
naipvete Tracleer. O ylatpog M 0 yovakohdyog cag 0o 6og cupPoVAEDCEL GYETIKA LE TN YPTIoM
oMotV PeBdd®V avTIGVAANYNG KoTd T dtdpketa Tng Afymg tov Tracleer. Emeidn to Tracleer
UTOPEL VO KATAGTGEL TNV OPLOVIKY] OVTIGOAANYT (.. TN XOPNYOVLEVN OO GTOUATOC, TNV EVEGIU),
TNV ELOLTEVGIUT 1] TO SLAOEPUIKG EMOEUATA) OVATOTELEGHATIKY, aVTN 1] LEB0SOC 0md pdvn g dev
givar a&omotn. Enopévag, av ypnoylomoteite oppovikd avticVAANmTIKE 0o mpénet emiong va
YPNOLOTOLEITE Kot [l LEBOJO PParylov (TT.). TPOPLANKTIKO Y10 YUVOIKES, SIAPPAYLLO, OVTIGUAANTTIKO
ondyyo 1 Ba TPEMEL 0 GVVTPOPOG GO VO YPNCUYLOTOLEL TPOPLANKTIKO). MEGA 6T GLoKELOGIN TV
dwokiov Tracleer Oo Bpeite po Kapta YrevOouong Acbevovig. [pémel va T cupmAnp®ceTe Kol va,
v wépete poll 6oc Katd TV ENOUEVN EMICKEYT GOG GTO YLTPO GG MGTE O YIOTPOG 1 O YOVALKOAOYOG
oo0c va glval og Béon va ekt ot edv xpeldleote EMTAEOV 1) EVOAOKTIKEG aE1OTIOTEG
AVTIGLAANTTIKEG HEBOOOVE. ZVVIGTATOL 1) OIEVEPYELD UNVINI®OY SOKILAGIDY KUNGEMG, EVOCH TOIPVETE
Tracleer kou giote o€ avamopay®yKn NAKia.

Evnuepoote 1o yrotpd oag apéong edv peivete £ykvog evad maipvete Tracleer, 1| oyxedialete va peivete
£YKVOG GTO KOVIIVO HEAAOV.
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Oniaopdg
Evnuepoote apéowng 10 y1oTpo 6og £dv Onralete. ZuvioTATal VO GTAOTICETE TN YOAOLYIN EAV GOG
ocvvtayoypaenbei to Tracleer, 610T1 6gv eival YvOGTO €GV AVTO TO PAPUOKO TEPVE, GTO UNTPIKO YOAQ.

LovipétnTo
Edv giote dvtpag kot Aappdvete to Tracleer, eivor mBavo avtd To eAPUOKO VO, LEWDGEL TOV 0p1Oud

TV oneppotolmapiev cag. Agv UTOpPEl Vo OMOKAEIGTEL TO EVOEYOLEVO VO ETNPEACTEL 1] IKOVOTNTA GOG
va. amoktioete modi. I'o omolecdnmote amopieg 1 TPOPANLATIOUOVE GYETIKA LE avTd, amegvbuvieite
GTO YTPO GOG.

3. Iog va wapete 10 Tracleer

H Oepancio pe Tracleer mpénet va apyilel kot va Tapakorovdeitor povo and yotpd mov el eUmelpio
ot Bepaneio g IIAY 1 ot cvotnpatiky ckAnipoven. [lavtote va taipvete 10 eApUAKO avTd
aVOTNPE SOUP®VO. PE TIG 00N Yieg TOV Yiotpo¥ oag. Edv éxete appiforieg, potiote Tov yiotpd 1 ToV
(OPLLOKOTTOLO GOG.

To Tracleer pe Tpo@1] Kot T0td
Mmnopeite va mépete to Tracleer pe 1 yopic Tpoen|.

Yovietopuevn 66on

Evijlikeg

H Bgpamncio otoug evidikeg cuvnBmg Eekvdet pe 62,5 mg 600 Popéc v nuépa (Tpmi kot Bpddv) yio
TIG TPOTEC 4 €POOUASES KL GTN GUVEXELD O Y1TPOC GaG cLVNOmG B GG GVGTAGEL VA TAIPVETE Eval
dwokio Twv 125 mg 600 popég Ty Nuépa, avaroya pe v avtidpact cog oto Tracleer.

Xpion o€ Too16 Ko epifoug

H obvotaon yia ) 6601 o€ madid Tpoopiletan povo yio v [MAY. Eta modid niuciog 1 €Tovg kot
avo, N Bepaneia pe Tracleer Eekivdel cuvnBog pe 2 mg avd kg Bapovg cdUATOg VO POPES NUEPNCIMG
(mpoi kot Bpddv). O yTpdg cag B Goc GVUPOVAEYEL GYETIKA e TN dOCOAOYiO GOC.

Inuewwtéov, o Tracleer dwatiBetan emiong g okevacua dtuonelpopevov diokiov 32 mg, Tov pmopel
va. 01EVKOADVEL TN GMGTH YOPNYNOT TG SO0 G Yo Tadd Kal acBevelg e younid copatikd Bapogn
He OLGKOAIEG GTNV KATATOON TOV EMKAAVUUEVOV LE AETTO VUEVIO SloKi®V.

Edv éxete v evtommon 611 ) enidpaon tov Tracleer givon eite vepPoAikd oyvpn eite vepPorikd
adVVALY), EVIUEPMGTE TO YIOTPO GOC TPOKEEVOL Vo LABeTe €6 Tpémel va Ttpomomoin0el 1 66om.

og va wapete to Tracleer
Ta dokia wpémetl va Aapfavovior (mpmi ko Bpddv), katomivovtds ta pe vepd. Ta diokia pmropovv va

Aappdvovion pe M xopic tpoen.

Eév napete peyardtepn 86on Tracleer amwd Ty kKavoviki
Edv ndpete mepiocdTepa diokia amd 6Ga 0 £Y0VV TTEL VO TOAPVETE, EMKOIWVAOVIOTE OUECHOS LLE TO
Yotpd GoC.

Eav Eeyaoete vo mapete to Tracleer

Edv Eeybdoete va mapete to Tracleer, mapte pia 666m poiig to Bounbeite kot petd cuveyiote va
naipvete ta S1okia oog oTIS TPpokaopioéves dpes. Mnv mdpete SimAn 306 Y10 VO OVOTANPOCETE TO
dtokio mov Egydoarte.

Edv otapoatiocete va naipvete to Tracleer

H amotoun dwakonn| g Oepamneiog pe Tracleer evdéyetor va mpokaAécel emideivoon Tov
CUUTTONATOV coc. Mnv ctopatioete T Ay tov Tracleer, extdg dv GOC TO GUGTNGEL O YLOTPOG
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c0c. O 71TpOG 0aG EVOEXETAL VO GOG CLOTNOEL T Lelmon TG 000G EML LEPIKEC NUEPES, TPV
OTOUOTNOETE EVIEAMG TN Oepameia.

Edv éxete meptocoOTEPEG EPOTNOELS GYETIKA LIE TN YPTOT] AVTOV TOV QUPIAKOV, POTAOTE TOV YIOTPO 1
TOV QUPHOKOTOLd GOC.
4, MOavég avemBOuNTES EVEPYELEG

Onwc 6Aa T Péppaka, £T01 Kot aVTO TO PAPLOKO UTopEl vo TPoKaAESEL avemBOUNTES EVEPYELES, OV
KoL 0gv mopovotdlovtal 6e OAOLE TOVS OVOPDTOLG,.

