ITAPAPTHMA I

HNEPIAHYH TON XAPAKTHPIZTIKQN TOY ITIPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOiIONTOX
Tracleer 62,5 mg emucolvppéva, e Aemtd VUEVIO dloKia

Tracleer 125 mg emikoivppéva pe Aemtd vpévio diokio

2. NOIOTIKH KAI IOXOTIKH XYNOEXH

Tracleer 62,5 mg emucorvppéva, pue Aertd VUEVIO dtoKia
Kabe emcodoppévo pe Aemtd vuévio diokio mepiéyel 62,5 mg bosentan (w¢ Lovoddpikod).

Tracleer 125 mg emikodvupévo pe Aemtd vUEVIo diokia
Kabe emcadoppévo pe Aemtd vpévio diokio mepiéyel 125 mg bosentan (mg povoidpiko).

"Exdoyo pe yvootn dpdon
To @appakxo avtd mepiéyel Arydtepo amd 1 mmol vatpiov (23 mg) avd diokio, gival avtd Tov
ovoudlovpe «erevBepo vatpiovy.

IMa tov TA\pN KeTdloyo TV KOO ™V, PA. Tapdypogo 6.1.

3. DODAPMAKOTEXNIKH MOP®H
Enuwcodoppévo pe Aemtd vpévio diokio (dioxia):
Tracleer 62,5 mg emucorvpuéva, pue Aertd VUEVIO dtoKia

ZTPOYYLAQ, ApPIKVPTO ETKOAVUUEVE, e AETTO DUEVIO SIoKIN, YPDUOTOC TOPTOKUAI-AELKOD, LE
yopoypévn tnv €voeldn “62,5” ot pia migvpd.

Tracleer 125 mg emikoivupévo pe Aemtd vUEVIO dioKia
OBaA, apeikvupto ETKOAVUUEVO e AETTO DUEVIO O10KIa, YPOUATOG TOPTOKOAI-AELKOD, LUE XOPAYLEV
v évoeidn “125” ot pia mhevpd.

4. KAINIKEYX TIAHPO®OPIEX
4.1 OgpamevTIKég EVOEilelg

Oepameio TG TVELHOVIKNG aptnplakng vréptaonc (ITAY), yia ) PeAdtioon ¢ avoyng 6Ty KOTmon

Kol TOV COUTTOUATOV o€ acbeveic pe Aettovpyikn kornyopia I katd WHO. Eyet dwomictwbei

OTOTEAEGLLATIKOTITO GTNV:

o [Ipwtomadn (1010madn Kol KANPOVOLUIKT) TVEDIOVIKT] 0P TNPLOKT VTEPTOOT

o [Tvevpovikn aptnploKn VITEPTACT] OPEIAOUEVT] GE GKANPOSEPUA, XWOPIS CNUAVTIKT SIAUEST
TVELLLOVIKT] VOGO

. [Tvevpovikn aptnplokn vTEPTAcT GYETILOUEVN LLE GUYYEVELG OVOGTOUMGELG TNG CLOTILOTIKNG-
TPOG-TVEVLLLOVIKT] KUKAOQOpPiaG Kot puoloroyia Tov Eisenmenger

Kdanoeg Pertidoelg Exovv emiong damiotmdel og acheveig Le TVELUOVIKT] 0pTNPLOKT VTEPTOOT
Aertovpykng katnyopiag I kot WHO (BA. mapdypago 5.1).

To Tracleer gvdeikvuton emiong yio T peimon Tov oplBpod VEOV SUKTLMK®GV EAK®OV o€ acheveig pe
GLOTNUATIKY GKANPLVOT Kol EEEMOTOUEVT) VOGO dOKTUAIK®YV EAKAOV (BA. Topdypago 5.1).



4.2 Aocoloyio Kol TPOTOS YOPNYNONS

Tpomog yopynong

Ta diokia wpénet va AapPdvovtal omd oTopatog Tpmi kot Ppadv, pe 1 xopig tpoen. Ta emkaivppéva
pe Aemtd VUEVIO S1oKia TPEMEL VO, KATOTIVOVTOL LE VEPO.

®a mpénel va, yivel c0UGTAOT 6TOVG AoBEVEIS VO UV KaTamivouy TNV ENpavtiki oucio Tov LLAPYEL OTIG
AevKég eradec mohvaifuAieviov VYNANG TLKVOTNTAG.

Aocoloyia

IIvevuovikn apTnploKkn VTEPTACT

H Oepancio Oo mpémet va Eekivd kot vo TopakoAovbeitan OTOKAEIGTIKA Ao Y10Tpo LE TEPQ OTN
Oepamneio g [TAY.

21 ovokevacio tepiappavetar Kapta YrevOduiong AcBevovg, n omoio Tapéyel GNUOAVTIKEG
TANPOQOpies AoPUAELNG TTOV TTPETEL VA Yvpilovv ot acBeveic mpv Kot Katd tn didpkela g Oepameiog
pe Tracleer.

Evijirec

e evihkeg aoBeveic, n Oepaneia pe Tracleer mpémel va Egkvioet pe T yopnynon do6ong 62,5 mg dvo
@opEC TV NUéPQ. el 4 gfdopadeg Kot Katomy va avénbei otn 660m cuvinpnong tov 125 mg 6vo
@opéc TV Nuépa. Ot id1eg GLOTAGELS 1oYVOVY Yo TNV emavévapén Tov Tracleer petd ™ dtakom g
Oepaneiog (PA. mapdypapo 4.4).

Houdrarpixoc winBvouoc

DoppokokivynTikd dedopuéva omd Tadid £de1&av OTL 01 GLYKEVIPOGELS TOL bosentan 6To TAAGUA TOV
ooy pe [TAY nAiciog amd 1 étoug émg 15 etdv oy Katd HEGO OpO YUUNAOTEPEG OO O,TL OE
eviAIKeg aoleveic kat dev avéndnkay pe v avénon g 86ong Tov Tracleer avo tov 2 mg/kg fapovg
OOUOTOC N LE TNV avEnon ¢ ouvOTNTS 0OGNC 0t 000 POPES TNV NUEPD GE TPELS POPES TNV NUEPQ
(BA. mapdaypapo 5.2). H advénon tng 06ong 1} TG cuyvotntag 60omg oev Ba 0dnynoetl mbovov oe
TPOcheTO KAVIKO OPEAOC.

Me Bdomn avtd To opUaKOKIVITIKG amoTEAESHATO, OTAV Ypnoiponoteital o Toudd pe [TAY nikiog 1
£T0VG Kol AV®, 1] GUVIGTOUEVT dO0T| Evapéng Kot cuvtipnong eival 2 mg/kg mpoi kot fpdodv.

e veoyvd e gppévovoa Tvevpuovikn vréptacn veoyvoy (EITYN), to dpehoc tov bosentan dev gt
KkatadeyDel pe to Bepanevtikd TpodTLIO PPoVTidNG. Aev pmopel va yivel choTOoT Ylo TN d0G0A0YiN
(BA. mapaypagovg 5.1 kot 5.2).

Moyeipion o€ mepinrwon kAvikng exideivwons g IAY

Ye mepintwon KAMVIKNG emdeivoong (T.y., LEl®oN TG 0mOoTOoNG 0T doKLUaGio Badiong 6 Aertdv
katd 10% tovldyiotov, o€ GOYKPIoT UE TN HETPMION TPty amd T Oepanein) mopd T Bepaneio pe
Tracleer eni 8 gfdopddec TovAdyoToVv (060N—0TOYOG €Ml 4 EBOOUAOEG TOVAAYIOTOV), TPETEL VAL
g€etaotovy evolhaktikég Oepamneies. Qot060, optouévol acbeveic Tov dev enédel&ov 0moldNTOTE
avTomokplon Hetd amo 8 efdouadec Oepaneiog pe Tracleer evoéyeton va ovTamokpldovy uVoTka ot
Oepamneio petd and dAiec 4 £wg 8 efdounddeg Bepamneiog.

e mepinton OYiung KAVIKNG emdeivoong mopd ) Oepomeio pe Tracleer (dnAadn petd omd apKeTong
unveg Bepamneiag), n Oepaneia mpémnel va enavextiunOei. Kamoiot acbeveig mov dev avtamokpivovat
KaAd ot yopnynon 125 mg Tracleer d1g nuepnoimg evosyetal va eppavicovv erappd Bedtioon g
avoync otV Komwon otav 1 60o1 owénbei ota 250 mg d1¢ nuepnoimg. [pénel va dtevepyndei
TPOGEKTIKN A&0AOYNOT 0QELOVC/KIVOVVOV, AapPEvovTag VITOWT TO YEYOVOS OTL 1) NTATIKN TOEIKOTNTA
glvar docogEaptopevn (BA. mapaypdpovg 4.4 ko 5.1).



Awoxorn g Oepomeiog

H eumeipio and nepumtdoelg amdToung drokonng g xopnynong Tracleer o€ acbeveic ue ITAY sivor
nepoplopévn. Aev Eyovv mapatnpnbdei evdeifelg o&eiag emaveppavionc tov countoudtov. [apodia
autd, Yo va aropevydel mbovn gpedavion emiPrafoidc kKAvikng emdeivmong, Aoy g mbavotntog
EMOVEUPAVIONG TOV COUTTONATOV, TPETEL Vo eEeTaoTel To evogyouevo Pabpiaiog peimwong g doong
(neimong g 06on¢ 670 Moo eni 3 £mg 7 nuépeg). Katd tv mepiodo avacToAng TG YOpyNong
GULVIOTATOL OTEVOTEPT TOPAKOAOVONOT).

Edv amogaciotel 1 daonn g Oepaneiog pe Tracleer, avti tpémet va yivel Babuaio eve yivetol
€100Y®YN 0€ KAmolo eVOAAAKTIKY Oepameia.

ZUOTNUOTIKA GKANPLVOT UE EVEPYA dUKTLALKG EAKn

H Ogpancio mpénetl va Eekvioel Kot va, TopokolovOeitan omokAEIoTIKA amd yloTpo e Teipa ot
Oepamneio TG GLOTNUATIKNG CKANPLVVONG.

21 ovokevacio teptapPavetor Kapta YrevOduiong AcBevoug, 1 omoio TapEyel ONUOVTIKES
TANPOQOpPiec aoPilelag ToL TPEmeL va Yvopilovv ot acBeveic mpv Kot Katd tn didpkela g Oepameiog
pe Tracleer.

Evijixec

H Oepancio pe Tracleer mpémet va Eekvioet pe T xopnynon 06ong 62,5 mg d0Vo Qopég TNV NuUEPQ i
4 gfdopadec kot katoémy va avéndel ot 660m cuvinpnong Tov 125 mg 600 popég v nuépa. Ot idieg
OLOTAGELC WYVOLY Yo TV emavévapén tov Tracleer votepa and drokomn ¢ Oepaneiog (PA.
mopaypapo 4.4).

H epmepio and eleyydpeveg kKAViKEG LEAETES Y100 VTN TV €vOEIEN eplopileton og 6 unqveg (BA.
Topaypaeo S.1).

H amdkpion tov acbevoig otn Bepomeio kot 1 avéykn yio cuveyn Oepaneio npémnel va
enovaglohoyeital o€ Ttaktikn Pacn. [Ipéret vo mpayupoatonoleital mpocektikn agloldoynon
0PEALOVE/KIVOUVOL, Aaufavovtag vdyn Ty Nrotik toéikdtra tov bosentan (PA. mwapaypdeovg 4.4
Kot 4.8).

Houdrarpixoc winQvouoc

Agv vtdpyovv 6edopEVA Y10 TV CQAAELN KOL TV OTOTEAECUATIKOTNTA O ac0gveic nlikiog kKdTt® TV
18 etddv. Agv VIAPYOLY POPLOKOKIVNTIKA dedopéva Yo To Tracleer og pikpd modid pe avtn v
acBévela.

Ewwoti mAinbvouoi

Hratikn dvoiertovpyio

To Tracleer avtevdcikvutal og acBeveig e pétpa Emg cofapn nratikn dvciertovpyio (BA.
Tapoypaeovg 4.3, 4.4 kar 5.2). Agv amaiteitol Tpocapproyn e 60omg oe aceveic e o NTaTIKn
dvodertovpyia (dnA. Child-Pugh, otédio A) (BA. mapdypapo 5.2).

Negpixn ovolertovpyio.

Agv anaiteital Tpocappoyn g 60omg og acheveic e veppikn ducAettovpyio. Agv amorteitot
TPOCUPUOYN TNE 8001 g 6e acheveic mov vroPdAilovtal o€ alpokabapon (PA. Tapdypapo 5.2).

Himawuévor

Agv amarteital Tpocappoyn g 60omg oe acbeveic nikiag peyoldtepnc tov 65 ypdvov.



4.3 Avtevositeg

. YrepevaioOnoio 6tn dpacTikn ovcia 1} 68 KATo1o amd To £KO0Y TOV AVUPEPOVTOL GTNV
Topaypapo 6.1

o Métpla émg cofapn nratikn dvoiettovpyia, .. Child-Pugh ctadiov B 1 C (BA. mapdypapo
5.2)

o ApyIKéG TYEG TOV NTATIKOV OUVOTPOVEQEPUS®Y, dNAadN TG actaptikng (AST) kavm g
orovivikng (ALT) apwvotpaveeepdons, VYnAOTePEC 0md 3 X TMV OVATEPOV PUGLOLOYIKDV
Tipadv (ULN, BA. mapdypapo 4.4)

o Svyyopnynon kvkioomopivng A (BA. mapdypago 4.5)

o Konon (BA. mapaypdeovg 4.4 kot 4.6)

o TMuvaikeg pe SuvaTOTNTO TEKVOTOINGNG OV OV YPNOLOTOI0VV 0EIOTIoTN UEDOSO aVTIGOAANYNC
(BA. mopaypagovg 4.4, 4.5 ko 4.6)

4.4 E101kég TPOELOOTOUNOELS KUL TPOPVAGEELS KATE TN Y p1ion
Agv &yel texunprwbei n oamotehecuotikdtta tov Tracleer o acBeveic pe coPapn [TAY. Eqv n khwvikn
Katdotoon emdevmbel Tpénel va eEetactel To evogyoOpuevo petapaong o Oepameio wov evosikvuTat

Y T0 6oPapd 6TAd10 TG VOGOUL (T.). EmompocteVOAN) (BA. Tapdypapo 4.2).

H 1ooppomia opérovg/kivohvou Tov bosentan dev €yel damiotmbei o acbeveig pue ITAY Aettovpyikng
tagwvounong I katd WHO.

H Ogpancio pe Tracleer mpénet va Eekivd LOVO EQOGOV 1] GLUGTILOTIKT GUGTOAIKT| OPTNPLOKT TTiECT
glvar vynAdtepn omd 85 mmHg.

Agv &gl xataderybel opéiun dpdon tov Tracleer otV ETOVAW®GOT VITAPYOVTOV SUKTVAIKDV EAKDV.

Hrotikn Asttovpyio

AVENGEIC TOV NTATIKOV OUIVOTPOVEOEPUGDY, SNAOT TNG ACTUPTIKNG KoL TNG CAXVIVIKNG
apwotpavopepdong (AST kavn ALT), mov oyetiCovral pe to bosentan givat docoséaptopevec. Ot
peTaforég Tov NraTkdv evEupmv cupfaivovy cuviBng evioc Tov Tpatemv 26 gfdouddwv Oepaneiog
oAAG evoéyeTon va supPfodv Kot To apyd katd T didpkela g Oepomeiog (PA. mapdypago 4.8). Ot
avénoetg autéc TOavMG 0PEIAOVTUL EV LEPEL GTNV AVTAYMVIOTIKT 0VOGTOAN TNG OMEKKPLOTG TOV
YOMK®OV 0AGTOV ad To NTOTOKOTTOPA, OUMG OTIV ELPAVIOT] NTATIKNG SUCGAEITOVPYING GUUUETEYOVY
mBovoTaTa Kol GAALOL UNXOVIGHOL, 01 0TToiot dgV EYOVV TEKUNPLOOEL GaE®G. Agv AmOKAEIETOL 1|
TOavOTNTO GLCCHPEVONG bosentan GTA NTOTOKVTTAPO UE ATOTELECIO TV KLTTAPOALGT KO SUVNTIKG
cofapn nrotikn PAAPT 0OTE 1 TOAVOTNTO GVUUETOYNG KATOLOL 0VOGOAOYIKOD pnyovicpov. O
Kivduvog Nratiknig ducettovpyiog evogyetat emiong va ovénbel dtav EapUaKELTIKE TPOTOVTA TOV
glvat ovaoTtoAelg TG AetTovpyiag NG avTAING AmEKKPIONC YOAKMDY OAATOV, TT.Y. PLOOUTIKIVN,
YMBevichapion kot kukAoomopivn A (BA. Tapaypdeovg 4.3. kai 4.5) xopnynbodv ce cuvdvacud pe to
bosentan, ®otdc0 gival Sabécia TePlopioUEVE dESOUEVAL.

Ta eTiNEdO TOV NTATIKOV GUIVOTPAVEPEPOUOAV TPEMEL VO, LETPOVTAL TPV 0O TNV EVvAPEN TG
Oepameiog Kal, KaTémy, 6 pnvicio owwotipoto Ko’ 6An 1 owdpkero Oepanciog pe Tracleer.
Emnp6c0eta, T0 eMiTEd 0 TOV NTOTIKOV CUIVOTPAVEPEPACAV TPETEL VA PETPAOVTOL 2 gfoopddeg
RETA a6 0TOLIONTOTE AOEN G TG 000G,

TVOoTAGELC Yo TNV repinToon ovénong tov ALT/AST

Enineda ALT/AST  Xvotdogig Ogpameiog ko Topakorovdneng

>3 k<5 x ULN To amotéieopa npénet va emPeParmbei pe pio SevTePN SOKIUAGIO TOTIKNG
Aertovpyiag. Av vrapéel emPePainon, Tpénel va Anebel amodpoon o€
eEatopkevpévn Paom yio T cvvéyion g xopnynong tov Tracleer, mBoavov
o€ HElUEVT SO0, ) Yo TN daKomn TG Yopnynong tov Tracleer (BA.




mapdypoeo 4.2). H mapoakorohnon tov emmédmV TOV AVOTPAVGPEPACHY
npénel va cvveyiletan kébe 2 efoopddeg TovAdyiotov. Edv ta eminedo tov
QULVOTPUVOPEPOUOTOV ETUVEADOVY GTIC TPO TNG Bepameiog THES, TpémeL Vo
e€etaoTel 10 evogyOUEVO GUVENIONG N emavEvapEng ¢ yopnynong Tracleer pe
Béon tic cuvhnKEG TOL TTEPTYPAPOVTOL TOPUKATM.

>5 ko < 8 x ULN To amotéleoua npénel va emPeformbeti pe pio devTEPN SOKIUAGIO NTOTIKNG
Aertovpyiag. Av vrapéer emPePaionon, n Oepaneio Tpénet va draxomel Kot T
EMIMESU TOV AUIVOTPAVEPEPACOV TPETEL VA, TAPOKOAOLOOVVTAL KGOE
2 gfdopadeg Tovhdytotov. Edv ta entineda TV apivoTpovepeEpUoOY
enovéABouv oTig Tpo- Oepameiog TIHES, TPEMEL va EEETAGTEL TO EVOEXOUEVO
emovévapéng g yopnynong Tracleer, pe fdon TiG TEPUTTOCELS TOV
TEPLYPAPOVTOL TOPOKAT.

> 8 x ULN H Oepancio mpémel va drokomel kot dev mpémel va eEetactel | mbavotnta

emovévapéng g yopnynong Tracleer.

Y& MEPITTOON ERPAVIONS TOV GYETIKAOV KAWVIKOV GCOUTTONOTOV NTOTIKNG PAapng, oniadn
vavtio, EUETOC, TVPETOC, KOMOKO GAyog, 1kTepog, acvuvnbiotog ANBapyog 1 KOTMGT, Kol YPITIDING
ouvopopn| (apBpadyia, poodyio, Topetdc), 1 Oepameia mpémer vo droKomel KoL OEV TPEMEL VO
eetaotel 10 evogyopevo emavévaping g yopiynong Tracleer.

Eravévapln Ospomeioc

H emavévapén tng Oepaneiog pe Tracleer mpénet va eEgtaotel LOVOV EPOGOV TG SUVNTIKG OQEAT Ao
1 Oepamneia pe Tracleer vepioyHOLY TGV SVYNTIKOV KIVOVVOV KOl EPOCGOV TO EMITESN TOV NAATIKOV
QULVOTPAVOPEPUCOV PpiokovTol evtdg TV Ttpo ¢ Depameiog TdV. ZuvieTdtal 1) GLUPOVAR
nnatoAdyov. H emavévapén mpénet va yivel cOLQ®VA PE TIG 00NYiEG TOL TEPTYPAPOVTOL GTNV
mopdypao 4.2. Ta exinedo TOV AUIVOTPUVEPEPUSOV TPETEL VU ELEYY 0DV EVvTOS 3 NUEPDOV NETA
™V enavivapi, TN GUVELELD NETA TNV TAPELEVST] AAA®Y 2 EfOOUAOMV KOl KATOTLY COUPOVA pE
TIG TOPUTAVE® CVGTACELS.

ULN = av®dtepeg pUOI0AOYIKES TILES

2VYKEVTPOOT OLULOGQULPIVIC

H Oepancio pe bosentan cuoyeTioTnke [Le 50G0EENPTDEVT] LEIDOT) TNG CLYKEVIPOONG TNG
atpoceapivng (PA. mapdypao 4.8). Xe pehéteg eleyyOueves omd EIKOVIKO PAPUAKO, Ol LELDCELS TG
GLYKEVTPMONG TNG ALLOCQOIPIvN Tov oyeTilovtal [e To bosentan dgv HTAV TPOOOEVTIKES Kl
otabeponomOnkav petd Tic Tpoteg 4-12 efdopddeg Bepameiog. Zuviotdtal 0 EAeyy0g TG
GLYKEVTPMONG AUOGPalpivig TPy TNV évapén ¢ Oepamneiog, kabe unva Katd Tovg TPOTOVG 4 Uveg
Kal, 6T ovuvexela, kKabe tpiumvo. Edv mapovciactel kKAMVIKE GYeTIKY LElOT TG CVYKEVIPOONG TNG
apoceapivng, Tpémel va mpaypatorom el mepattépw agloddynon kot diepebvnon yuo va kabopiotel
M oxtio TG Kot ot avdykeg yio €101kn Oepomeio. Metd TV KuKAOEOpPia TOL EAPUAKOD, avaPEPONKAY
TEPMTOGELG avalpiog, oTic omoieg amattnOnke petdyyion epudpdv aipoceoipiov (PA. mapdypapo 4.8).

T'vuvaikeg pe dvvatdtnrto TEKVOToinong

Koabmg 1o Tracleer umopel vo KATOGTHGEL AVOTOTEAEGLOTIKG, TO, OPLLOVIKG, AVTICLAANTTIKA, Kol
Aappdvovtag VoY ToV KIvouvo OTL 1] TVELHOVIKT VITEPTACT] EMOEWVMOVETAL LLE TNV EYKLLOCHVT KOOMG
KOl TIG TEPUTOYOVOLG EMOPAGELG TTOL Exovv Tapatnpnei oe {da:

o H Ogpancio e Tracleer dev mpémetl va yopnyeital 6€ yovaikeg pe duvatdTnTa, TEKVOmoinong,
eKTOG €4V YpMNOILOTOOVY a&lOTIoTN PEHOSO aVTICOAANYNG KOl TO OMOTELECLLO TOV TEGT KUNONG
wpwv omd T Oepameio eivarl apvnTikd

o Ta oppovikd avticvAANTTIKd dev pmopet va givatl n poévn péBodog avticOAANYNG ot S1dpKeLn
¢ Oepameiag ue Tracleer
. ZuvieTdtal vo YivovTol unviaio TeoT KOmong katd tn ddpketo tng Bepaneiog yio va etvat

duvatn N €yKaipn aviyveLoN TG EYKVUOGVVNG
IMoa nepiocdtepeg TANPOQOPiec avaTpEETe oTIC TAPAYPAPOLS 4.5 Kot 4.6.
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DAeLoomOPPUKTIKN TVELUOVOTADELD

"Exovv avaeephel meplotatikd TvevoVIKOD O10NUATOG LE aYYEIOIOOTUATIKG PapuaKe (Kupimg
TPOCTOKVKAIVEG) OTOV YpnoiponomOnkay o acBeveig Le PAEPOATOPPAKTIKY TVELLOVOTTADELD.
Enopévag, epdcoov mapovciactodv ornueia mvevpovikon owdnpatog og acbeveic pe ITAY mov
Aappdavovv Tracleer, mpénet vo e&gtdleton To evoeyOUEVO GUVITAPENG PAEBONTOPPUKTIKNAG
vevpovoradeiog. Metd v KukAopopia Tov apudikov, VIMPENY GTAVIES AVAPOPEG TVEVOVIKOD
oM Hotog o€ acbevelg pe vwovola PAePoamoPpakTikng Tvevpovonddeiog mov Adpupavay Tracleer.

Aocbeveic LLE TVELLIOVIKT] 0PTNPLOKT VTTEPTOCT) LLE TOVTOY POV OVETAPKELN OPLGTEPNCS KOWAOC

Agv éyel mpaypatomoindet 101k peAétn o€ acbeVelg e TVEDIOVIKT AP TNPLOKT VITEPTOOT) KOl
TAVTOYPOVT SucAelTovpyia aploTepng Kolkiag. Qotdco, 1 611 acbeveic (804 acbeveic mov Erafav
bosentan kot 807 acBeveig mov Elafav eucovikd PApLOKO) Le GOPopN ¥POVIK KAPILOKT| OVETAPKELX
(XKA) vropbnkav og Bepamneia ent Eva péco ypovikod ddotnpa 1,5 £tovg, 6T0 TAMIGL0 pag
eleYYoUEVNC e EIKOVIKO Qapuoko perétng (AC-052-301/302 [ENABLE 1 & 2]). Ztn peiém avt
mapotnpnonKe avénuévn erintmon Tov voonieliov Adym XKA koatd 11 mpateg 4—8 efdopddeg
Oepaneiog pe bosentan, avénomn mwov mOavOV va opeiretar o€ katokpdTnon vypmv. Katd tn pedém
T, 1 KOTOKPATNON VYPDOV EKONADONKE pe TPpOWN AN TOL COUATIKOD BAPOVS, LELOUEVN
GLYKEVTPMGT TNG OUOCPALPTVIG KOl AVENUEVO TOGOGTO OONUATOS TOV KATM AKP®V. XTO TEAOC TNG
LEAETNG, Ogv TTapatnpnOnKe d1apopd 6To GUVOAKS PlBd VOGIAELDV AOY® KOPILOKTG OVETAPKELNG 1|
ot Bvnodtta petaéd tov acbevav mov Ehafav bosentan kot TV acbevadv Tov ELapay EIKOVIKO
oapuaxo. Katd cuvéneia, cuvietdral 1 mopakoiovdnon tov acbevov yio onuddie, KoToKpaTnong
VYPOV (T.Y. ADENCN TOL COUOTIKOD BAPOVG), EBIKOTEPA Y10 TOVG 0GOEVEIG TOL VITOPEPOLY TOVTOYPOVE
amd cofapn cvotolikn duciettovpyia. Edv avtd mapovciactel, cuvictdtol 1 Evapén Oepaneiog pe
dovpnTikd 1 N avénon g 06ong TV oM yopnyoduevav dtovpntik@v. H Oepameio pe dtovpntikd
npénel va e€etaotel o€ acbeveic pe evoeilelc kataxpdtnong vyp®v Tpw amod v Evapén g Oepomneiog
pe Tracleer.