Ot o coPapég avemBounteg evépyeteg pe to Tracleer eivon

. M @uGLOA0YIKEG SOKILOGIEG NTOTIKNAG AEITOVPYIOG TOV UTOPEL VO EXNPEAGOVV TEPIGGOTEPQ
and 1 ota 10 dropa
. Avoupio (xopnmAgg TiéC epuBpmdv apooeapinv) Tov pmopet va emnpedcsovy £m¢ 1 ota 10

dropa. H avoio propet va ypelaletol mepiotaciokd Letdyylorn aipotog

To Amap kot ot TiHég epubpdv arpoceatpiov Ba Taparkorlovbodviorl 6t didpkela TG Bepaneiog e TO
Tracleer (BA. mapdypago 2). Eivor onuoviikd va kévete autég Tic EEETACEL CUUPMVAL LLE TIG 00N YiEC
TOV Y1TPOV COG.

ZOUTTOUOTO OTL TO NTOP OOG UTOPEL VoL N AELTovpYel c®OTA sivat:

vauTtia (Tdon yio EUETo)

EUETOG

TPeTOC (VYN Beppokpacio)

TOVOG GTO GTOUAYL oG (KOALK)

iktepog (KITpiviopo TOV SEPUATOC GOG 1 TOV AEVKOD UEPOVG TV LTIV GOC)
oKOVPOYPWLLO 0VPOL

KVNOUOG GTO OEPLLOL OOG

MBapyoc 1 kKénwon (acvvidiotn Kovpaon i e£avtinon)

YPITOONG GUVOPOUN (TOVOG OTIS apBPMCELS KO TOVG VG LE TVPETO)

Edv mapatnprioete omotodnmote and ouTd To GOUTTOUOTO EVI|HEPMDGTE TO YIUTPO GUG URECMG.

Adlec avemBounteg eVEPYELEC:

IToAd ovyvig (umopel va emnpedoovy TeprocoTepa amo éva ota 10 dtopa):

. [Tovoxépaiog
. Otdnua (Tpéo TV KAT®M AKPOV Kol TV 0oTPUYIA®V 1 GAAN OTLElN KATOKPATNONG VYPDV)

Yoyvég (umopel va emnpedoovy £0g kot éva ata 10 dtopa):

Ewdva £Eayng 1 epuBpodTnTa 6TO dépa

Avtidpdoeig vrepevansnoiag (6mwg PAEYHOVH OEPLOTOC, PayoVpO Kot EAVON LX)
laotpootcopayk| maiwvdpounon (railvdpouncn oEEwv)

AlGppota

Yvykomn (MmoBupia)

AtoOnpa madpmv (ypryopot 1 akovovioTot kapdiokol mokpot)

Xopunin mieomn aipotog

Pwun ocopepdpnon

Oy ovyvég (Lmopel va ennpedcoovy £mg ko éva ota. 100 dtopa):
. Opoppoxvtraporevia (YoaunAOg aptBudS aoTETOAMMY)
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o Ovdetepomevia/Agvkonevia (YapumAog aplBpoc AVKGOV aLocOapimy)

o AvEnuéveg Tiég natikng Aettovpyiag pe nratitido (PAEYLOVH TOV NITATOG),
CUUTEPIAAUPAVOUEVIC EVOEYOLEVIC EMOEIVMONC VITOKEILEVNC NIATITIONG, KA/ IKTEPOG (Kitpivn
ATOYPMGCT] TOL SEPLOTOG 1) TOV AEVKOD UEPOVS TAOV LATIDV)

Yravieg (umopet va emnpedoovy mg ko éva ota. 1000 dtopa):

. Avaguraia (yevikn allepykn avtidpaon), ayyeooidnpa (oidnua, cvvnbéotepa yopw amd ta
pétia, ta yeidn, T YA®GSA 1 To Aapuyya)

o Kippwon (oviég) tov Hmotog, mmatikn avemdpkele (coPapn dwotapayn Tng Aertovpyiag Tov
NmaTog)

H Baumn 6pacn €xel emiong avapepbel g un yvootig cvyvotnrag (n ocvyvotnto dev umopei vao
extiunOei pe Pdon ta dwbéoipa dedopuévar).

AvemOounteg evépyeieg 6€ TadLd Ko @rjpfovg
Ot avemBOunTeC evépyeteg Tov €xovv avapepbei oe Tandid mov maipvovy Tracleer givar ot idieg pe
eKelvec IOV ePPAVICTNKAY OE EVIIMKEC.

Ava@opd avemOounTOV vEPYELOV

Edv mapatnproete kdmola avemBOountn evépyela, EVIEPMOTE TOV YIATPO 1] TOV QUPHOKOTOIO GOC.
Av16 1oyveL Kat Yo ké0e mBavr| avemBountn evEPYELR TOV JEV AVAPEPETOL GTO TAPOV GUAAO 0NYIDV
ypnonc. Mmopeite emiong va avapépete avemBounteg evépyeleg anevbeing, péocw Tov 0vikon
GULOTILOTOG OVAPOPAG TTOL avaypdeeTol oto [lapdptnua V. Méowm tng avapopds avembountomv
EVEPYELDV Umopeite va, fonBNceTe 6T GLALOYN TEPLOCTOTEPMV TANPOPOPLOV CYETIKE LLE TNV ACPAAELN
TOV TOPOVTOG POPUAKOL.

5. IIog va pvideeete To Tracleer
To @appako avtd TPEMEL Vo PUAACOETAL GE PEPN TTOL OgV TO PAETOVV Kot dgv TO POAVOLV Ta TALO1E.

No pn ypnoiponoteite avTod T0 APROKO LETE TNV Nuepounvia AENG TOL AVOPEPETOL GTO KOVTE Kot
oto blister petd ) “AHEH”.

O1 Aegvkéc @lédec ToALVABLAEVIOV DYNANG TUKVOTNTAG TPETEL VO YPTGLLOTOI0VVTOL EVvTOS 30 NuEp®V
LETH TO TPMOTO AVOLYLLAL.

I'a 11¢ ovokevaoies koyéing (blister) and PVC/PE/PVDC/alovpivio:
Mn evAdccete o€ Beppokpacio peyarvtepn twv 30 °C.

IMoa 11g Aevkég pLaAeg moALOBVAEVIOV VYNANG TUKVOTNTOGC:
To @appokevTiKd aVTd TPOTOV OV amalTel WitepEG cLVONKES PLAAENG.

Mnv metdite @APUAKO GTO VEPD TNG AMOYETEVLONC 1] OTA OlKLaK( amoppippata. Potiote tov
(OPLLOKOTTOLO GOG Y10, TO TAG VO, TETAEETE TAL PAPLLAKO. TTOV OEV YPTCILOTOLELTE Tl AVTA TOL
pétpa Ba fondincovv oty Tpoctacio Tov TePPAALOVTOC.

6. Iepreyopeva TS GLOKEVAGLOG KOl LOLTES TANPOPOPIES

T negpréyer to Tracleer

- Tracleer 125 mg emkoloppévo pe Aentd vpévio diskia: H dpactikn ovsia givor to bosentan
¢ povobopko. Kabe diokio mepiéyel 125 mg bosentan (g Lovoidpiko).

- Ta GAho 6VETOTIKE TOL TEPLEYOVTAL GTOV TVPTVE TOV d1oKiov givat dpvAo apafocitov,
npolelaTvomompévo apvro, dpvio kappfovpeduiiopévo vatplovyo, Topddvn, dSifexevikog
€0TEPAG TNG YAVKEPOANG KO payviolo oteatikd. H emukaioyn vpeviov mepiéyetl vapopueAloln,
Tpro&ikn YAvKepPOAT, TAAKT, TiTtoviov d10&gidto (E171), cdnpov o&eidio kitpvo (E172), cidnpov
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o&eido gpubpo (E172) ko abvioxvttapivn.
Epgavion tov Tracleer kot mepleyépueve. TS GVGKEVAGING

Tracleer 125 mg emkolvppéva pe Aemtd vuévio diokio sival mogldn, ETKaADUUEVE Pe AETTO DUEVIO
dtokia, YpOUATOC TOPTOKUAI-AELKOD, TOV PEPOVY TNV EVOEIET “125” ot pio TAgLPAL.

PVC/PE/PVDC/blisters alovpiviov mov nepiéyovv 14 emkaivoppévo pne Aenté vpuévio dokio.
Kovtid mov wepiéyovv 56 1 112 emkodvppévo pe Aemtd vuévio diokia (Tracleer 125 mg
EMKOAVUUEVO LE AETTO DUEVIO d1oKiDL).

AgVKEG PLaAES TOAMVOOVAEVIOV VYNNG TUKVOTNTOG IE TUPLTIKT] TEM ®¢ ENPavVTIKI) 0VGia, TOV
neplEyovv 56 emkalvppévo pe Aemtd vuévio diokio. Kovtid tov 56 emkaAvppévay e AeTTtd DUEVIO
dwokiwv (Tracleer 125 mg emkahvppéva pe Aemtd vpévio diokia).

Mnv katozivete v Enpovtikny ovcia.

Mmropei va unv KuKAOPOPOLV OLEG Ol GUOKEVAGIEC.

Karoyog Adsrog Kvkhoopiag:
Actelion Registration Ltd
Chiswick Tower, 13" Floor

389 Chiswick High Road
Aovdivo W4 4AL

Hvopévo Baciielo

HopackevasTic:

Actelion Manufacturing GmbH
Emil-Barell-Strasse 7

79639 Grenzach-Wyhlen

T'eppovia
INo omoladnmote TANpoPOpio. GYETIKE LULE TO TAPOV PAPUAKEVTIKO TPOTOV, TAPAKAAEIGTE VA
amevBuvleite otov ToMKd avTImpOSmTo Tov Katdyov e Adstog Kukhopopiag.

Belgié/Belgique/Belgien Lietuva

Actelion Pharmaceuticals Belgium N.V.
Tél/Tel: +32-(0) 15 284 777

bbarapus
AxBaxum AJ]
Ten.: +359 2 807 50 00

Ceska republika
Actelion Pharmaceuticals CZ, s.r.o.
Tel: +420 221 968 006

Danmark

Actelion Danmark,

Filial af Actelion Pharmaceuticals Sverige AB,
Sverige

TIf: +45 3694 45 95

Deutschland

Actelion Pharmaceuticals Deutschland GmbH
Tel: +49 7614564 0
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UAB ALGOL PHARMA
Tel: +370 37 40 86 81

Luxembourg/Luxemburg
Actelion Pharmaceuticals Belgium N.V.
Tél/Tel: +32-(0)15 284 777

Magyarorszag
Actelion Pharmaceuticals Hungaria Kift.
Tel: +36-1-413-3270

Malta

Actelion Pharmaceuticals UK Ltd
Tel: +44 208 987 3333

Nederland

Actelion Pharmaceuticals Nederland B.V.

Tel: +31 (0)348 435950



Eesti
Algol Pharma OU
Tel: +372 605 6014

EX0MGoa
Actelion Pharmaceuticals EAAGc A.E.
TnA: +30 210 675 25 00

Espafia
Actelion Pharmaceuticals Espafia S.L.
Tel: +34 93 366 43 99

France
Actelion Pharmaceuticals France SAS
Tél: +33 158 62 32 32

Hrvatska
Medis Adria d.o.o0.
Tel: +385 (0) 1 2303 446

Ireland
Actelion Pharmaceuticals UK Ltd
Tel: +44 208 987 3333

island
Actelion Pharmaceuticals Sverige AB
Simi: +46 8 544 982 50

Italia
Actelion Pharmaceuticals Italia S.r.l.
Tel: +39 0542 64 87 40

Kvnpog
Actelion Pharmaceuticals EALGG A.E.
TnA: +30 210 675 25 00

Latvija
Algol Pharma SIA
Tel: +371 6761 9365

Norge

Actelion Pharmaceuticals Sverige AB,
Filial Norge

TIf: +47 22480370

Osterreich
Actelion Pharmaceuticals Austria GmbH
Tel: +43 1 505 4527

Polska
Actelion Pharma Polska Sp. z o.0.
Tel: +48 (0) (22) 262 31 00

Portugal
Actelion Pharmaceuticals Portugal Lda.
Tel: +351 21 358 6120

Romania
Geneva Romfarm International SRL
Tel: +40 (021) 231 3561

Slovenija
Medis d.o.o.
Tel: +386-(0)1 589 69 00

Slovenska republika
Actelion Pharmaceuticals SK, s.r.o.
Tel: +420 221 968 006

Suomi/Finland

Actelion Pharmaceuticals Sverige AB,
Filial Finland

Puh/Tel: +358 9 2510 7720

Sverige
Actelion Pharmaceuticals Sverige AB
Tel: +46 8 544 982 50

United Kingdom
Actelion Pharmaceuticals UK Ltd
Tel: +44 208 987 3333

To mapév pviro 0dNYLOV YprioNS avadepOnke Yo TELeVTAIN POPA OTIG

Agmtouepeic TAnpopopieg Yo To Papprako avtd eivar d1a0éacipeg 6To dKTLOKO TOTO ToLv Evpmmaikon
Opyavicuod Gopudxkov: http://www.ema.europa.eu.
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®vLho ooNYIOV ypiong: [IAnpogopics yia Tov ypijoty

Tracleer 32 mg Swaenelpopsvo Siokio
Bosentan

AP aoTE TPOGEKTIKG 0AOKANPO TO QVAAO 0ONYLOV PN OIS TTPLV UPYIGETE VO TAIPVETE AVTO TO

PappoKo, O10TL TEPIAGUPAVEL CNUAVTIKES TANPOPOPIES Y10 GOG.

- DuAGETE 0VTO TO PUALO 00N YLDV Ypriong. Towg xpelaotei va To dafdacete Eavd.

- Edv éxete meportépw amopieg, poTHOTE TOV Y1OTPO GOG 1] TOV QAPLOKOTOO GOG.

- H ocvvtayn yio avtd 10 eappoko xopnyndnke amokAeloTikd yio oag. Agv Tpémel vo SMGETE TO
PapuoKo o€ GALOVG. MTopel va Tovg TPOKOAEGEL PAGPT], KOO KOt OTOV TO GUUTTMOLOTO, TNG
ac0£veldg Tovg givarl idla pe ta S1kd Gog.

- Edv mapatnpioete Kamoto avemBOunTn evEpYEL, EVILEPMDGTE TOV YIATPO 1) TOV POPLOKOTOLO
caG. Avtd 1oyvel kot yo kKB mhovi avemBOUNTN EVEPYELD TTOV OEV OVAPEPETAL GTO TAPOV
@OALO OOMYLDV YPNOTG.