IIvevuovikn aptnplokn vaéptacn oyetilopevn pe Aoinwén HIV

Yrdpyel mepropiopévn epmerpio and KAvikeG peréteg pe  ypnon tov Tracleer oe acBeveig pe ITAY
oyxetilopevn pe roiuwén HIV, vid Bepomeio pe avtipetpoikd Qapuokeutikd Tpoiovo (BA.
Tapdypoo 5.1). Mo perétn aAinienidpaong peta&d Tov bosentan kot Tov lopinavir + ritonavir o
vy dtopa £de1Ee avénuéveg ouykeVTpoELg bosentan 6to TAGCUHA LE TaL pHEYIOTA EMITEdD EVTOG TV 4
TpOTOV NUEpOV Bepameiag (PA. mapdypago 4.5). Kot v évapén g Oepanciog pe Tracleer oe
acBeveic o1 omoiot ypelalovial EVIGYVUEVOLG (LE ritonavir ovacTOAELS TPOTEAONS, 1| Avoyn TOV acbevi
o10 Tracleer Oa Tpémel va TapakorovBeitol otevd, TPOGEYOVTAG 1O10UTEPA, TNV OPYN TNS PACNG
&vapéng, Tov Kivouvo VITOTUGNG Kot TIG EETACELS TNG NTOTIKNG AELTOVPYIOG. AE UTOPEL VO ATOKAEIOTEL
£vag auénuEvog LaKpoypOVIog Kivouvog NatoToEIKOTNTOG KO OLLOTOAQYIK®OV AVETIOOUNTOV
ocuopupapdtov 6tav To bosentan ypnCLOTOLEITAL GE GLVOVOCUO LE OVTIPETPOTKA POPLOKEVTIKA
npoiovta. EEautiag Tov evdeyopevou drapéng aAANAETIOPACEDY CYETILOUEVMV LE TNV ETOYOYIKN
dpdon Tov bosentan oto CYP450 (PA. mapdypago 4.5), mov Oa. pwopodoay vo. exnpedcovy Ty
OTOTEAECUATIKOTNTO TNG OVTIPETPOTKNG Bepameiag, o1 acbevelg avtol mpénet eniong va
TapoKolovBovvtal TpooekTikd 0cov apopd v HIV doipwén tovg.

IIvevuovikn vaéptacn 0EENOUEVT € YPOVIL arto@PaKTIKN tvevpovorddsia (XAII)

H aopdleia kot 1 avoyn tov bosentan peletOnke oe o dtepevvntikn perétn 12 efdouddwv, ywpic
opada eréyyov, oe 11 acbeveic pe Tvevpovikn véptacn, mov opehdtay oe coPfapn XAIl (etadiov III
pe Baon v ta&vounon GOLD). [Hapatnpnonke avénon Tov aepiopov Katd AenTo Kot peimon Tov
KopeSOD 0&VYOVOL KAl 1) TO GLYVY AVETIOOUNTN EVEPYELD NTAV 1] SVOTVOL, TTOV ATOKOTACTAONKE [IE
dlokonn| Tov bosentan.



Zuyyopnynomn Ue GALC QOPUUKEVTIKO TPOTOVTA,

H ovyyopnynon tov Tracleer pe kukAoomopivn A avtevdeikvutar (PA. mapaypdeovg 4.3 ko 4.5).

H ovyyopnynon tov Tracleer pe yAiPevkdapion, pAovicovaloin kot pipapmikivn égv cvuviotatot. [
TEPIOCOTEPEG AEMTOUEPELES, AVATPEETE TNV TOPAYPPO 4.5.

H ovyyopnynon evog avactoréa tov CYP3A4 ko evog avaotoréa tov CYP2C9 e 1o Tracleer mpémet
va aroeegvyetol (BA. Tapdypago 4.5).

4.5 Almiemopdocseig pe GAA0 QUPRUKEVTIKE TPOTOVTO KO GAAES HOPPES aAANAeTiOpaONG

To bosentan givat évag enaymyéag T@v 160eviiumv Tov kKutoypopatog P450 (CYP), CYP2C9 kat
CYP3A4. Aedopéva, and in vitro neréteg DITOOEIKVOOLY OTL TPOKOAEL emtiong enaymyn Tov CYP2CI19.
YUVETMG, Ol GLYKEVIPMGELG GTO TAAGLA TV OVGLOV IOV peTaforiloviat amd ta 16oévivpa avtd o
petbovv pe v ovyyopnynon tov Tracleer. [1pémet va AneBel voyn 1 TOavVOTNTA TPOTOTOMUEVNS
OUTOTEAECUATIKOTNTOS TOV QUPLOKEVTIKAOV TPOiOVT®V TTov petaforilovrar omd ta icoévivua ovtd. H
d000A0Yi0 TV TPOIOVIMV CLTAOV UTOPEL VO YPECTEL TPOCSAPHOYN HETE amd TNV Evapén, T LeTAfoAn
Mg d0coloYyiag N TNOKOTN TNG Suyyopnyovuevns Beparneiog pe Tracleer.

To bosentan petaforiletar omd to CYP2C9 kot CYP3A4. H avacstol avtdv tov 1coeviumv umopsei
va av&Noet T GLYKEVTP®OT ToL bosentan 6to TAdGpa (BA. keTokovaloAn). H emidpaon tov
avactorémv tov CYP2C9 ot cvykévipmon Tov bosentan dev €xel peretnei. O cuvovacpoc ovtdg
TPEMEL VAL YPNCUOTOLEITOL LLE TPOGOYT).

Dlovkovooin ko dAlor avacroleic twv CYP2C9 kou CYP3A4.: H cvuyyopiynon pe ¢rovikovaloin, n
omoia avactéAdel kuping to CYP2CY, aArd o€ kdmoto Pabud ko to CYP3A4, pumopel vo tpokarécst
UEYOAN abENCT TNG GLYKEVTPMOOTG TOL bosentan 610 TAdGU. O cLVOVAGUOC KVTOG OEV GLUVIGTATAL.
I"a tov 1310 Adyo, 1 GuYYOopNYNoT VOGS 1oYVPoL avactorén Tov CYP3A4 (6nmg .y, keToKoValOAN,
rtpaxovaloAn N prrovaPipn) kot evog avoaotoréa tov CYP2C9 (dnwg m.y. Bopikovaldin) pe o
Tracleer dev cvvictdral.

Korloomopiviy A: H cvyyopnynon Tracleer ko xukhoomopivng A (avacstoréog KaAcveLpivig)
avtevdeikvotal (PA. mapdypapo 4.3). Katd tn cuyyopniynon, ot apyikég EMAYIGTEC GUYKEVIPMGELS TOV
bosentan Ntav mepimov 30 Popég LYNAOTEPEG ATO TIG CLYKEVIPMGELS TOV HETPNONKAY HETA Omd
yopnynon novo bosentan. Xt otafepn) KOTAGTUCT, Ol GLYKEVIPOGELG bosentan oto TAdoua NTav 3
£0¢ 4 PopéC VYNAOTEPES OO TIG GLYKEVIPDGELS UETA 0d Yop1ynom wovo bosentan. O punyavicuog g
aAnAemiopacnc avthg ivat To TOAVOTEPO 1) AVOGTOAN TNG E1GOS0V, 010 LECH TMV TPOTEIVAOV
petapopds, Tov bosentan ota nratokvLTTOPA Ao TNV KukAooTopivy. H cuykévipmon tng
KuKloomopivig A (éva vrootpoua tov CYP3A4) oto aipa peiodnke kotd 50% mepimov. Avtod
udAlov opeiretor oty emaymyn tov CYP3A4 omd to bosentan.

Tacrolimus, sirolimus: H cuyyopfynon tacrolimus 7 sirolimus pe Tracleer dev €xet peketnfet otov
avBpwmo, alAd 1 cvyyopnynon tacrolimus 1 sirolimus pe Tracleer umopei va 00N yNGEL 6€ AVENUEVES
GLYKEVTPMGELS TOV bosentan 610 TAAGHO, KT  avaloyia Tng cuyxopnynong e kukioomopivny A. H
ovyyopnynon Tracleer pmopel vo EAATTIOGEL TIG GVYKEVIPAOGCELG TOV tacrolimus Kot Tov sirolimus 6to
mAdoua. I'V” avtd 1o Adyo, | cuyyopriynon Tracleer pe tacrolimus 1 sirolimus dev cuvietdral. Ot
acBeveic mov ypeldlovtal avTovE TOVG GLVOLOGUOVE TPETEL VO TAPAUKOAOVOOHVTIL GTEVE. Y10
avemBounta cvpfapata mov oxetiCovrot pe o Tracleer, KaBmG KO Y10 TIG GUYKEVIPDGELG TV
tacrolimus/sirolimus Gto aipa.

Tifevidauion: H ovyyopnynon bosentan 125 mg d1g nuepnoing eni 5 nuépeg peimoe Tig
GLYKEVTPMOELS TG YAPEVKAaIONG (éva voctpoua tov CYP3A4) oto mhdopa kotd 40%, pe
EVOEYOUEVT] OTLLOVTIKY UEI®ON TNE VIOYALKALKNG dpacnc. Ot cuykevipdoelg Tov bosentan 6to

T doua peiodnkay eniong katd 29%. Enmpocheta, napoatnpndnke peyardtepn cuyxvotnta abéEnong
TOV QUIVOTPAVGPEPACHV G acbeveic Vo TavTdYpovn Bepaneia. Tdéco 1 YAPevkiapion 660 Kat 1o
bosentan ovaGTEALOLY TNV AVTALO ATTEKKPLIONC YOAKDY OAATWOV, YEYOVOG TTOL UTTOPEL Vo EENYNGEL TV



avénon tev apvotpavePepacdv. O cuvoLUcUOS AVTOG OV TPETEL VA YPNOILOTOLEITOL. AEV VTTAPYOLV
Slobéotpla oTotYElN AVOPOPIKA LE TN POPLOKEVTIKT OAANAETIOpAON UE TIG BALEG GOVAPOVLAOVPIES.

Pipoumixivy: H cuyyopriynon o€ 9 vy dtouo tov bosentan 125 mg 600 @opég tnv nuépa yia

7 nuépeg pe prpapmikivn, Evav woyvpd enayoyéa tov CYP2CI kar CYP3 A4, ehdttmoe Tig
GLYKEVTPMGELS TAACHATOG TOV bosentan katd 58%, kol 1 EAATTOOT QLTI UTOPOVGE VO, PTAGEL GYEOOV
70 90% o€ pio pepovouévn tepintoon. Katd cuvéneia, avapévetol onuavTiky ELATTOo TG Opacnc
Tov bosentan 6tov cuyyopnysiton pe pipoumikivr. H cvyyopnynon prpapmrikiving kon Tracleer dev
ocvviotdral. Agv vdpyovv dedopéva yia dAiovg emaywyeig tov CYP3A4, dnmg etvar n
kapPapalenivn, N pawvoPapPitdin, n eoawvotoivny kot To fotavo St. John’s, aAld 1 TavTdypOovn
YOPNYNON TOVG AVOUEVETOL VO, 0OYNGEL G EAITTMOOT TNG CLOTNUATIKNG EékBeong oto bosentan. Aev
Umopel v’ AmOKAEIOTEL KAIVIKA OTLLOVTIKT] EAGTTMON TNG OMOTEAECUATIKOTNTOS.

Lopinavir + ritonavir (ka1 Lowmoi eviayouévor pe ritonavir avootoleic npwtedons): H ocuyyopnynon
bosentan 125 mg 600 popég v Nuépa kot lopinavir+ritonavir 400+100 mg dVo Qopég TNV NuUEPA Yo
9,5 nuépec o€ vyieig eBelovtég, eiye MG AmOTELEGLLA APYIKES ELAYIOTEG CLYKEVTPMGELS bosentan 6To
TAAo U0 Ol OTTOlEG MTaY TEPITMOV KT 48 popéc peyarbtepeg and exeiveg mov uetpnOnkav Enstto amod
yopnynon poévo bosentan. Tnv nuépa 9, o1 cuyKeVTP®GEIS TOL bosentan 610 TAAGHO TAY TEPITOL 5
@opEC VYNAGTEPES o’ O,TL e TO bosentan yopmnyovpuevo pnovo tov. H avacstodn g £16650v pEcm TV
TPOTEVOV HETAPOPAG ota Nratokdtapa kot Tov CYP3A4 amd t prrovafipn, 1 omoia peIdVEL e
avTOV TOV TPOTO TNV AIOUAKPVYET| TOV bosentan, eivat To mOavOTEPO ATL TPOKOAEL AVTAY TV
aAinAenidopaon. Otav yopnyeitan tavtdypova pe lopinavir+ritonavir 1 GAAOVS EVIGYVUEVOLG LE
ritonavir avactoAgic TpmTedong, | avoyr tov acbevi oto Tracleer Oa npémel va mapakolovdeitat.

Metd and cuyyopnynon pe bosentan ywo 9,5 nuépeg, n éxbeomn tov mAdopatog o lopinavir kot
ritonavir peimdnke og KAvikd pn onuavtiko Babuo (katd mepinov 14% kon 17%, avtictoryw).
Evtobtoig, umopei va unv &iye emrevybei mAnpng enaymyn amod to bosentan Kot o€ pwopel vo
OTOKAELIOTEL TEPALTEP® UEIMOT] TOV OVOCTOAE®V TPOTEACTG. ZVUVIOTATOL 1] KATAAANAN
mapoakorovOnon g HIV Bepanceiag. [Tapdpoteg emdpdoeig o mpémel va avapévovtal pe GAlovg
EVIGYVUEVOLG Le prtovafipn avaoTtoleic Tpwtedong (BA. Tapdypago 4.4).

AMor avuipetpoikoi wapdayovres: Ag PTOPOLV VO, YIVOUV EOIKEG GLOTAGEIS OGOV APOPE TOVG AAAOVG
SLB€o1OVG aVTIPETPOiKOVG TapdyovTes, AOYm Tng EAletyng ototyeiov. E&attiag Tng onpavtikig
nratoto&ikdTNTag TOL nevirapine Tov Oo uropovoe va tpoctedel otV NITIKY TOEIKOTNTO, TOV
bosentan, avTdG 0 GLVILAGHOG O€ GUVIGTATOL.

Opuovikd avtiovidnmrixa: H cuyyopriynon tov bosentan 125 mg 300 @opég tnv nuépa yio 7 NUEPES pe
pio povo 366N AVTIGLAANTTIKOD TTOV YOPNYELTAL 0Td GTONATOC Kal TEPIEXEL vopebiotepovn 1 mg +
gBuvovlolotpadiodn 35 meg, odMynoe o eAdttmon g AUC g vopebiotepdvng kot g
ebuvoroiotpadtoins katd 14% kan 31% avtiotorya. Opme, n eldrtoon oty ékBeon aviibe og 56%
ka1 66% ovtiotolo oe pepovouéva dropa. '’ avtd to Adyo, udve TOLE To AVTIGVAANTTIKA TOV £X0VV
Baon tic oppoveg, ave&optntmg Tng 0600 yopnyNong (dNA. and GTOUATOG, EVESIULA, OLUOEPUIKA 1|
guputevodpeva) dev Bewpodviar a&idmioteg uEBodotl avticOAANYNMG (PA. Tapaypdeovg 4.4 Kot 4.6).

Bopgapivy: H cuyyopriynon bosentan 500 mg d1g nuepnoing ent 6 nuépeg odnynoe o€ peiwon Twv
GLYKEVTIPMGEMV GTO TAAGHA T0GO NG S-Pappapivig (éva vroéotpopa Tov CYP2CY), 660 kot g R-
Bappapivng (éva vrootpopa tov CYP3A4) katd 29% kot 38% avtictorya. H kAvikn epmepia amd ™
ovyyopnynon bosentan pe Bapeoapivn o acbeveig pue ITAY dev 001 ynoe o€ KMVIKG GNUAVTIKEG
petaforég Tov Aoyov INR 1 tng d60omg g fopeapivig (apyicés TYHEG EVOVTL TOV TIHMV KATE TO TEAOG
TOV KMVIKGOV peret@v). Emmpdcbeta, n cuyvotnta tpomomoinong g 66ong e Papeopivng katd tnv
SLIPKELN TOV KAVIKOV HEAETOV, Ady® petafolmv 6to INR 1 Aoyw avembduntov copfoudtov, oy
Tapopole, Leta&y tv acevomv vo Oepaneia pie bosentan kot ekeivov Tov EAaPav EIKOVIKO GAPLOKO.
Agv amarteital Socoloyikn phOuon g Papeopivng Kot TUPOUOI®Y AVTITNKTIKOV TOPOYOVIMV UTO
GTOUATOG KOTA TNV Evapén yopnyNnone Tov bosentan, GUVIGTATOL OUMG EVTATIKT TAPAKOAOVONGT TOV
INR, waitepa katd TV mepiodo Evapéng Kot Kotd v mepiodo avénong g 66omg.



Zufoorativy: H ovyyopnynon tov bosentan 125 mg d1¢ nuepnoimg eni 5 nuépeg 0dnynoe o peimon
TOV GLYKEVIPOGEW®Y 6TO TAASUA TG opactativing (éva vrodotpopa Tov CYP3A4), kabng kot Tov
gvepyoL B-vdpo&vo&éoc petaforitn g katd 34% kot 46%, avtictoyo. Ol GLYKEVIPOGELS GTO

T doua Tov bosentan dgv ennpedoTnKav Ao T cvyyopnynon ocwpactativig. Ipénel va e€etaotel t0
EVOEYOLEVO TOPUKOAOVONONG TOV EMTES®V TG YOANGTEPOANG, KOl EMOKOAOLONG TPOSUPUOYNG TNG
docoroyiag.

Kerorovaloln: H ovyyopiynon tov bosentan 62,5 mg 61g nuepncing ent 6 nuépec, pe KeTokovaloAn,
oyvpo6 avactoréa Tov CYP3A4, 0d1ynce oyedov o€ SIMAAGLOGUO TOV GUYKEVIPOGE®DY TOL bosentan
070 TAAGO. Agv Bewpeitan amopaitntn N Tpocapuroyn g docoroyiag tov Tracleer. ITapdio mov dev
SmoTOONKAY 6€ UEAETEC in VIVo, OVOUEVOVTOL TTOPOUOLEC HVLENGELS GTIC GLYKEVTPMGELS TOV bosentan
07O TAAGLO, LLE TOVG GAAOVG 10YVPOVG avaoTorelg Tov CYP3 A4 (6nwg n 1tpakovaldin q
prtovafipn). Qotéco, 6tav cuvovaletar pe avactoréa CYP3A4, o1 acheveig pe peimpévo
petaforopd tov CYP2CI datpéyovv kivouvo ahEnNomg T@v GLYKEVTPMGE®Y TOL bosentan 6To
TAGC O TOV UITOPEL VoL £XOVV PEYOADTEPN £VTaoT], 00N Y®MVTAG £T0L G€ dLVNTIKG eTPAAPN avemBounTa
coupdauara.

Erorpootevoln: To mepropiopéva ototyeio mov exnebnoay and o peiétn (AC-052-356,
[BREATHE-3]) katd v omoia 10 tandiatpikoi acbeveic Elafav cuvdvaoud bosentan kot
EMOTPOGTEVOANG, £0€1EAY OTL, UETA 0T YOPTYNOT TOGO LOVAP®Y OGO KOl TOAAATADY SOCEMVY, O TIUEG
Crax kot AUC tov bosentan tov mopdpoteg 6tovg acbeveic mov Elafav i dev Elafav cuveyn £yyvon
enonpootevolng (BA. mapdypapo 5.1).

Ziloevapiln: H cuyyopnynon tov bosentan 125 mg 300 popég v nuépa (otabepn) KoTAoTACN) LUE
oldevaeiin 80 mg tpeig popég v nuépa (otabepn| katdotaon) eni 6 NUEPEG o€ vylelg eBeAovTEG
odnynoe og erdttmon g AUC g otddevapiing kotd 63% kot og avénomn g AUC tov bosentan
Katd 50%. XuvioTdTol TPOCOY Y| OTIC TEPIMTMGELS GLYYOPNYNONG.

Tadalopiln: To bosentan (125 mg 600 @opég TNV MUEPO) EAATTOVEL Tr GLOTNUATIKN €kBeon g
tadaAapiing (40 mg pio popd v Nuépa) katd 42% Kot ™V Cmax KoTd 27% UETA TN GLYYXOPTYNON
moAmAGV 06cewv. H tadarapiin dev emmpéace v €ékBeon (AUC kot Cmax) TOL bosentan M tov
petafolitadv Tov.

Ayoéivy: H ouyyopfiynom bosentan 500 mg 600 @opég tnv nuépa. eni 7 nuépec pe dryo&ivn peiowoe tnv
AUC, ™ Crax Kot T Chin TG S1y0&ivng katd 12%, 9% kot 23% avtiototrya. O pnyoviouds g
oAAnAemidopacng avthg wropel va eivan 1) eraymyn P-yAvkonpoteivov. H aAlnienidpaon avty
mOavoTaTO 08V £XEL KAVIKT oMuoGia.

Toudrotpikde TAnOvoude

Meléteg aAANAETIOPACE®DY EYOVV TPAYLOTOTOMNOEL LOVO GE EVAAIKEC.

4.6 Tovipétnra, kONoN KM yorovyio

Kvnon

Meléteg oe (o kaTédel&av avamopoy®ykn ToEKOTNTA (TEPUTOYEVETIKOTNTA, EUPPLOTOEIKOTNTO,
PAéme mapdypoo 5.3). Aev vdpyovv afldmiota otoryEio oyeTIKA e TN ypnon Tov Tracleer otig
gyKvovg yovaikeg. O mbovog kivouvog yro tovg avBpamovg e&axorovbel va mapapével dyvootog. To

Tracleer avtevdsikvoton oty kKomon (BA. Tapdypago 4.3).

T'vvaikeg pe dvvatdtnro TEKVOToinong

Ipwv v évapén Bepameiag pe Tracleer e yovaikec pe dvvatotnTo TEKVOTOINGNG, B0 Tpémetl va
eA&yyeTat OTL 1 yuvaika dgv eivor £YKVOG, VoL TPOGPEPOVTAL KATAAANAES GUUBOVAEC OVOPOPIKA LE
a&omioteg peBddovg avTicOAANYNG Kot va Eekva i xpnon aSomiomg pebddov aviicvAinyng. Toco
o1 aoBgveig 660 kat 6601 divovv cuvtayn Tpénet vo Yvmpilovy 0Tt AOYym SLVNTIKOV
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QOPUOKOKIVITIKOV 0AANAETIOpdoemV, To Tracleer evOEyETOL VO KATAGTIGEL OVOTOTEAEGLLOTIKA TO,
OPUOVIKG AVTIGLVAANTTIKG (BA. Tapdypa@o 4.5). Zuvendc, ol YuVaiKes [LE SUVOTOTNTA TEKVOTOINOTG
dgV TPETEL VO, YPTCLLOTOIOVV OPUOVIKA OVTIGVAANTTIKA (CUUTEPIAAUPOVOUEVOV TMV LOPPDOY TOV
YOPNYOUVTUL OO GTOUATOG, TOV EVEGIUMY, TV SIUOEPUIKADV 1 TOV EUPVTEDCIUDV LOPPDV) OC
povodikr] pEBodo avTicOAANYNG, OAAG TPETEL VAL YPTCULOTOI0VY KATO10 TPOGHETN 1 EVOALAUKTIKN
a&omotn pébodo avticOAANYMC. Xe mepinTmon TuxdV apPBoAiag Mg TPOS TIG GLUPBOVAES TIC GYETIKEG
UE TNV AVTIGVAAN YT oV Do TPETEL VAL TPOCPEPOVTOL GE LK GVYKEKPLUEVT acBevn], cuvicTdTol
eMioKeyn o€ YUVOIKOAOYO0. Ady® TNG SLVATOTNTOG ATOTVYI0G TG OPUOVIKNG OVTIGOAANYNG KOTA TN
Oepaneio pe Tracleer kot Aapfdvovtag emiong vIOYN TOV KIVOLVO OTL 1) TVELUOVIKT] VITEPTOOT)
EMOEWVOVETOL cOPapd KOTA TNV YKLHOCVUVT, Katd T Oepameia pe Tracleer, cuviotdton 1) ekTédeon
dokpaciog Kunoemg kGbe UNvo MOTE Vo EMLTPETETOL 1) £YKOUPT| aviyvevor Konong.

Oniooudg

Agdopéva amd o avopopd TEPIOGTATIKOD TEPTYPAPOLV TNV TapoLGia bosentan 6to avOpdmivo ydla
0€ YOUNAT GLYKEVIPWOT). YTAPYOovV avenapKeic TANPOPOPIEg OYETIKA e TNV EMIOPaCT TOL bosentan
ot Onralovta Ppéen. O kivovvog ota OnAdlovto Bpéen dev umopei va amokAelotel. Aev GuVIGTATOL O
Onhoopog kotd ™ didpkela g Oepaneiag pe Tracleer.

Tovipémro

Meléteg oe {da £de1&ay emdpdoelg otovg Opyels (BA. mapdypapo 5.3). Ze pio KAVIKY HEAETN TTOV
gpebivnoe TIG EMOPACELC TOL bosentan 6N Aettovpyia TV Opyewv o€ avipeg acbeveig pue ITAY, €6t
a6 Tovg 24 cvppetéyovies (25%) elyov HEIUEV GLYKEVTPWOOT] OTEPLOTOG KATA TOVAGYIoTOV 50%
amo TNV apyIKn T otovg 6 pnveg Bepamneiog pe bosentan. Me fdomn avtd To gupipoTa Kot
TPOKAVIKA OeO0UEVA, OEV UTOPEl VoL AmOKAEIGTEL TO £vdEXOEVO OTL TO bosentan &yet emPAafn
EMIOPACT OTN OTEPUATOYEVEGT] GTOVE AVIPEC. XTaL OyOPLa, OEV UTOPEL VO ATTOKAEIGTEL 1) LOKPOYPOVIQ
eninTmon ot yoviudtnto et and Oepameio, pe bosentan.

4.7 Emdpacels oty IKavOTNTO 001Y1|61S KAl YEIPLOROV UMY OVI|LETOV

Agv mpaypotomomdnioy gdkég pehéteg yuo va a&loAoyn0el n dpeon emidpacn tov Tracleer oty
KAVOTNTO 001 YNONG KoL YEPICHOV pnyavnuatov. Qotdco, to Tracleer pmopel va mpokaiécet
VROTOGT, 1e cuuTTOUOTO (AANG, Boumg 0pOoNG 1| GVYKOTNG, 1) OTTOl0 UTOPEL VO, EXNPEAGEL TNV
KOVOTNTA 00NYNONG 1] XEPLGLOD UNYOVIUAT®V.

4.8 AvemOOunTEG EVEPYELES

2€ 20 eleyyOUEVES e EIKOVIKO QAPUOKO LEAETES, TTOV TPOYUATOTOMONKAY GE S1APopec OEPAUTEVTIKES
gvoeielc, ouvolika 2 486 acbeveic vropfAndnkav ce Oepamneia pe bosentan oe nuepPNGIEG SOGEIC TOV
kopaivovtay and 100 mg émg 2 000 mg evad 1 838 acBeveig Adpfovay eikovikd edppoko. H péon
dudpkela Bepaneiog Nrav 45 gfdopddec. Opiotniay ot avemBOUNTES EVEPYELES MG GLUPAVTO TOV
gppaviomkoy oto 1% Tovdiyiotov Tov achevav mov Adufovay bosentan kot o cuyvoTnTA
TovAdyiotov 0,5% peyoddtepn amd ATV TOL EIKOVIKOD Papudkov. Ot o cuyveég avembounteg
evépyeteg etvar movoképarog (11,5%), oidnpa / katakpdnon vypov (13,2%), un pucloloyucég
dokpacieg nmatikng Aettovpyiog (10,9%) kot avoipio / peiowon apocearpivig (9,9%).

H Oepaneio pe bosentan cuoyetioTnke e 60G0EEAPTAOUEVES CVENCELG TOV AULVOTPUVOPEPUTHY TOL
NTOATOG KOl LEMOELG OTT GLYKEVIPWOT drpoopalpivig (PA. mapdypopo 4.4).

Ot avemBounteg evépyeteg mov mapatnpnOnkay og 20 eAeyyOUEVES LLE EIKOVIKO PAPLOKO HEAETEG LE
70 bosentan Kot Kotd TV eUmepio LETE TNV KuKAOQOpia 6TV oyopd TaIvoHOUVTOL OVAAOYA LLE T
GLYVOTNTA TOVG YPTCLOTOIDVTOG TV aKOAOLOT Tapadoyn: TOAD cuyvég (= 1/10), cuyvég (= 1/100
¢w¢ < 1/10), 6y ovyvég (= 1/1 000 g < 1/100), omdvieg (= 1/10 000 émg < 1/1 000), TOAD crdvieg (<
1/10 000), pun yvootég (dev pumopobv va, ektiunBovv pe Baon to dabéciio dedopéva).
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Evtoc ka0 katnyopiog cuyvotntog ELeAvIong, ot avemBountes evépyete Tapatifeviol Kotd
eBivovca celpd coPapotntag. Aev TapatnpNONKaV KAVIKA GYETIKEG SLOPOPEG G OVETIOVUNTEG
gvépyeleg PeTa&D TOL GLVOLOL JECOUEVAOV KOL TV EYKEKPIUEVDV EVOEIEEDV.