T Tepréyer To Tapév eOALO 00N YLOV:

T etvan to Tracleer kot Towa etvon 1 yprion tov

T mpénet va yvopilete mpv mapete 1o Tracleer

[Twg va mapete to Tracleer

[MBavég avemBounteg evépyeteg

Mo va pvidooete to Tracleer

[epreydpevo g cuokevaoiog Kot AouTég TANPOPOpPies

Sk wnE

1. Tu givan To Tracleer kon wora gival 1 yp1o61 TOV

Ta diokia Tracleer mepiéyovv bosentan to 0oio amoKAEIEL Lo GUGIKY OpUOVT, TNV EVE0OMATVT-1
(ET-1), n onoia mpokaAel otévoon Tav apo@dpmv ayyesiov. Etopévag, to Tracleer mpokoel
S10GTOAN TV AUOPOPOV AYYEIMV KOL OVAKEL GTIV KOTNYOPIo TOV QOPUAK®Y Tov ovoudlovTon
‘OVTOYOVIOTEG TV VTTOS0YEWMY eVOoONAivng .

To Tracleer ypnoonoeiton yio T Oepaneio:

o Tng vevpovikig aptnpraxis vaéptaons (ITAY): HIIAY sivor pa wdOnon coPapng
OTEVOGTG TOV AUOPOPOV AYYEIDMV GTOVG TVEDILOVEG TTOL £XEL WG OMOTEAEGLOL TV VYNAN] TTieon
TOV GILATOG OTO OHOPOPa yYeia (OTIG TVEVUOVIKES 0pTNPIES) T OOl LETAPEPOLY Ol OO
TNV Kapdldl GTOVG TVEVHOVEG. AVTN 1) TEON UELDVEL TNV TOcOTNTA 0EVYOVOL TOV UTOPEL VaL
€10€A0€1L 670 aipla LEGO GTOVG TVEVLOVEG, KOOIGTOVTOS SUGKOAOTEPT) TI PLGIKY|
dpaoctnploTTa.
To Tracleer d106TEAAEL TIG TVELHOVIKEG apTNPiES, SlELKOADVOVTOC TNV KOPOLd Vo avTAEL aipo
SWUEGOL QVTAOV. AVTO LEIMVEL TNV TECT TOL OLATOG KO AVOKOVPILEL TO. CUUTTOUATO.

To Tracleer ypnowonoteital yuo t Oepameia acbevav pe [TAY komyopiog I yio T Peltioon g
avoYNG oTNV KOT®oN (TNG tKavoTnTog S1e&aymyNg QLGIKNG OpUcTNPLOTNTOS) Kol TV GVUTTOudtov. H
“katnyopio” avtavaxkid ) cofapotnta g vosou: N “katnyopia 1”7 tepriappdaver a&loonpeimto
TEPLOPIGUO TNG PUOIKNG OpacTnPLOTnTaC. MEpPkég PEATIDOELS Y0V emiong ELPOVIoTEL 6€ aoDEVEIS e
ITAY xotyopiog II. H “katnyopia II” meptlopfaver (o meplopiopd g ouoikng dpaoctnprotnroc. H
ITAY yw v omoia evdeikvouton to Tracleer pmopel va givat:

. TpoTomadng (Yopig kapio kabopiopévn artio 1| KANPOvouky),

. 0QEIAOUEVT GE OKANPOOEPLA (YVMOOTH KOl G CUGTNUATIKY GKANPLVOT, o acBévela oty
omoio vdpyel TaBOAOYIKT AVATTLEN TOV GLVOETIKOV 16TOV OV oTNPilel TO dEPLLAL Kol TOL
voloima dpyava),

o OQEILOLEVT G GLYYEVEIC (€K YEVETNC) KOPOLOKEG AVOTTOUDTELS (AVAOUOUAEG S1OO0VG) TOV
TPOKAAOVV TAHOAOYIKT| POT) TOV CUOTOC SIOUEGOL TNG KAPOLAS KOL TV TVELHOVOV.
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o TV daKTVMKOV EAKOV: (TANYOV 6Ta SAYTLAN TOV YEPLDV Kol TOV TOJIDV) GE EVIAKESG
aoBeveic pe pa voso mtov ovopdletatr oxkAnpddepua. To Tracleer peidvel Tov apBpd véwv
EUPAVICOUEVOV EAKDV GTA OAYTLAN TV YEPLDY KO TOV TOOIDV.

2. Tvrpémer va yvopilete naprv mapete 10 Tracleer

Mnyv népete to Tracleer:

o og TePinTOon arhepyios oto bosentan 1 o€ omo106MmOTE GALO OO TAL GUGTATIKA CLTOV TOV
QoppaKov (avapépovial 6TNV Tapdypago 6)

. o€ TEPInTOON MOV £YETE NIATIKG TPoPfinpata (cupPfovievteite To yiatpd cag)

. o€ TEPINTOON OV €l6TE £YKVOG, 1] TOAVOV va peivete £YKVOG O10TL OEV YPNGUYLOTOLEITE

a&omoteg pnebodovg avTicVAANYNG. AlafdoTe Tig TANpoPOpieg GTNV TAPAYPOPO
“AvTicuAANTTIKA” Ko “Alha eappaka kot to Tracleer”.

o o€ TEPITTOOT TOV aKoAovOsiTe Ogpameio pe KukAooTOPivy A (PUPUAKEVTIKO TPOTIOV TOV
xpnoomoteitol Hetd amd pia petapdoyevon 1 yo ™ Bepaneio g yopioong)

Edv omolodnmote amd antd 1oy0EL Y10 EGOC, EVIUEPDOTE TO YIOTPO GO,

IIpocidomomcerg Kot TpoPuvAGEeLS
Eetdoeig mov o mpaypatomou]oel o YoTpog oag wpiv 1 Ogpaneio

o e&étaon aipatog yuo va eEAEYEEL TNV NIaTIKY G0G AglTovpyia
o e&étaon aipatog yuo EAeyyo TG avolpiog (YOUNAT T oHosPapivng)
. doKooio KUNGEWMG EAV EIGTE YUVAIKA LLE AVOTAPAYOYIKT SUVOTOTNTO

Opopévor acBeveig mov Aappavovv Tracleer mapatnpnOnke 0Tt TOPOLGIOGOV U] PLGIOAOYIKES TIULES
oTIG €€eTAOELG EAEYYOV TNE NTATIKNG AELTOVPYING, KAOMG Kot ovopion (YoUUNAN T opos@apivig).

E&etdosig mov 0o mpaypatomomost o yiatpog 60 KT TN dtapkewd g Oepameiog

Koatd ) didpxeta ¢ Oepanciog pe Tracleer, o yuotpog cog Ba kavovicet Tn dievépyela TOKTIKMOY
eEetdoemv ailaTog 1o Tov EAEYY0 HETAPOADY GTNV NAATIKY GG AELITOVPYIN KO GTO EMITESA TG
opoceapivng.

T 6heg avtég Tic e€etdoelg Tapakareiobe va deite emiong v Kdpta YrevBopiong AcBevoig (ot
ocvokevaoio tov diokiov Tracleer). Etvat onpovticd vo Tpaylatonoleite autég TG TaKTIKEG eEETAGELG
aipotog yio 6co dibotnua maipvete Tracleer. Xog GUVIGTOOLE VO GIUEIDOVETE TNV NUEPOUNVID TNG TTLO
TPOCPUTNG Kol TNG ENOUEVNS eE€TaoTG (POTNGTE TO YITPO GO Yo TNV Nuepounvia tng) otnv Kapta
YrevBouiong AcBevovg, mpdypa wov Ba coc fondnoet va Bupdote mdte TPEmeL va KAVETE TNV EMOLEVN
oog e&étaon.

Ecetdoeic aipatoc yio tov £Aeyyo NS NIOTIKNG AELTOVPYiIOG
Avtég Ba mpaypoTomotovvTol Kabe pve ko’ 6An ) duipkela Bepaneiog pe Tracleer. Metd amd pua
avénon g 6o Ba TpaypaTomoteiton po TpocHetn eEETaon petd amod 2 efdopddec.