Katnyopia / opyaviké cOetnua | Toyvotnro Avem@ountn Evépysra
Awtapoy€c Tov aipatog Kot Tov 2oyveEg Avapda, peioon opoceorpivng
AELPLKOD GLGTILOTOC (BA. mapdypago 4.4)
Mn yvooTtég Avoyio 1 LELOOELG
OLLOCPOPIVIG TOV ATALTOVV
petayylon epubpaov
aupoc@upiny’
Oyt cuyvéc OpopPonevial
Oy ovuyvég Ovdetepomnevio, Aevkonevia!
Awtapoy€c 0voGOomoLNTIKOD ZoyveEg Avtidpacelg vrepevaicnoiog
GLGTNLOTOG (6mmg deppoTition, Kvnoprog Kot
eEGvOmua)?
Yrhvieg Avaeura&io ko
ayygooidnua
AwTopayéc Tov veupiKkon IToA cuyvég Kepolakyio®
GUGTHLOTOS Suyvéc Yvykomh 4
Awtopayég Tov 0phoApon Mn yvootég Qapumy 6pacn’
Kopdiokéc dtotapoyic Suyvéc AloOnuo rodpmv'*
Ayyeloxég dratapoyésg Xuyvég ‘E€aym
Zuyvég Ynotaon!*
AvanvevoTtikég, Ompokikég ZoyveEg Pkt copgdpnon’
STaPayEC Kot SLOTaPAYEC TOL
uecobmpaxiov
Tlaotpeviepkég datapoyésg 2oyveEg lactpooicopayikn
ToAVOpOUN oM
Aldppoia
Hratoyolkég dratapayéc IToAv cuyvég Mn @LGLOAOYIKEG SOKIUAGIES
nratikng Aettovpyiog (BA.
mapdypapo 4.4)
Oy ovyvég AVENGELG ApIVOTPAVGPEPAOTS
oyxeTilopeves e nratitida
(ovumepriapfovopévng
EVOEYOUEVNC EMOEIVOONC
VTOKEIUEVN G NIATITIONG) KoM
iktepo! (BA. mapdypopo 4.4)
Zrdvieg Kippwon fratog, nratikn
avendprelo
AlTopay£c TOL SEPLOTOC KOL TOV | ZVYVEC Ep0Onua
VTOdOPLOV 16TV
Ievikég Sratapoayég ot IToAv ovyvég Oidnuo, katokpdtnon vypoV’

KATOOTACELS ot Béom Yop1ynong
1

Ta dedopéva mpoépyovtar and TV eumelpio LETA TV KVKAOPOpia GTNV ayopd, ot cuyvotnteg Pfacilovon o
GTOTIOTIKO LOVTELO OESOUEVMV OO EAEYYOUEVEG LUE EIKOVIKO QAPLOKO LEAETEG.

acBevav mov AGBovVaY EKOVIKO GAPLOKO

EIKOVIKO PAPLOKO.

acevav mov AGUBOvVEY EKOVIKO GAPLOKO

Avtidpdoeic viepevaichnoiog avapépbnkav oto 9,9% tev acbevdv mov Adppavayv bosentan kot 6to 9,1% TV
Keparodlyio avaeépbnke oto 11,5% tov acbevdv mov Adpfavav bosentan kot 610 9,8% twv acevdv mov Aaufovay

Avtoi o1 TOUTTOL AVTIOPAGEDY PTOPOVV ETIOTG VO GUGYETIGTOVV UE TNV VPIGTAUEVT VOGO.
Oidnpa 1 kataxpatnon vypmv avaeépbnke oto 13,2% tov acbevdv mov Adufavav bosentan kat 610 10,9% tov

Kot v mepiodo HeTd TNV KUKAOQOPIO GTNV ayopa avagEPONKaY CTAVIEG TEPITTOGELS AVEENYNTNG
NTATIKNG Kippwong petd ond tapatetapévn Oepaneia pe Tracleer oe acOeveig pe moAhamiég
GLVVOOT|POTNTEG Kt Bepameieg e PapUOKEVTIKE TPOTOVTA. YTPEAY EMIONG OTAVIES OVAPOPESG
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NTOTIKNG OVETAPKELNS. AVTEG Ol TEPIMTMOCELS EVIGYVOVV TN G HLAGI0 TG QLGTN PTG THPNOTNG TOV
UNviaiov xpovodioypapIOTOS Y10 TApaKOAOON G TG NTOTIKNAG AEITOVPYING OTN SLAPKELN TNG
Oepaneiog pe Tracleer (BA. Tapdypago 4.4).

Toudrotpikde TAnOvoude

Mpn eleyyoueveg Khivikég ueréteg o maidlatpikoids a.obeveic

To mpopik acPirelng OTNY TPAOTN PN EAEYXOUEVT LEAETT] Y10 TOUSIATPIKOVS 0loBEVELG TOV
TPOUYUATOTONONKE e TO EMKAAVUUEVO U AemTo LUEVIO dlokio (BREATHE-3: n = 19, didueon niwia
10 etddv [gvpog 3-15 etdv], avorymc emonuavong bosentan 2 mg/kg 600 popéc nuepnoing, didpkela
Oepamneiog 12 efdopdodeg) NTov TapOUOLO LE oVTd TOL TAPATNPNONKE OTIG TAOTIKEG LEAETEG OE
evikeg aoBeveic pe ITAY. Ztnv BREATHE-3, o1 cuyvotepeg avemiBounteg evépyeteg nTav €oym
(21%), keparadyio Kot U QLGLOAOYIKEG SOKIUAGIEC NTATIKNG Agttovpyiag (Ekaot 16%).

ZUYKEVIPOTIKT AVAALGT U EAEYYOUEV®V TUSIOTPIKAOV LEAETOV TOV TparypatonomOnkay otny ITAY
ue bosentan 32 mg dacnelpopevo diokio (FUTURE 1/2, FUTURE 3/Enéktacn) cvounepiédafe
ouvolkd 100 modid wov AdpPavay bosentan 2 mg/kg 0o popég nuepnoing (n = 33), 2 mg/kg tpeig
oopéc nuepnoing (n =31) 1 4 mg/kg dvo popég nuepnoing (n = 36). Katd v yypapn otn HeAET,
£€1 aoBeveig ray petald 3 unvav kot 1 £tovg, 15 moudid fray petaéd 1 kot Arydtepo amod 2 eTdv Kot
79 frov petaéo 2 kot 12 etmv. H didpeon odpketo Oepameiog nrav 71,8 efdoundadec (evpog 0,4-258
ePOOUAOES).

To TpoPik aoPALELNG GE QLTI TN CLYKEVTIPMTIKN AVAALGT U1 EAEYYOUEVOV TOLOIUTPIKOV UEAETOV
NTav 6poto Le ekeivo mov TapatnpninKe otic TAOTIKEG doKIIEG o eviikes aoBeveig pe TTAY, pe
e€aipeon Tig AOWMEELS, TTOL avapépovtay cuyvoTepPa o’ O,TL 6ToVg eviiAkeg (69,0% évavtt 41,3%).
Avt 1 510Q0pA GTN GLYVOTNTO TOV AOUDEEDY UTOPEL VOL OPEIAETAL EV UEPEL OTN UEYOAVTEPT
duapkela g péong ékbeomng otn Oepameio otov Toudiortpikd TANOvoud (Stdpeon didpketa 71,8
gPooUGOEg) GLUYKPLTIKA HE ToV TANOLGUO TV eviAikwv (uéon didpketa 17,4 eBoopddeg). Ot mo
GLYVEC OVETIOVUNTEG EVEPYELEC TAV O1 AOTUMEELS TG AVATEPNC OVOTTVELGTIKNG 000V (25%), N
vevpovikn (aptnprokn) vaéptaon (20%), n pvopapuyyitida (17%), n mopeéia (15%), o éuetog
(13%), n Bpoyyitda (10%), To Kotlakd aAyoc (10%) ka1 dwdppora (10%). Aev vnpye oXETIKN
Spopa OTIG GLYVOTNTEG TOV AVETIHOUNTOV EVEPYELDOV UETAED 0GOEVAY NAIKING AV Kot KAT®O ToV 2
£TMOV, ®GTOC0 TO VpNue awto Pacileton udvo o 21 modid nAKiog K&t Tov 2 €10V,
ocounepriappavopévev 6 acbevov nhikiog and 3 unvov €og 1 €tovg. AvemBounTteg evépyeleg Tov
oyetifovtal e avopaAieg TOL HTOTOG Kot avarpio/peimon aipocsearpivng exkdnimbnkay oto 9% kot
5% 1oV acbevav, avtictoya.

& 10 TUYOOTOMUEVT] ELEYYOUEVT LE EIKOVIKO QAPHOKO LEAETT], TOL TpayUaTomoOnke o€ acbeveig
ue EITYN (FUTURE-4), cuvoikd 13 veoyvd éhapav diacmelpduevo diokio bosentan og 66om 2 mg/kg
V0 popéc nuepnoing (8 acbeveic Aaupavay swovikd eapuako). H péon didpkeia Oepaneiog pe
bosentan kot gikoviko eappoko frav avtiotowya 4,5 nuépeg (vpog 0,5-10,0 nuépeg) kot 4,0 nuépeg
(e0pog 2,5-6,5 nuépec). O mo cuyvég avemBounteg evépyeleg otovg acbeveic mov Adupavayv bosentan
K0l EIKOVIKO QAPLOKO, avTicToya, ftay avotuio 1 peimon e aposearpivng (7 kot 2 acbeveic),
yevikevpévo oidnua (3 kor 0 acBeveig) ko Epetog (2 kot 0 acBeveic).

Epyaoctnplakéc drotapoyEc

Mpn pooroloyixés doxyaocies nraTikng AItovpyiog

270 TAOIG10 TOV KAVIKOD TPOYPAUUATOS, YEVIKG ELPAVIGTNKAY 00G0eEUPTOUEVES OVENGELS OTIC
QULVOTPUVOPEPATEG NTATOG LEGH OTIC TPMTEG 26 efdopddeg Bepameiog, avantoydnikay cuvnBng
OTOOLOKA Kot 1) TOV KUPImG ACVUTTOUATIKEG. MeTd TV Kuklopopia Tov PapUAKOL, VINPEAY CTAVIES
ovVaPOPES KIPPMONG TOV HITOTOC KOL NTTOTIKNG OVETAPKELNS.

O unyoviopog avTiG TNG OVEmBOUNTNG EVEPYELNG Eival AyvmoTog. AvTi 1 avénon Tov
QULVOTPUVOPEPOCOV UTOPEL Vo avacTpapel avbBopunta evdécwm cuveyileton ) Oepameio pe 600e1g
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ocuvtipnong tov Tracleer 1| petd omd peimon g S0c0A0YinG, EVOEYETAL OUWOC VO XPELOCTEL TPOSMOPIV
Sl0KOTY| 1] OPIOTIKAOG TEPUATIOUOC TNG Oepameiag (BA. Tapdypapo 4.4).

21c 20 ohokAnpouéveg eAeYYOUEVEG UE EIKOVIKO (QOPUOKO UEAETEG, mopatnpnOnke avénon tov
NratiK®V opvotpaveeepac®my > 3 x ULN oto 11,2% tov acbevav mov éaafav bosentan o€ chykpion
ue 2,4% tov acbevav mov Ehafav eikovikod dapuako. Iapatnpndnkay avénoeig éog > 8 x ULN oto
3,6% tov acbevav mov AauPavav bosentan kot oto 0,4% tev acbevov mov Adufoavay gucovikd
oappako. Ot aLENCELS TOV OUVOTPOVOPEPUCOY oyeTioTNKaY He aénuévn xorepvbpivn (=2 x ULN)
Y®pPig amodEKTIKA oTOt el ATOPPALNS TV YoANPOpwY 610 0,2% (5 acbeveig) pe 1o bosentan Kot 6To
0,3% (6 acBeveic) pe 10 EKOVIKO PAPLLOKO.

21 ovykevipotikn avaivon 100 todiov pe [TAY amo Tig un eAeyOUEVES TOOIATPIKEG LEAETEG
FUTURE 1/2 xoun FUTURE 3/Enéktacn, mapatnpndnke adénon Tov apivoTpavepepac®Y NIatog > 3
x ULN 610 2% 100V ac0eviv.

> uerétn FUTURE-4 mov cvumepiéhafe 13 veoyvd pe EITYN mov AdpPovay bosentan 2 mg/kg 600
Qopéc muepnoing oo Atydtepo amod 10 muépeg (evpog 0,5-10,0 muépeg), dev eppavicTray
TEPIOTOTIKG, UE auvoTpavoeepdceg NMmatog > 3 x ULN omn didpkewn tng Oepameiog, ®otdG0
EUPAVIOTNKE EVO TEPLOTATIKO NIATITIONG 3 MUEPES HETA TO TEAOG TG Bepameiog e bosentan.

Awoopaipivy

2116 ELEYYOUEVES LE EIKOVIKO QAPLOKO LEAETEG GE EVIIAMKEG, LEIMOT TNG CLYKEVTPMONG TG
atpoceapivng €mg katm omd 10 g/dl and Tig apyikés Twég avaeépdnke oto 8,0% tov acbevov Tov
Adppavay bosentan kot 6to 3,9% tov acBevav Tov Adpfavay iovikd edppako (BA. mapdypapo
4.4).

2 ovykevTpoTikn avaivon 100 toadidv pe TTAY amd tig pun eleyyouevec modtoTpikés LEAETES
FUTURE 1/2 xax FUTURE 3/Enéxtoom, peimon tng cuYKEVTPOOTG AocQopivig amd Tig apyikég
TIHEG Em¢ kot KAt omd 10 g/dl avapépbnke oto 10,0% tov acBevav. Agv vnpée kapio peiowon oe
T Kato amo 8 g/dl.

2t perétn FUTURE-4, 6 and 13 veoyva pe EITYN mov Adppavay bosentan gpgpdvicoy peiwon g
opoc@opivng amd T Evioc Tov e0PoVs ovaPOPESs Katd TV Evapén og TN KOTO amd TO KATATEPO
OP1O TOL PLGLOAOYIKOV GTN dtdpKeLn TG Oepameiog.

Avapopd mBavoAoyoLUEVEOV OVETBVUNTOV EVEPYELDV

H avagopd mboavoroyoduevoy avemfOiuntmy evepyelmy PETH amd T YopnyNnon aoslog kKukAopopiog
TOV QUPUOKELTIKOD TPOIOVTOG elvar onuavtikn. Emtpénet tn cuveyn mapakolovdnon g oyéong
0PEALOVC-KIVOVVOL TOV PUPHOKEVTIKOD TPOTOVTOG. ZnTeital and Tovg enayyeAIOTIEG VYElNG VO
avaPEPOLY OTTOLEGONTOTE TIOUVOLOYOVEVES QVETIOOUNTEG EVEPYELEG LEG® TOV €B0VIKOD GUOTNUATOG
ovapopds Tov avaypdeetor otollapdptnpa V.

4.9 Ynagpodocoroyia

To bosentan yopnynonke o€ pepovopéveg d6ce1c mg kot ta 2 400 mg og vy dTopa Kot 6€ 00GELG G
rat ta 2 000 mg/muépa eni 2 unveg oe aobeveic pe GAAN vOco, TANV TG TVELUOVIKNG vITépTaons. H
o GLYVN avemBOUNT avTidpaon NTOV KEQOAOLYIO EAAPPAS £OC PHETPLOG EVIAOTC.

YrepPoiikd peydieg 00GELG EVOEYETOL VO OOTYIGOLY GE £VTOVT VITOTACT], VIO TIV OVIILETMRTIOT TNG
omoiag amatteital evepyn kapdiayyelokn vrootpién. Metd v KvkAoeopia Tov eapudikov, vapée
pio mepintwon vrepdocoroyiag, otnv omoia &vag appevag pnpog acbeving éaafe 10 000 mg Tracleer.
Eiye ovpntopata vavtiog, epétov, vrdtaonc, Laing, epidpwong Kot Boumng opaong. Avévnye
EVTEADG €VTOC 24 0paV, e VTOGTNPIEN TNE TTieonc Tov aipaTog. Inueimon: To bosentan dev
OTOUAKPOVETOL LECH TNG dpokdBaponc.
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5. DOAPMAKOAOT'TKEX IAIOTHTEX
5.1 @oppokodvvopiKkES 1O10TNTES
Doppokobepamentikn katnyopio: GAAL ovTwmepTAcKd, kodikdg ATC: CO2KX01

Mnyovicpnoc dpdong

To bosentan givat £vag SITAGG avTay®VIGTIHS VTOdoYEWV EvoodnAivng (dual endothelin receptor
antagonist — ERA) ue ynuikn cuyyévela yuo apu@dtepong Toug vtodoyeic g evoodniivig A kot B
(ETa xou ETg). To bosentan peidvel 1060 TIG TVELHOVIKEG OGO KOl TIC GUGTIIOTIKES Oy YELOKES
OVTIOTACELS, 0ONYDOVTAG GE ALENUEVT] KOPOIOKT TOpOYT], X®OPIG avEnomn g KapdloKng cuyvoTnTag.

H vevpoopudvn evéobniivn-1 (ET-1) amoterel pio amd TG 1IGYVPOTEPEC YVOCTEC 0y YEIOCVGTACTIKEG
0VGiEg KO UITopEl emioNg VO TPOAYEL TNV VMG, TOV TOAALITAAGIOCUO TOV KUTTAP®OV, TNV KOPILKN
VIEPTPOPID KL TNV AVASIAHOPPOOT], EVD EXEL TPO-PAEYLOVDIN dpdon. Ot emdpaocelg avTég
EMAyoVTaL LECM TNG oVVOESTC TNE EVE0OOMAIVIG te Tovg vtodoyeic ETa kol ETg mov Bpickovtal oto
€vo00MA10 Kot 6T0 KOTTOPA TOV AElOV HLGV TV ayyeiov. Ot cvykevipooelg e ET-1 otoug 16100¢
K0l 6TO TAAGHO QLEAVOVTOL GE TTOALEG KOPIAYYEINKES SLOTAPAYES KOl VOGOLG TOV GUVOETIKOV 1GTOV,
ocvumeptropPavouévne g ITAY, Tov okAnpodépuatog, tng o&elag Kat Tng XpOVIaG KapILOKNG
QVETAPKELOC, TNG LOYOLUIOG TOV HVOoKAPSiov, TG CLGTIUATIKNG VIEPTUCTC KoL TNG
apTNPLOGKATPLVEOTG, TPy TTOL VTodNAdveL 6Tt 1| ET-1 mailel maboydvo poAo oe avTég TIC
acBéveleg. Te mepumtmoelg [TAY kot kapdlakng aVETAPKELNG, ATOVGIN OVTUYMOVIGUOD TV VTOS0YEMV
g evéoBniivng, ot avénuévec cuykevipmaoelg g ET-1 cvoyetilovtat ioyvpag pe tn fapvtnto Kot
™V TPOYVAOGT AVTOV TOV VOCOV.

To bosentan avtaywviletar ™ obvdeon g ET-1 kot dAhov nentidiov ET og apedtepovg vrodoyeic
ETa a1 ETg, pe ehappac peyardtepn cuyyévela yia toug vrodoyeig ETa (Ki = 4,1-43 nanomolar)
mapd yio Toug vrodoyeic ETs (Ki = 38—730 nanomolar). To bosentan avtaywviletot £101Kd ToLg
vrodoyeic ET kot dev deouevetal o GALOVE VTTOJOYEIC.

ATOTEAEOUOATIKOTNTO,

ZwiKa LovTéLo,

e (oK PLOVTELD TVEVLOVIKTG DITEPTOOTG, 1 POVIL 0O GTOUATOG XOpNyNon bosentan peiwoe Tig
TIVEVLLOVIKEG AYYELOKEG AVTIOTAGELS KO OVESTPEYE TNV TVELLLOVIKT] OLYYELOKT] VITEPTPOPIO KOt TV
VIEPTPOQin TNG 014G KoMiaG. Ze éva (kd LOVTELO TTVELIOVIKNG tvwong, To bosentan peiwce v
evamo0eon KOAAOYOVOL GTOVG TVEDLLOVEG,.

AmoteAeouatinotnta o€ evilikes 00OVEIS e TVEDUOVIKT OPTHPIOKT VIENTACH

AVO TUYOLOTONEVEG, OITAG TVQAEG TOAVKEVTPIKEG EAEYYOUEVES LLE ELKOVIKO PAPUAKO HEAETEG EXOVV
de€ayBei og 32 (nehétn AC-052-351) ko 213 (uerétn AC-052-352 [BREATHE-1]) evijhikeg
aocBeveig pe [TAY Aertovpying katnyopiog -1V katd WHO (npwtonadng mvevpoviki vréptoomn 1
TVELUOVIKT] DVEPTACT OPEIMOHEVT] KLPIWOG 6TO oKkANPOdepua). Metd amd 4 efdopnddeg yopnynong
bosentan 62,5 mg d1¢ nuePNGI®MC, 01 SOGELS GVVTNPNCNG TOL LEAETHONKAV OTIC LEAETEG ALTEC TV
125 mg d1¢ nuepnoing o perétn AC-052-351 kot 125 mg o1¢ nuepnoimg kot 250 mg d1¢ nuepnoimg
ot perémn AC-052-352.

To bosentan Tpoctébnke oty Tpéyovca Depancio TV 0cbevav, N omoia UTOPOVGE VA TEPILOUPAVEL
GLVOLOCUO AVTITNKTIK®V, 0YYELOOUGTAATIKOV (T.). ATOKAEIGTEG SVAWMY AGRECTION), SLOVPNTIKMV,
o&uyovou kot dryo&ivng, aArd Oyt emompootevoing. H opdda tov acBevov eléyyov élafe eucovikd
QApUOKO ETTAEOV TNG TPEYOVGAS Depameiag.

To kOp1o TeEMkd onpeio kdbe peléng NTov 1 peETafoin e omdoTaong PAdiong eviog 6 AETTOV, HETA
amo 12 gfoopadeg oty Tpd™ HeAETN Ko 16 gfdoudoeg otn devtepn puerétn. Kat otig 000 pelétec, n
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Oepamneio pe bosentan 001 yNce o€ ONUAVTIKY 0VENGON oTNV WKOVOTNTA Y10 doknor). Ot dtopBopéveg g
TPOG TO EIKOVIKO PAPUOKO 0LENGELG GTNY adoTact BAdIoNG, G€ GVYKPLION UE TIG APYIKES TILES TV
76 pétpo (p = 0,02, t -test) kot 44 pétpa (p = 0,0002, U test twv Mann-Whitney) oto kOp1o telkd
onueio ke peréme, avtiotorya. Ot dlaPopég Hetald TV dVo opddwv, 125 mg dic Nuepncimg Kot
250 mg d1g nuePNoime, dEV NTAV GTATIGTIKA OTILOVTIKEG, OmIeTOONKE OU®G Ho Tdom BerTimong tng
avoyNG oTNV KOTmor oty opdada mov Elafe 250 mg dig nuepnoing.

H Beitioon oty andotacn Padiong NTav Tpo@avig LETA amo 4 gfdopnddec Bepaneiag, NTOV GOPAOS
eupavng petd omd 8 efdouddeg Oepaneiog kot dtatnpndnke yio dStdotnua puéypt kot 28 gfdonddwv
SumAd TvPANG Oepameiog o€ Eva LTOGVUVOLO TOL TANOVGLOD TV 0cOEVOV.

e o avoadpoptkn avdAvon dedopévav avtamokpiong ot Oepancia Paciopévn ot petaffoin g
amooToong Padione, e Asttovpyikng katnyopioag WHO kai tng dvenvolog tov 95 acbevdv ot omoiot
gvtdyOnkoav Toyaio otnv oudda bosentan 125 mg 61 NuepNcimg, 6TIG LEAETEC UE EAEYYO ELKOVIKOD
oapudxov, Bpebnke 6T KOTA TNV 8N €fdoudda, 66 acbeveic eppdvicav Pektioon, 22 Tapéusvay
otabepol kKot 7 eppdvicav emdeivaon. Ao toug 22 acbevelg mov Tapépevay otabepoi Katd v 81
gfdoudoa, o1 6 epeavicay Beltinon katd tnv 12/16 efdoudda kot 4 eppdvicoy endeivoon o€
GUYKPLON LE TIG apYIKEG TIHEG. ATO Tovg 7 0cOgveig mov eupavicay emdeivoon Katd TV 81
epodoudoa, 3 epepdvicay fertimon katd ) 12/16 efdoudda kot 4 epedvicay emdeivmon oe GUYKPLIoN

LE TIC OPYIKES TIUEG.

Ot emepPotikég apodVVOUIKES TapApeTpol a&toroynOnkay poévo otny tpatn peiétn. H Oepaneia pe
bosentan 001yNGE G€ GNUAVTIKY ADENGT TOL KAPSIaKOD dEIKTN, 1) 0Tol0, oYETILOTAV |LE CNUOVTIKT
pelwon oty Tieon TG TVELHOVIKNG apTNPIoG, OTIG TVEVUOVIKEG OYYELOKES OVTIOTAGELS KOl OTN HEOT
mieon Tov de100 KOATOV.

Kotd ™ Oeponeio pe bosentan mopatnpndnke peimon tov copntoudtov e ITAY. H pétpnon g
dvomvolag kot TIc dokipacieg Padiong £oeiée Peltimon otovg acbeveic mov Elafav bosentan. T
perétn AC-052-352, 10 92% tov 213 acbevov ta&vopnnkay apyucd otn Asttovpyikr| katnyopio I1
ka1 to 8% oty katnyopia IV xatd WHO. H Ogpancia pe bosentan oonynce o ferticoon trng
Aertovpykng katdtaéng kotd WHO o710 42,4% tev acbevav (sikovikd eappoko 30,4%). H cuvolikn
odhayn g Aertovpykng Katdtaéng katd WHO ot S1dpkeia kot Tov dVo HEAETOV NTAV CNUAVTIKA
KaAOTEPN HeTaED TV acevav mov éhafav bosentan oe cOyKpion e Tovg acbeveic mov Ehafav
g1Koviko @dpuaxo. H Oepameio pe bosentan cueyeticTKe Pe GNUOVTIKY LEIDOT) TOV TOGOGTOD
KAMVIKT G emdeivmong o€ cOykplomn pe T Oepomeio pe eiovikd eapuoko, petd and 28 efdopdadeg
(10,7% évavt 37,1% avtiotoyya, p = 0,0015).

& 10, TUYOLOTOMUEVT], STAG TVPAT, TOAVKEVTPIKT|, EAEYXOUEVT UE EIKOVIKO Phpuoko perétn (AC-
052-364; EARLY), 185 acfeveig e ITAY Aettovpywng kotnyopiog I katd WHO (435 pétpa péon
amootoom Padiong 6 Aemtdv Katd v Evapén tng Oepameiag) Ehapayv bosentan 62,5 mg dVo Qopig TNV
nuépa yio técoepelg efdopnadsc, kKat otn cvvéyxeto 125 mg dvo popég v nuépa (n=93) 1 £1KOVIKO
oappaxo (1=92) yia €& pnveg. Ot acBeveig mov elonyOnoav oty perétn eite dev eiyav AdPet
Oepaneia yio [TAY (n=156) | AdpPovav otabepn d6omn cildevapiing (n=29). Ta dvo kvupa
KOTOANKTIKG onpeio oy 1 exl To1g ekatd PHETOPOAN otV Tvevpovikn ayyelakn avtictaorn (PVR) og
oyxéon pe v Evapén g Bepaneiog Kot 1 petaforn g amdotaong PAdiong 6-AenT®V TOV £KTO UvVa
o€ oyéon pe v évapén g Bepaneiog, oe cUYKPLON UE TO EKOVIKO appako. Ot mpokabopiouéveg
AVOADGELS TOL TPMTOKOAAOL TOPOVGLALOVTOL GTOV TOPUKAT® TIVOKAL.

PVR (dyn.sec/cm®) Arndctoon Padiong 6 Aentav (m)
Ewovuco Bosentan Ewoviko Bosentan
@bappoko (n =88) (n=80) QAPLOKO (n=86)
(n=91)

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

CL=6p10 gumiotoovvng, PVR=nvevpovikn ayysiokn avtiotaon, SD=tvmikm amoéxhion.

H Oepaneio pue bosentan oyetiotnke pe peimon tov pubpod KAvikng emdsivoong, optlopevnc g
GLVOLOCUOG TNG TPOOSOV TV CUUTTOUATOV, TOV VoonAeldVv yio ITAY kot Oavatov, Evavtt Tov
EIKOVIKOD QOPUAKOV (oyeTIKN peimon Kivdbtvov 77%, 95% ddotua epmictocvvng [CI] 20-94%, p =
0,0114). H 6epanevtikn enidpoon cvviototor otny BEATIOOTN TNG TPOOSOV TGV GLVIGTOVIMV
ocounTopdtov. Yanpée pia voonieio oyetilopevn pe emdeivoon g [IAY otnv opdda tov bosentan
Kol TPELG VoonAeieg otnv opdda Tov eKoviKov gapudiov. ‘Evog povo Bavartog onueiddnke oe ke
OepamenTikn opdd KaTd T SLAPKELL TNG TEPLOSOV TV 6 UNVAOV TG SITAG TVPANG UEAETNG, CUVETMC
dev umopel va e€oydel coumépacpa yio v emPioon.