Eletdoeig aipatog yia Tov £Aeyy0 TG avorpiog
Avtég Oa mpaypatomotovvtal kdbe uva Kot Toug 4 TpdTovg UNveg Bepameiog kot kdbe 3 unvec ot
ouvéyela, kKabmg ot acbeveic mov Aappdvovy Tracleer umopei va Tapovcidcovy avaipia.

Edv avtd to amotedéspota givot U QUGIOAOYIKA, O YIUTPOG GG UTOPEL VO OTOPAGIGEL VO LELDGEL TN
doon cog M v otopatioel ) Ogpaneio pe to Tracleer, kot va kdvel Tepattépw eEETAGELS VX VO
OlEPEVVNGEL TNV arTia.

Hooa ko £pnpor

To Tracleer 6ev cuvioTdTal G€ TOSATPIKOVS OCOEVEIS [LE GLGTNUATIKY GKANPLVOT Kot EEEMGGOUEVN
VOG0 SUKTUAK®V EAKAV. Avatpélte emiong oty mapdypago 3. [log va ndpete to Tracleer.
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Alro gappoxa ko Tracleer

Evnuepmaote Tov y1atpd 1 TOV QOPLOKOTOLO GOG EAV TAIPVETE 1] EXETE TPOGPATO TAPEL AAAO PAPLLAKAL,
KOO KO 0T IOV deV Gog Exovv yopnynoei pe cuvtayn. Eivat idwaitepa onpoavtico vo evuepmoeTe
TO YLOTPO GO EAV TAIPVETE:

. KukAoomopivn A (éva PAPLOKO TTOV YPNCUYLOTOLEITAL LETA OO LETOUOCYEVCELS KOl YLOL TN
Oepamncio g yopiaong), N omoia dev mpémel va ypnoipomoleital Tovtdypova pe to Tracleer.
. sirolimus 1 tacrolimus, Ta owoia ivat EAPUOKE TOV XPTCLLOTOIOVVTOL UETE 0Td

UETAPOGYEVOELS, KaODC avtd dev Tpémel va Aapupavovtot pali pe o Tracleer.

o YAMBevichapion (pappoko yio o dafnn), prpapmikivn (eapproko yio m Oepaneio g
OLUATIOONG), PAOVKOVALOAN Kot KETOKOVACOAT (PAPLOKA Y10 TNV OVTIUETOTIOT TV
HUKNTIOGIK®V AOUOEEWDVY), vePipanivn (pdppako yia tov HIV), kabohg avtd to papuaka dev
wpémeL va ypnoporotovvtol pali pe to Tracleer.

o dAdo pappoka yio tn Oepameio g Aoipméne HIV, n onoia umopel va ypetdletor e101kn
mapaKoAovOnon, edv ypnoiponotovvtor pali pe Tracleer.

o OPHOVIKG AVTIGLAANTTIKE, KOODS avTd deV Eivol AmOTEAEGLATIKG G 1) LoV péBodog
avTIoOAAN YN O6tav Taipvete Tracleer. Méoa ot cuokevacio Twv diokimv Tracleer Ba Ppeite
uiae képto vaevOdong acbevovg tny omoia wpénel va dapdoete Tpooektikd. O ylotpdg Kavn o
yovakoAdyog cag Oa e&axpifdcovv T pEB0do avTIGOAANYNG OV gival KATAAANAT Y10 GOGC.

o Ala pdppoka yio T Bepaneio TG TVELUOVIKNG VIEPTACONG: GIAdEVAQIAN Kot Tadorapiin,
. Bappapivn (avTimnkTikog Tapdyovtog),
. owPactativn (ypnowonoteiton yia ) Oepaneio tng vIEPYOANGTEPOLALUING).

001yNoN Kot YEPIGROS POV LATOV

To Tracleer dev &xel Kopia 1 el apeAnTén EXOPACT OTNV IKOVOTNTO, 0ONYNONG KL YEPIGUOD
pnyavnudrov. Qotdco, to Tracleer pnopel va Tpokaiécet vidtoon (Ueiwomn TG APTNPLOKNG THEONG),
N omoio umopet vo oag Kavel va viwoete (GAN, va. eXnNpedoel TNV OpUoT] GG KoL VO ETNPEAGEL TNV
TKOVOTNTO 001 YNOTG KOl XEPIGHOL unyovnudtev. Etopévag, v vimoete {aAn 1 611 1 6pacn cag
etvon Bapmn eve naipvete to Tracleer, pnv odnyeite kKo un xepileote epyareio 1 UnyoviLLoTOL.

I'vvaikeg o€ avamapoyoyKi nikio
MHN rnaipvete To Tracleer edv eiote £ykvog 1 oxedialete vo peivete €ykvog.

Aoxpocisg kOnong

To Tracleer pmopei vo BAGyeL Ta, ay€vvnta pmpd, TV onoimv 1 GOAANYN £yve Ttpy omd Ty Evapén 1
Katd tn ddpkela tng Bepomeiog. Edv elote yuvaika mov pmopel va petvel £ykvog, o yiatpog cag Oa cog
{ntoel va kdvete éva 1e6T KLNoEMG TTPLY apyicete va maipvete Tracleer, Kot avd TakTd Sl TALOTA
evoom maipvete Tracleer.

AVTIGUAMTITIKG,

Edv etvar mBavo va peivete £ykvog, ypnoyonomote po a&idmiotn péBodo aviicOAAyNg 66o
naipvete Tracleer. O ylutpog M 0 yovakohdyog cog 0o 6og cuUPOVAEDCEL GYETIKA LE TN YPTION
a&omotov pefddmv avticOAANYNG Katd T didpkela g Aqyng tov Tracleer. Emeldn| to Tracleer
UTOPEL VO KATAGTHGEL TNV OPLOVIKT] OVTIGOAANYT (.. TN XOPNYOVLEVT OO GTOUATOC, TNV EVEGIU),
TNV ELOLTEDGIUT 1] TO SLAOEPUIKE EMOEUATA) OVATOTELEGHATIKY, AT 1] LEB0SOC 0md pdvn g dev
givar a&omotn. Enopévag, av ypnoylomoteite oppovikd avticVAANmTIKE Oo npénel emiong va
YPNOLOTOLEITE Kot [l LEBOJO PParylov (TT.). TPOPLANKTIKO Y10 YUVOIKES, SIAPPAYLLA, OVTIGUAANTTIKO
ondyyo 1 Ba TPEMEL 0 GVVTPOPOG GO VO YPNCULOTOLEL TPOPLAKTIKO). MEGa 6T GLoKELOGIN TV
dwokiov Tracleer Oo Bpeite po Kapta YrevOouong Acbevovg. [pémel va T cupmAnp®ceTe Kol va,
v mépete poll 6oc Katd TV ENOUEVN EMICKEYT GOG GTO YLTPO GG MGTE O YIUTPOG 1 O YOVALKOAOYOG
oo0c va glval og Béon va ekt ot edv xpeldleote EMTAEOV 1) EVOAOKTIKEG aE1OTIOTEG
AVTICLAANTTIKEG HEBOOOVE. ZVVIGTATOL 1) OIEVEPYELD UNVIAI®OY SOKILAGLDY KUNGEMG, EVOCH TOIPVETE
Tracleer kou eiote o€ avamopay®yK NAKia.