Ta pokpoypdvia dedopuéva Tposkvyay amd To cUVoLo TV 173 acbevav mov Elafav Bepaneio pe
bosentan otV eAeyyouevn QAo Ko/ GAAAEAY Ao TO EIKOVIKO PApUaKo og bosentan Kotd T (Ao
emEKTAONG avolytng eTikéTog TG nedétng EARLY. H péon dudpketa £xbBeong ot Beponeio pe
bosentan ftav 3,6 £ 1,8 ém (éwg 6,1 £€t1), pe to 73% TtV acBevav va Aapupdvoovv Bepareio yio
TovAdyloToVv 3 £t Kot 10 62% Yo TovAdytotov 4 £tn. Ot acBeveig pmopovoay va Adfovv emmAéov
Oepaneio e [TAY, 0nm¢ amorteiton oTNY EXEKTAGT] AVOIKTNG ETIKETOC. XTIV TAEIOVOTITO TMV
acBevav dtayvacinke 1010madng 1 kKAnpovoukn ITAY (61%). I'evikd, to 78% tov acbevav
mapéuewvoy otn Aettovpyikn katnyopio WHO II. Ot ektyuioeig yio tnv emPioon katd Kaplan-Meier
ntav 90% kot 85% 3 kau 4 £t petd v Evapén g Bepaneiog avtiotorya. Xta 610 ypovikd onpeia,
70 88% ka1 10 79% twv acfevav dev mapovoiacav emdeivoon g ITAY (oplouevn wg 0avotoc
OTO10.GONTTOTE CITIOAOYIOGC, LETAPOGYEVOT) TVEDLOVE, KOATIKY S10pPOyUATOSTOMIN 1] EVapén
evoopAEPLog 1 vTodoplog Bepaneiog pe mpootavoedn). H oyetikni cupfoir tng mponyovpuevng
Oepameiog e EIKOVIKO QAPLOKO KOTA TN SAG TVPAN PdoT KaBdC Kot 1) GLUBOAN T®V AOTMOV
QopUAK®V ToL EeKivioay KaTd TN O1GPKELN TG TEPLOSOV EMEKTACTC OVOLYTNG ETIKETOG OEV gival
YVOOTN.

Y& Ui TPOOTMTIKT, TOAVKEVTPIKT], TUYOLOTOUNIUEVT, OUTAG TUQAN, EAEYYOUEVT LE EIKOVIKO PAPUOKO
peiétn (AC-052-405 [BREATHE-5]), acBeveig pe ITAY koatnyopiag I xatd tyv WHO kon
ovotloroyia Eisenmenger oyetilopevn pe ovyyevi kapdtomddeia Erafav to bosentan 62,5 mg 600
@opEC TV NUéPA Yo 4 efdouddeg, ot cuveyela Elafov 125 mg dVo popég TNV nuépa yia GAAeg 12
gfodopddeg (n =37, 31 ek tov omoiwv giyav apeidpoun avacTOU®ON, Kupimg and de&1d Tpog
aprotepd). O kdplog okomdg MTay va Kotaderydel 61t To bosentan dev emdeivwve v vro&opio. Metd
amd 16 gfoopadeg, o uEcog Kopesuog Tov o&uyovov avéndnke oty opdda tov bosentan katd 1,0%
(95% CI —0,7%—2,8%) ce cOYKPLON UE TNV OLAD0. TOL EIKOVIKOD QUPUAKOL (n = 17), KATUSEIKVOOVTIS
071 70 bosentan dgv emdeivave v vroLopio. H péon mvevpovikn ayyelokn avtiotaon erattmonike
ONUOAVTIKA 0TV opdde Tov bosentan (ue o kupiopyn dpacn 1 oroia wapatnpnONKe 6TV VITOOUGIA.
acBevav pe apeidpoun evéokapdlaky avacotoumon). Metd and 16 gfdouddec, n uéon dopbouévn wg
TPOG TO EIKOVIKO QAppako avénomn oty andctacn fadiong 6 Aentmv Ntav 53 pétpa (p = 0,0079),
avtkatontpilovtag fertimon g avoyng oy Komwon. Elikoot €61 acbevelg cuvéyicav va Aapupdvoov
bosentan katd tn @don TapdTacng avolyTng eTIKETOC dLapkelag 24 efoopddmv (AC-052-409) ¢
peArétng BREATHE-S (néon dwdpketa Oeponeiog = 24,4 + 2,0 BOOADES) KOl GE YEVIKES YPOLLLLLES
ST pnONKE N ATOTELECUATIKOTNTO.

Mo avotyti, un ovykprtikn pedétn (AC-052-362 [BREATHE-4]) 61e£0yx0On o 16 acBeveic pe [TAY
Aertovpyikng katnyopiog I katd tnv WHO oyetildpevn pe Aoipmén HIV. Ot acbeveic Erafav
Oepamneio pe bosentan 62,5 mg 600 Popég v Nuépa Yia 4 efdopddeg axorovBodpevn amd 125 mg dvo
QopEc TV NUEPA Yo dAleg 12 efdopddec. Metd amd 16 efdopndadeg Bepaneia, vIpEaV GNUAVTIKES
BEATIOOELS O TIG APYIKES TILEC GTNV AVOYN OTNY KOT®GN: 1 Héom avénon ce dokun Padiong 6
Aemtov NTav 91,4 uétpa amod 332,6 uétpa Katd péEco 6po amd v apykn Ty (p < 0,001). Agv umopel
va e&aybel emionpo CUUTEPAGLLO GYETIKA LE TIG EMOPACELG TOV bosentan TNV ATOTEAEGUATIKOTITO
AVTIPETPOTK®V Qapudkmv (PA. eriong mapdypapo 4.4).

Agv vtapyovv HEAETEG TTOL VO KOTASEIKVOOVY gVVOIKT EMidpaon g Bepaneiag pe Tracleer oty

emPioon. Opwg, £xel Kataypapel N LokpoypOVid KATACTOOT VYElNS Kot TV 235 acBevav mov éhafav
Oepameio pe bosentan oTig 600 TAOTIKEC, EAEYYOUEVEC UE EIKOVIKO PappoKko peréteg (AC-052-351 ko
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AC-052-352) ka1 611G 000 Un-eAEYYOUEVEG LE EIKOVIKO QAPLOKO, OVOLYTNG XOPTYNONG EMEKTAGELS
toug. H péom dudpxkela £kBeong oto bosentan tav 1,9 ypovia £ 0,7 ypdvia [edyiom 0,1 xpdvia,
uéytot 3,3 xpoévia] kot ot acbeveic mapaxorovdOndnkay yo uéon ddpketa 2,0 £ 0,6 ypdévov. H
TAELOVOTNTO TV 0GOEVAY S0 yVOCTNKAV M¢ £YOVTEG TPOTOTOON TveLOVIKT véptacT (72%) Kot
Ntav Asrtovpyucod otadiov I katd v WHO (84%). 10 ohivoro avtov tov minbucpov, ot
exTynoslg yio v emiPioon kotd Kaplan-Meier tav 93% kot 84% 1 kot 2 ypdvia petd v Evapén
¢ Oepameiag pe bosentan, avrtiotoya. Ot ektiuncelc emPiwong NTOV YUUNAOTEPES GTNV VTOOUASN
tov acOevov pe ITAY devteponadn otn cuotnuatikn okAfpuven. Ot EKTIUACELS QVTEG UTOPEL VOl
ennpedoTnKay amd v évapén Bepomeiog pe eronpootevoln og 43 amd tovg 235 acbeveic.

Meléres mov mpoyuotomoOnkay oe TG LUE TVEDUOVIKY OPTHPLOKYH DTEPTATH

BREATHE-3 (AC-052-356)

Ta emkolvoppéva, pe Aemtd vuévio diokia bosentan a&loloynOnKay Ge Uio OVOIKTY, 1N EAEYXOUEVN
peAétn og 19 madiatpucovg acbeveic pe ITAY nlkiog 3 émg 15 etdv. Avti 1 HeEAETN apyikd
oYEOIAOTIKE MG QUPLOKOKIVNTIKY peAétn (PA. mapdypaeo 5.2). Ot acbeveig giyav Tpotomadn
nvevpovikn véptaon (10 acbeveic) 1 ITAY oyetilduevn pe cvyyeveic kapdromdbeieg (9 acbeveig) kot
aviKoy apyika gite otn Asrtovpyikn kotnyopia II (n = 15, 79%) 1 omv katnyopia III (n = 4, 21%)
katd WHO. Ot aoBeveic yopiomnkav og Tpelg opades avaAoyo Le TO COUATIKO TOVS Bépog Kot
Adppavay docelg bosentan wepimov 2 mg/kg 600 popéc nuepnoing et 12 gfdopadec. Ot ool and
Tovg acbeveic kaOe opadag Aapupavay 10N enonpooTteVOAN EVOoPAERimg Katl 1 00T TG
EMOTPOCTEVOANG TTapEpeve otabepn kKaBOAN TN StdpKeLn TNG LEAETNC.

Ot arpodvvaptkég mapapetpot petpndnkoy oe 17 acbeveic. H péon avénon tov kapdiakov deikt, o
oyéon pe TV opyikn Katdotoaon, frav 0,5 L/min/m?, n péon eAdTtmon g TVELHOVIKAG apTNPLOKTG
nieong Nrav 8 mmHg kot 1 péon eddrtoon g PVR frav 389 dyn-sec-cm™. Avtég ot apoduvapikés
Bedtidoelg e oyéon Ue TV apyIKN KATAoTOoN TOV TOPOUOLES ElTE e, gite Ywpig cuyyopyNon
eMOTPooTEVOING. O1 LETAPOAES OTIG TAPAUETPOVG TV SOKIHAGIDV Goknong otnv gfdopdada 12, o
oYEOM HE TNV OPYIKT KATACTOOT), TV EVPEWS LETOPANTEG KOt KOO OEV )TV OTLOVTIKT.

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

H FUTURE 1 ftov pio avorytg ETGNUOVOTG, 1N EAEYYOLEVT] LEAETN TTOV TTPOYUATOTOONKE [LE TO
dloomelpduevo dtokio Tov bosentan to omoio yopnynHnke og 666 cuvtipnong 4 mg/kg 600 popég
nuepnoing o 36 acbeveic and 2 £wc 11 et@v. Apyikd oyed1AoTNKE OC POPUOKOKIVITIKN peAétn (PA.
Tapdypoao 5.2). Katd tv évapén, ot acbeveig eiyov 1d1omadn (31 acbeveic [86%]) N owkoyevn (5
aoBeveig [14%]) [TAY kot avikav ot Agttovpykn Katnyopio I (n =23, 64%) 1 v katnyopia I (n
=13, 36%) xatd WHO. Xt pehétn FUTURE 1, 1 dudpeon éxbeomn ot Oepaneia g perémne ntov
13,1 eBdopdoeg (evpog: 8,4 éwg 21,1). 33 and avtovg tovg acbeveic EAafav cuveyduevn Bepaneia pe
dwomepdpeva diokia bosentan oe d6omn 4 mg/kg 300 Popég NuepNGimg 6T U eAeyYOUEVT Pdon
enéktaong FUTURE 2 yuo d1Gueon cuvolkn didpketa Oepaneiag 2,3 etmv (evpoc: 0,2 émg 5,0 eT@v).
v évopén e perétg FUTURE 1, 9 acBeveic Aaupavav emonpocstevorn. 9 acbeveic Eafav yia
TPOTN Popd aywyn kN yuo v [TAY o1t dudpkela g perémc. H ehevbepn copfaviov ektipnon
Kaplan-Meier yio v emdeivoon g [TAY (0dvotoc, petapdoyevon Tveduova 1 vVoonAgio Aoym
emdeivoong mc [TAY) og 2 £ frav 78,9%. H extiunon kotd Kaplan-Meier g 6GuvoMKNG
emPioong ota 2 £t Nrav 91,2%.

FUTURE 3 (AC-052-373)

g QLTI TNV TUXOLOTOUNUEVT] LEAETY] OVOLYTY|G EMICT|LOVOTG LE bosentan 32 mg diaomelpdpevo diokio,
64 moudud pe otabepn [TAY nAwciog omd 3 unvov éng 11 etov tuyaionomOnkav oe Oepaneio 24
gfdoudomv ue bosentan 2 mg/kg dvo popéc nuepnoing (n = 33) N 2 mg/kg Tpeic popéc nuepnoing (n
=31).43 (67,2%) rav > 2 énc 11 etdv, 15 (23,4%) Nrov peta&d 1 ko 2 etov kot 6 (9,4%) rov
petadd 3 unvov kot 1 étoug. H pelémn apyikd oxedldotnke ®g poppokokivnTiky pekétn (BA.
TAPAYPOPO 5.2), KOl TO, KOTOANKTIKG GNUELD ATOTEAEGLATIKOTNTOC NTOV UOVOo dlepevvntikd. H
artoroyio e [TAY, odupmva pe v katnyoploroinon Dana Point, tepiedaupave v dionadn [TAY
(46%), v Kinpovopn I[TAY (3%), T oxetilopevn [TAY votepa amd dopBwtikn Kapdiokn
yepovpywn enéppaon (38%) xar [TAY oyetilopevn pe cuyyev kapdlomddeia oyeTlOEVT IE
GUYYEVEIG AVOOTOUMDGCELS TNG CLGTNLOTIKNG-TPOC-TVEVLOVIKT] KUKAOQPOPIAG, GUUTEPIAAUPUVOUEVOD
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tov ovvdpopov Eisenmenger (13%). Ot acBeveig avikay ot Aettovpyikn katnyopio I (n =19, 29 %),
v kornyopia I (n =27, 42%) 1} v katyopia III (n = 18, 28%) katd WHO xatd v évapén g
Oepaneiog g peréme. Katd v eicodo ot perétn, ol acbeveic Adupavay Oepaneieg yio v IIAY,
(cvyvoTEpa OVAGTOAEN TG POGPOESTEPACT|G TOTOV-S [GIAdevapiin] povo [35,9%], bosentan povo
[10,9%] ko1 cuvdvaoud bosentan, hompdoTng Kot GIAdevaeiing [10,9%]) kot cuvéyioay ) Oepameio
tovug yio v [TAY ot didpketa tng perétng.