Evnuepmote 1o yrotpd cag apéong edv peivete £ykvog evad maipvete Tracleer, 1| oxedialete va peivete
£YKVOG GTO KOVIIVO LEAAOV.
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Oniaopdg
Evnuepaote apéowng 10 Y1oTpo 6og £dv Onralete. ZuvicTATal VO GTAOTICETE TN YOAOLYIO E4V GOG
ocvvtayoypaenbei to Tracleer, 61011 6ev eival YvOTO €GV ADVTO TO PAPUOKO TEPVE GTO UNTPIKO YOAO.

LovipétnTo
Edv giote dvtpag kot Aappdavete to Tracleer, eivor mBavo avtd To eAPUOKO VO LEWDGEL TOV 0p1OUd

TV oneppoTolapiev cag. Agv UTOpPEl Vo OMOKAEIGTEL TO EVOEYOLEVO VO ETNPEACTEL 1] IKOVOTNTA GOG
va. amoktioete modi. I'o omolecdnmote amopieg 1 TPOPANLATIOUOVE GYETIKA e VT, amgvbuvieite
GTO YITPO GOG.

Inpovtikég TApopopiss oyeTikd pe opropéve cvetatikd Tov TRACLEER

Ka0e owaomepopevo diokio Tracleer mepiéyet 3,7 mg Acnaptaung (E951), n onoia armoteAei Tnyn
eawvviaravivng. H acmoptdun propei va givan emPrapng yio dropo mov Tdoyovy ard
(QOVAKETOVOLPIQL.

3. Hog va napete 10 Tracleer

H Oeponeio ue Tracleer mpémet va. apyilet kot va Tapakorovbdeitol puovo omd yiotpd mov Exel epmelpio
ot Bepaneio g [TAY 1 o cvotpotikn oxkAfpovon. [1dvtote va Taipvete 10 appoKo avTod
oVeTNPE GOUE®VA LE TIG 001Yieg TOL YTpoV cac. Edv éxete apeiforiec, potiote Tov yotpd i) Tov
QOPUOKOTOLO GOLC.

To Tracleer pg Tpo@1] Kot 10T
To Tracleer pmopeti va Aappdveral pe 1| xopic Tpoemn.

Zoviotopevn 66on

Evijlkeg

H Oepoameio oTovg eviiikeg cuvnbmg Eekvdel pe 62,5 mg d0vo Popég TV Nuépa (Tpoi kot fpadv) yuo
TIG TpATEC 4 £POOUAdES Kt GTN GUVEXELD O Y1TPAS GG cLVIBmG B GG GVOTNOEL VA TAIPVETE Eval
dokio Towv 125 mg dvo popég v nuépa, avdroya pe v avtidpact cog oto Tracleer.

Xpion o€ Todd ko @ foovg

H obotaon yia ) d6om o€ madid mpoopiletan pdvo yia v ITAY. Xta mondid niwiog 1 étovg kot dvo
n Bepamneio pe Tracleer Eekivdel suvnBmg pe 2 mg avd kg Bapovc cmdpatog dVo Popég Nuepnoing
(mpoi ko Bpddv). O yatpds cog Ba cag CLUPBOVAEYEL GYETIKA LE T d0GOAOYIN OOG.

Edv elvan amapaitnto to dwouomepdpevo diokio pmopel va dtopedel kaTd KOG TV (aUpaydV og
Téo0epa ioa TURUATO.

Edv &yete v eviommon 611 1 enidpacn tov Tracleer givan gite vepPoiikd woyvpn gite vepPorud
adVVALY, EVIUEPMGTE TO YIATPO GOC TPOKEEVOL Vo LABeTE €6V TPEMeL va Tpomomotnel 1 66om.

Iog va napete 10 Tracleer
Ta dwokia mpénet va Aappavovtar (mpwi kot Bpdov), katamivovtds ta pe vepod. Ta diokio pmopoldv va

AapBavovon pe 1 xopig Tpoen.

To dwomepdpevo diokio mepiéxetar o€ blister acpaieiog yio To TOdA.
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T va apalpéoete 10 S10oTEPOLUEVO JIOKIO:

—2

&)

1. Aldxwpicrs pio KuyeLioo Tov blister ota didTpnto onueio.

2. Apaipéote TNV v PeUPpavn

3. ITiéote TO PUPUOKEVTIKO TPOIOV PEGA OO TO PVUALO QAOVULVIOVL

KaBe dwomepdpevo diokio Tracleer pmopel va dS1ahvBel oe vepod Y10 va TPOKHWYEL PAPLLAKO GE VYPT|
popon. ['a va pTiaEeTe TO PAppaKo GE VYPT LOPPT, PéATE TO S1oKio G £vo KOVTAAL e Alyo vePO.
XPpNOLOTOlEIoTE EMOPKT TOGOTNTA VEPOD Y VO KaAvpOel OAo To dloKio. APNoTE Yo TEPITOV Eval
Aemtd, £0¢ 0ToL TO d1oKio dtaAvBel TANPmG Kot petd katamieite dAo to VYPO. [IpocBiote akdun Aiyo
vepOd GTO KOVTAA Ko KOTATIEITE OAO TO VYPO, DOTE VO, GLYOVPEVTEITE OTL £XETE TAPEL OAO TO PAPLLOKO.
Edv eivar dvvatov, mpémetl va migite Eva TOTNPL vEPO Y VoL S10GPAAIGETE OTL OAO TO PAPUAKO EYEL
AnoeOet.

Edv elvan amapaitnto, To dracmelpopevo diokio pmopel va dtonpebel Katd PNKog Tov Yopoymyv.
Kpamote to diokio peta&d tov aviiyelpa kol Tov deiktn amd Kabe TAELPA TNG YOPAYNS, LE TN XOPAYT|
va dglyvel Tpog Ta mhve. Xwpiote o€ picd onalovtag 1o d1okio KaTd PnKog TV yopaydv (BA. to
TOPAKATO GYLLQL).

/‘[__ - |\

Eav wapete peyordtepn 66on Tracleer amwd TV Kavovik
Edv mépete mepiocotepa diokio amd 000 GOG £XOVV TEL VO, TOIPVETE, EXKOIVOVIOTE AUECHOG LE TO
Yiotpd GOC.

Eav Eeyaoete vo wapete to Tracleer

Edv Eeydoete va mapete to Tracleer, mapte o 66om poiig to Bounbeite kon petd cvveyiote va
naipvete ta O10Ki0 GOG OTIC TPOKABOPIGHEVEG DPEG. MMV TapeTE SITAN SOGN Y10 VO, AVOTANPDOGETE TO
dtokio mov Egydoore.

Eév otapatiocete va maipvere to Tracleer

H amotoun dwokonn g Oepamneiag pe Tracleer evdéyetan vo, TPOKAAEGEL EMOEIVOOT TOV
CUUTTOUATOV cog. Mnv otapotioete T Aqyn tov Tracleer, kTOg €0V GOG TO GLGTHGEL O YAUTPOC
oag. O Y1oTpdc o0g EVOEYETOL VO GG CUGTNOEL TN UEOT TNG dOONG EMl LEPIKES NUEPEG, TPV
OTOLOTNOETE EVIEAMG TN Bepameia.

Edv éxete meplocdtepeg EpMTNGELG GYETIKA LLE T YPTOT AVTOV TOV QUPUAKOV, POTACTE TOV YUTPO 1
TOV QAPLOKOTOLd GOC.

4, MOavég avemOBOuNTES EVEPYELEG

Onwg 6A0 T0. PAPLOKOL, £TCL KOL 0VTO TO PAPIOKO UTOPEL VoL TPOKAAEGEL AVETIOVUNTEG EVEPYELEG, OV
Kot 6gv TOPoVSLAlovTal 6€ OAOVG TOVG AvEPMOTOLC.

Ot o coPapég avemBounteg evépyeleg pe to Tracleer eivon
. M @uGLOAOYIKEG SOKIOGIEG NTOTIKNG AEITOVPYIOG TOV UTOPEL VO, EXNPEAGOVY TEPIGGOTEPQ
ond 1 ota 10 dropa
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. Avopio (yopnAég Tipég epubpdv arpoceaipimv) Tov propel va ennpedoovy émg 1 ota 10
dtopo. H avopio pmopel va ypetdletol TepioTaciokd LETAYYION OiLLoTOg

To Amap kot ot TIHéEG epLOpdV arpoceatpiov Ba Taparxorlovbodvial 6t didpkeln TG Bepaneiog pe TO
Tracleer (BA. mapdypago 2). Eivol onuoviikd va kévete autég Tic EETACEL COUPMVOL LLE TIG 00N YiEC
TOV Y10TPOV COG.

SopntdpaTo 6Tl To NTop oG PUmopel va un Aeitovpyel cootd givat:

vavtio (tdon yio £eTo)

£ETOG

mopetdg (VynAn Bepurokpacia)

TOVOG GTO GTOUAYL GaG (KOIALA)

iktepog (KITpiviopa TOL SEPUOTOC GOG 1) TOV AELKOV HEPOVS TOV LTIV GOG)
GKOVPOYPOLLO 0VPOL

KVIGLOG OTO OEPLLOL GOG

MBapyog 1 KOT®oN (acvvh ot Kobpaon 1 eEdvtinon)

YPITOONG GUVIPOUN (TOVOG OTIG apBPMCELS KOl TOVG VG LE TVPETO)

Edv mapatnpioete omolodnmote and ouTd To GOUTTDUOTO EVI|HEPMDGTE TO YIUTPO GUS URECMG.

Aldec avemBounteg evEPYELEC:

oAb ovyvéc (Lmopel va enmpedoovy Teprocdtepa and £va ato 10 dtopa):

. [Tovoxépaiog
. Otdnua (TpRéEo TV KAT® AKPOV Kol TV 0oTPUYIA®V 1 GAAN OTLElN KATOKPATNONG VYPDV)

Yoyvég (Umopel va enmnpedoovy ém¢ ko éva ato. 10 dtopa):

Ewova £€aymg 1 epuBpotnta déppartog

Avtidpdaoelg vepevaictnoiog (6mwg pAeypovn d€ppatog, eayovpa Kot eEavomua)
lFaotpooicopaykn madvdpdunon (taivopouncn o&éwv)

Aldppota

Yvykomn (MmoBupia)

AtoOnpa modpmv (ypryopot 1 aKovovioTot Kapdiokol mokpot)

Xopunin mieon aipotog

Pwun copedpnon

'Oy ovyvég (Umopet va ennpedoovy g ko éva ota 100 dtopa):

o Opoppokvttaponevia (YounAds apBpog oponeTorinv)

. Ovdetepomevio/levkonevia (OUNAOS apBudc AEVKOV aLocQalpinY)

o AvEnuéveg Tég nratikng Aettovpyiog pe Nratitido (PAEYLOVH TOV NTATOG),
ovumepAaUPavoprEVNG evOEXOLEVG EMDEIVMONG LITOKEIEVNG NTtaTiTIONG, KOoUT TkTepog (KiTpivn
ATOYPMGCT SEPUATOG 1] TOV AEVKOD TOV LOTIOV)

Yravieg (Lmopel va ennpedoovy mg kot éva ot 1000 dtopo):

. Avagurotia (yevikn aAlepywn avtidpaon), ayysrooidnua (oidonpa, cvvnbéotepa yOpw and to
pdrtio, ta xeidn, T YA®Goa 1) To Adpuyya)

o Kippwon (ovAég) tov Amatog, nroatiky avemdpkeln (coPapn dwatapoyn g Aertovpying Tov

NTOTOC)

H Ooaunn 6paon €xel emiong avapepbel g pun yvootig cuyxvotntag (n ovyvotnta dev Umopel va
extiunOei pe Pdon ta dwbéoipa dedopévar).
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AvemOOunTeg gvEpyeLeg 6 TaOLE KoL Q1) Povg
Ot avemBOunteg evépyeteg mov €xovv avapepOel g madd mov naipvovv Tracleer ivar ot 1d1eg pe
EKEIVEG IOV EULPAVIOTIKAY GE EVIIMKEG.

Ava@opd avemOounTOV evepyELOV

Edv mapatnproete kKamowo avemBOUNTN EVEPYELD, EVILEPDGTE TOV YIOTPO 1) TOV QUPLUKOTOLO GO,
AvT0 1oyt Kot Yo kdOe mbavr avemBountn evépyela Tov OeV AVaPEPETAL GTO TAPOV GVALO 0dNYIDV
ypNonG. Mmopeite emiong va avagépete avembOuNTeg evépyeleg anevbeiog, LEcm Tov Bvikon
GLOTILOTOG OVAPOPAS TTOL avaypdpeTol 6to [lapaptnuae V. Méow g avapopdc avertdountov
gvepyelmv pmopeite va fondnoete ot GLALOYN TEPIGCOTEP®V TATPOPOPLAV GYETIKA LLE TNV AGPAAELD
TOV TOPOVTOG POPUAKOL.

5. Iog va pvidcscete To Tracleer

To @appako avtd TPETEL VO UAACOETAL GE PEPT TTOL OgV TO PAETOVV Kot dgV TO POAVOLV Ta AL

No pn ¥pnoonoteite avTd T0 PAPLOKO LETE TNV Nepounvia AENG TOL AVOPEPETOL GTO KOVTL Kot
oo blister petd ) “AHEH”.

Mn evAdccete o€ Beppokpacio peyarvtepn twv 25°C.

Ta vTOLOITO KOUUATIO OO EVOL SIPEUEVO OLOCTELPOUEVO OLOKI0 UTOPOVV VO, PLAAGGOVTOL OE
Bepurokpacio SOUTION Kot TPETEL VO YPNCUYLOTOOVVTAL EVIOS 7 UEPOV.

Mnv metdite @APUAKO GTO VEPD TNG AMOYETELONG 1] GTA OlKLAK( amoppippata. Potiote tov
(OPLOKOTTOLO GOG Y10, TO TAG VO, TETAEETE TAL PAPLLAKO. TTOV OEV YPTCILOTOLELTE Tl AVTA TOL
pétpa Ba fondncovv oty Tpoctacio Tov TEPPAALOVTOC.

6. Iepreyopeva TS GLOKEVLAGTOG KOl LOUTES TANPOPOPIES
T nepréyer to Tracleer

- H dpaotikn ovsia givar To bosentan g povoiidpikd. Kabe diaoneipouevo diokio nepiéyet 32 mg
bosentan (w¢ povoibdpikod).

- Ta dAAo cvotoTiKd €ivat: KVTTOPiv HIKPOKPLOTAAAIKY, acBéotio 6Evo pmGeopiKd Gvudpo,
KOPUEAALOIN VaTPLOVY0G SLUGTAVPOVLEVT], TVPLTIOV 0&Eid10 KOALOEWEC AVVOPO, TPLYIKO 0&V,
BeAtiotikd yevong tutti frutti, aomaptdun (E 951, dwpdote mepiocdtepeg mAnpopopieg 6to
TEAOG TG TOPOYPAPOL 2), AKECOVAPAUIKO VATPL0, LLOYVIGLO GTEATIKO.

Epng@avien tov Tracleer kot wepieyopueva TG 6V6KELUGIOG
Ta dwonepopeva diokia Tracleer 32 mg sivar ypdpATOG 0voLyTOD KITPVOL £10G VITOAEVKOV, GYNLLOTOG
TPLPLAALOD, TETPATOUNUEVO OTN Hio TAELPE KoL PEPOVY avayAven TNV EvOElEn “32” atnv GAAn

TAEVPAL.

“Peel — push” blisters mov mepiéyovv 14 dacnelpduevo diokio: KOLTLR TOL TEPLEYOLY 56
dlaomelpopeva dokia.
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Kéroyoc Adsrog Kvkrogopiag:
Actelion Registration Ltd
Chiswick Tower, 13" Floor

389 Chiswick High Road
Aovdivo W4 4AL

Hvopévo Baciielo

Mopackevactig:

Actelion Manufacturing GmbH
Emil-Barell-Strasse 7

79639 Grenzach-Wyhlen

Teppovia

I'a omoladfmote TANPOEOPia GYETIKA LE TO TOPOHV POPUUKEVTIKO TPOIOV, TOPAKAAEIGTE VO
amgvBuvbeite otov Tomiko avtimpdommo tov Katdyov tng Adetog Kuhopopiog.

Belgié/Belgique/Belgien
Actelion Pharmaceuticals Belgium N.V.
Tél/Tel: +32-(0) 15 284 777

Bbbarapus
AxBaxum AJl
Temn.: +359 2 807 50 00

Ceska republika
Actelion Pharmaceuticals CZ, s.r.o.
Tel: +420 221 968 006

Danmark
Actelion Danmark,

Filial af Actelion Pharmaceuticals Sverige AB,

Sverige
TIf: +45 3694 45 95

Deutschland
Actelion Pharmaceuticals Deutschland GmbH
Tel: +49 761 4564 0

Eesti
Algol Pharma OU
Tel: +372 605 6014

EAlLada
Actelion Pharmaceuticals EALGG ALE.
TnA: +30 210 675 25 00

Espafia
Actelion Pharmaceuticals Espafia S.L.
Tel: +34 93 366 43 99

France
Actelion Pharmaceuticals France SAS
Tél: +33 158 62 32 32
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Lietuva
UAB ALGOL PHARMA
Tel: +370 37 40 86 81

Luxembourg/Luxemburg
Actelion Pharmaceuticals Belgium N.V.
Tél/Tel: +32-(0)15 284 777

Magyarorszag
Actelion Pharmaceuticals Ltd Hungaria Kft.
Tel: +36-1-413-3270

Malta
Actelion Pharmaceuticals UK Ltd
Tel: +44 208 987 3333

Nederland
Actelion Pharmaceuticals Nederland B.V.
Tel: +31 (0)348 435950

Norge

Actelion Pharmaceuticals Sverige AB,
Filial Norge

TIf: +47 22480370

Osterreich
Actelion Pharmaceuticals Austria GmbH
Tel: +43 1 505 4527

Polska
Actelion Pharma Polska Sp. z 0.0.
Tel: +48 (0) (22) 262 31 00

Portugal
Actelion Pharmaceuticals Portugal Lda.
Tel: +351 21 358 6120



Hrvatska
Medis Adria d.o.o.
Tel: +385 (0) 1 2303 446

Ireland
Actelion Pharmaceuticals UK Ltd
Tel: +44 208 987 3333

island
Actelion Pharmaceuticals Sverige AB
Simi: +46 8 544 982 50

Italia
Actelion Pharmaceuticals Italia S.r.l.
Tel: +39 0542 64 87 40

Kvnpog
Actelion Pharmaceuticals EALGG A.E.
TnA: +30 210 675 25 00

Latvija
Algol Pharma SIA
Tel: +371 6761 9365

Romania
Geneva Romfarm International SRL
Tel: +40 (021) 231 3561

Slovenija
Medis d.o.o.
Tel: +386-(0)1 589 69 00

Slovenska republika
Actelion Pharmaceuticals SK, s.r.o.
Tel: +420 221 968 006

Suomi/Finland

Actelion Pharmaceuticals Sverige AB,
Filial Finland

Puh/Tel: +358 9 2510 7720

Sverige
Actelion Pharmaceuticals Sverige AB
Tel: +46 8 544 982 50

United Kingdom
Actelion Pharmaceuticals UK Ltd
Tel: +44 208 987 3333

To mapév pviro 0dNYLOV YprioNS avadepOnke Yo TELEVTAIN POPA OTIS

Agmtouepeic TAnpopopieg Yo To Papprako avtd eivar d1a0éaipeg 6To dkTLOKO TOTO ToLv Evpmmaikon

Opyavicuod Gopudxkov: http://www.ema.europa.eu.
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IHAPAPTHMA 1V
EINIXTHMONIKA ITOPIEMATA KAI AOTI'OI I'TA THN TPOIIOIIOIHXH TQN OPQN

AAEIAZ(-QN)
KYKAO®OPIAX
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Emoetnpovika mopicpoto

Aopfavovrog vmoyn v ékbeom a&rordoynong e PRAC oyetikd pe v (t1g) 'Exbeon(-gic)
ITeprodikng IapakorovOnone g Aceareiag (EITITA) yuo To bosentan, o emoTnHOVIKA TOPiGHLOTA
™™g CHMP eivon ta €€ng:

Mo perétn (Srinivas NR et al, 2016) édei&e ot1 1 éxbeon oty tadoroeiln glattdbnke pe 10
bosentan. To bosentan (125 mg 00 @opéc v nuépa), £va vrootpopa tov CYP2C9 kot CYP3A4,
Kot pétpiog woyvog emaywyéog v CYP3A4, CYP2C9 kar evdeyouévmg tov CYP2C19, ehdttmoe
ovotnuatiky ékfeon g tadarapiing (40 mg pla opd v nuépa) katd 42% kot v Cmax kot
27%, petd ™ ovyyxopnynon moAramidv 6dcewv. H amoteiecpotikdtnTo TG TASAAAPIANG OTOLG
acBeveic mov Aapupdvovv 1o Oepameia pe bosentan dev €xel amoderyel katainktikd. H tadolapiin
dev emmpéace Vv ékbeon (AUC xar Cmax) tov bosentan 1 TtV HETAPOAITOV TOL. ZUVETMOC, 1|
oAAnAemidopaon TG TadaAapiAng pe 1o bosentan B TPEMEL VAL AVOPEPETOL GTLG TANPOPOPIES TPOTOVTOG
Tov bosentan.

EmnpocBétmg, ot axdlovbeg aliniemidpdoelg mov Ba pmopodoay va £Youv KAVIKO GUGYETICUO Kot
avaeépovtal Non oy TIXII, 6o tpénetl va mpootifevioar 6To PLALGSLO TG cvokevasiog: Bapeapivn,

oPoactativn, KeTokovaloAn Kot GIASEVAPIAT.

H CHMP ocvpopwvel pe ta emotnpovikd mopiocpata tng PRAC.

Adyor o v TpomOTOiN 6N TOV OpOV GOE10G(-OV) KUKLOQOPiag
Me Baon ta emotnuovikd mopicpato yio to bosentan, 1 CHMP éxpive 611 oyéon opélovg-
KwdHvou Tov (TOV) eOPUOKELTIKOV(-OV) TPoidvToc(-mv) Tov mepiéyel(-ovv) bosentan rtapapével

QUETAPANTY, VO TNV EMPOAOAEN TOV TPOTEWVOLEV®V OAAAYDV GTIG TANPOPOPIES TOV TPOTOVTOG,.

H CHMP gionyeitot v tpomonoinon tov 0pmv adsiag(-ov) KukAopopiag.
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