Kotd v évapén g neréng, Ayotepot amd Toug oovs cuppetéyovteg acbeveig (45,3% [29/64))
éloPav Bepaneio pe bosentan poévo ympic vo cuvdvaotel pe aAAn Bepaneio yio v [TAY. To 40,6%
(26/64) cuvéyioe vo AauPavel povobepameio pe bosentan ot didpkela 24 fdouddwy g Oepameiog
G HEAETNG ympic va epeaviotel emdeivoon g I[TAY. H avdivon tov cuvoAikod TAnbvcpot (64
aocBeveic) £€0e1&e OTL 1| TAgOVOTNTA El)E Tapapeivel ToVAd oTOV otabepn (dnAadn, xopic emdeivoon)
ue Paon mv a&loldynon pe Aertovpytkéc karnyopieg katd WHO €1dikd yio un moudiotptkong
TAnBucpovg (97% 600 popég nuepnoimg, 100% Tpeig popég NUePNOimS) KO T GUVOALKT KAVIKY
EVIVTI®OT TOL Y1aTpoL (94% dVo Popég nuepncing, 93% tpelg popég nuepnoimg) otn dtdpkela TG
neprodov Bepamneiog. H extiunon yio v emdeivoon g [TAY katd Kaplan-Meier yopig
avemBounteg evépyeleg (0AvaTog, LETAUOCYEVGT TVEDOVO, 1] Voonieia Aoym emdeivmong g ITAY)
o€ 24 gBdopddeg frav 96,9% wot 96,7% otic opddeg 600wV 600 POPEG NUEPTCIMS KoL TPELG POPEG
nuepnoiong, aviictolya.

Agv vimpye Kavéva, oToryelo KAvIKob opélovg pe T do0or 2 mg/kg Tpelg popic NUEPT|CIMG CLYKPITIKG
pe t doon 2 mg/kg 600 popég nuepnoimc.

Melétn mov mpayuaromoiOnke oc veoyva. ue suueEvVovoa Tvevuovikn vréptaoy veoyvov (EITYN):

FUTURE 4 (AC-052-391)

[Ipoxertar yror pio SIAA-TOQAT, ELEYYOUEVT UE EIKOVIKO QAPLOKO, TUYOLOTOINUEVT] LEAET OE TPOWDPL
Kol teAslounva veoyvd (mikia konong 3642 gfdouddwv) pe EITYN. Ot acOeveig pe vropértiom
avTOTOKPIoT 6TO EIGTVEOHEVO VITPLKO 0&L (INO), Tapd Tig ToLAAYIGTOV 4 Mpeg cuveyols Bepamneiag,
E\oPav daomelpoueva dtokio bosentan og 66om 2 mg/kg 600 popég nuepnoing (N = 13) | Erafav
€1KoVIKO dpuaxo (N = 8) Héc® pvoyacTPIKOD COANVO O CLUTANP®UATIKY Oepameio TaPAAANAL LE
70 iINO £mg Vv T pn Swakonr] tov iNO 1 €émg v anotuyio tng Bepameiog (mov opileTor wc avaykn
v Oepaneio eEmompatikng o&uydvmong pe pepfpdvn [ECMO] 7 évapén evarAakTicod TVELLOVIKOD
OYYELOOUGTAATIKOD), Y10, LEYIOTO O1AcTNe 14 nuepmv.

H dudpeon ddpkela éxbeong otn Bepameia tng perétng rav 4,5 (evpog: 0,5-10,0) nuépeg otnv opdda
Tov bosentan ka1 4,0 (0pog: 2,5-6,5) nuéEpeg GtV OUAd EIKOVIKOD QUPUAKOV.

Ta anotehéopato dev védeiEav Tpocbeto 6@eLog Tov bosentan 6g avTdV TOV TANBVGUO:

o O didpecog ypovog £mc v TANPN dtakonh Tov iINO ftav 3,7 nuépes (95% Opia eumioTocvvNg
[CLs] 1,17, 6,95) ue to bosentan ka1 2,9 nuépec (95% CLs 1,26, 4,23) e TO EIKOVIKO QAPUAKO
(p=0,34).

. O J1Gpecog YPOVOC £MC TNV TANPN SLKOTH TOL UNYaVIKoy agptouo frav 10,8 nuépeg (95%
CLs 3,21, 12,21 nuépeg) pe to bosentan ka 8,6 nuépeg (95% CLs 3,71, 9,66 nuépeg) pe to
goviKo edppaxo (p = 0,24).

o "Evag acBevic otnv opdda Tov bosentan ekdnimaoe amotuyia g Oepaneiog (vanpée avaykn yio
ECMO pe Baon tov 0piopod tov mpoTokOAA0L), oL dSNAmONKE e Baon TG ALEAVOUEVES TIUEG
ToV OgikTn 0&VYOVAOOTG EVTOG 8 MPMOV UETA TNV TPOTN dOCT TOV PAPUAKOL TNG HEAETNG. AVTOG
0 aoBgvng avappmaoe Kot TNV TePiodo mapakorovOnong 60 nuepav.

20VOVOaOUOS UE ETOTPOOTEVOLN

O cvvdvacuog Tov bosentan pe eTompooTeVOrT dlepevviOnke oe dvo peréteg: tic AC-052-355
(BREATHE-2) kou AC-052-356 (BREATHE-3). H peiétn AC-052-355 oy o, ToAVKEVTPIKT,
TUYOLOTOMUEVT], SITAG TVPAT UEAETN TOPAAANA®V opddmV Tov bosentan £vovTl ELKOVIKOD QOPUAKOV
o€ 33 aoBeveig pe coPapn ITAY, ot omoior AdpPavay tavtdypova Oepaneia e emonpootevorin. H
ueArétn AC-052-356 ftav pio avotker, un ereyyouevn perét, katd v onoio 10 arnd tovg 19
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Tad10TpIKovg acbeveic akolovbBovcav Tavtdypovn Bepaneio bosentan kot ETOTPOSTEVOANG KATA T
duapketla tov 12 efdopddwv g perée. H acpdieio Tov cuvovacpon dev ftay S1opopeTIKy amd
QLT TOV AVOUEVOTOV GO T YOPNYNoN KADE popUUKEVTIKOD TPOTOVTOG EEYMPIOTA KOl M
ocuvdvaouévn Bepomeio Tay KAAG aveKTn o€ TodLd Kot eviAikes. To KAViKd 6peAoC TOV GUVOLOGUOD
dev &yel kataderyDel.

200THUATIKY OKAIPOVON e OOKTOAMKG KN

AVO TUYOLOTOINEVEG, OITAG TVQAESG, TOAVKEVTPIKES EAEYYOUEVES LLE EIKOVIKO QAPUOKO LEAETEG EXOLV
deayBei o 122 (uerétn AC-052-401 [RAPIDS-1]) ko o 190 (uerétn AC-052-331 [RAPIDS-2])
EVNAIKEG 000EVEIC [LE GLOTNUATIKT CKANPLUVOT Kot SOKTVUAIKG EAKN (€iTE EVEPYA SUKTLALKG EAKN 1
10TOPIKO SOKTVAKAOV EAKMV EVTOG TOL TPONYOVUEVOL £T0VG). XN perétn AC-052-331, o1 acBeveic
£MPETE VO £YOVV TOVAGYLIGTOV VAL SOKTVLAIKO EAKOG TPOGOUTNG EVapEne Kat 6Tig 000 nerétec T0 85%
TV aclevov glyav evepyd SakTuAkd EAkn Katd Ty Evapén g nerétng. Metd and 4 epoopddeg pe
bosentan 62,5 mg d00 Qopéc TNV NUEPA, 1) OOGT GLVINPNONG TOV HEAETHONKE Kot 6TIG 0VO aVTEG
peAéteg tav 125 mg 600 popég v nuépa. H didpketa g dSurhd TopAng Bepaneiog ntav 16
gfdoudoeg otn puerét AC-052-401 kon 24 efdouddeg otn perétn AC-052-331.

®epoaneieg vTOPAOPOL Y10 GLOTNUATIKY] GKANPVVOT Kol SOKTUAIKA EAKT) EMTPETOVTAY EAV TOPEUEVOV
otabepéc Yo TovAdytotov 1 ufva Tpv v évapén e Oepameiog kat katd T SAPKELD TNG TEPLOSOV
NG OUTAG TVQANG UEAETNG.

O ap1OuUog TV VEOV SAKTOMK®V EAKDOV omtd TNV Evapén £0¢ T0 TEA0G TN LEAETNG NTAY TO TPMTEVOV
TEAIKO onueio Kot otig 600 peréteg. H Oepaneia pe bosentan 0dnynoe e Aydtepa véo SOKTLUALKE MK
Katd T d1dpKela TG Bepameiog, CLYKPITIKA [LE TO EIKOVIKO GapuaKo. Xtn peiétn AC-052-401, katd
T Sudprela 16 efdopddwmv dSimhd TvpAng Bepomeiog, ol acbeveic otV opdda Tov bosentan avéntvEav
KaTd HEGo 0po 1,4 véa SOKTLAKA EAKN, EVOvTL 2,7 VE®V SOKTUAIK®OV EAKOV GTNV OUAS0, TOV EIKOVIKOD
eapudxov (p=0,0042). n perétn AC-052-331, katd tn didpkeia 24 €BSOUAS®V SITAG TVPANG
Oepaneiog, o1 avtiotoreg TYéG NTav 1,9 vavtt 2,7 véov daktoMkdv eAkmv, avtictotya (p=0,0351).
Kot otic 800 perérteg, ot acbeveic vwd bosentan Ntov Aydtepo mhavd va, avartdEovy ToAAATAL VEL
SOKTOALKG EAKT KOTA TN SLUPKELN TN LEAETNC KO ¥PEIGOTNKE TEPLGGOTEPOG YPOVOC Y10, VOl
avamtHEOVY KABE S1080Y KO VEO daKTLAIKO EAKOG o’ O,TL EKEIVOL VIO e1KOVIKO @appako. H dpdomn tov
bosentan o1t peiwon Tov aplBpov VE®V SOKTLAIK®Y EAKOV MTay TTo EkdnAn o€ acbeveig pe ToAhamid
SOKTUALKA EAKM).

e Kapio amo Tig dVo PeAETeS, dev mopatnpnonie dpdomn Tov bosentan mg TPOg TO YPOVO ETOVANMCTG
TOV SOKTUMKAOV EAKOV.

52 ®@appokokivTiKES 1O0TNTES

H @oappaxokivntiki Tov bosentan £xel kupimg tekunpimbel o€ vy dtoua. I[epropiopéva dedopéva, o
aoBeveig deiyvouv 011 1| ékBeom TV evilikov acBevov pe ITAY oto bosentan givol mepimov dimhdoia
amo Vv €kfeon TOV VYOV EVAMKOV ATOU®V.

e vym dropa, To bosentan TapovGIALEL S0GOEEAPTDUEVT] KO YPOVOEEAPTAOUEVT QOpprakoKivnTiKn. H
KGBapomn Kol 0 OYKOG KATOVOUNG HELDVOVTAL OTOV avEAVOVTOL 01 EVOOPAEPLEG dOGELS Kal avEavovTal
UE TO XpOVO. MeTd T Yopnynon amd GTOUNTOC, | GLOTNHATIKY EkOgom glvar avaioyn pe tn doom,
uéypt v TN tov 500 mg. e vyniotepeg 606e€1g amd 6TOUATOS, 1 Cmax Kot 10 AUC avédvovtan

AlYOTEPO A0 AVOAOYIK(, OE GYXECT UE TN dOON.

Amoppdpnon

210 vy atopa, 1 amoAvtn ProdabeciuotnTo Tov bosentan givar 50% mepinov kot dev ennpedleTon
amd ™ Ay TPoPNG. Ot LEYIOTEG GLYKEVIPOGELS GTO TAACUN ENLTLYYAVOVTOL EVTOS 3—5 @phV.

Koatavoun
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To bosentan cuvdéetar oe vYNAS Padpo (> 98%) pe Tig TPWTEIVES TOV TAAGUATOG, KUPIWG LLE TNV
aAPovpivn. To bosentan dev gioépyetan ota puBpokvTTAPO.

[Ipocdiopiotnke €vag oykog katavopung (Vss) mepinov 18 Aitpwv, petd amnd pio evoopréPia doom
250 mg.

Buopetooynuotiopnds kot orrooin

Metd and pio evéoeAéPia 60om twv 250 mg, n kBapon frav 8,2 L/h. O tehikdg ypdvog nuicelog
Cong amofoAng () givar 5,4 dpec.

Metd and ToALATAEG SOGELG, Ol GLYKEVIPMOELG TOL bosentan 6T0 TAAGLO LEWMVOVTOL GTAOIUK( GTO
50-65% TV GLYKEVIPMOGE®DY TOL TOPATNPOVVTOL LETE atd TN Yopnynon piog pepovouévng doone. H
ueimon ot opeiletal TOOVOTATO GE AVTETAYMYN TOV NAATIK®OV VD@V TToL €vBHVOVTAL Y10, TO
petaforiopd. Xtabepd enimeda emruyydvovtal viog 3—5 nuep@V.

To bosentan amoBaAietar [Le YOMKY| OTEKKPIOT| LETH TO LETOPOAMGO TOV GTO NP ad T 160EVILUA.
tov Kutoypaopatog P450, CYP2C9 kor CYP3A4. Zta ovpa avaxtdtol 106octd pikpotepo tov 3% g
YOPNYOVUEVNC OO GTOUATOC SOOTG.

To bosentan oynuatilel tpeic petaforitec, ek TV omoimv UGVOV 0 EVOg Elval PUPUAKOAOYIKE EVEPYOC.
O petafoiitng owtdg anekkpivetal kKupimg o1 TNG YoANg apetdaPAntoc. e evijlikeg acbeveig, n
éxbeon oto dpacTikd petaforitn eivon pueyolvtepn am’ 6,11 o€ VY dToua. X acheveic pe evdeitelg
mTapovciog yoAdoTtaonc, 1 £kbeon oto dpactikd petafolritn umopei va givarl cvénuévn.

To bosentan eivat évag enaymyéag Tov CYP2C9 kot tov CYP3A4, kot mBavov kat tov CYP2C19 ko
g P-yhvkonpwteivng. In vitro, to bosentan avacTéALEL TV OVTALN OTEKKPIONG YOMKOV OAATOV OE
KOAMEPYELEG NTATOKVTTAPOV.

Yroyeio amd in vitro peléteg kotédel&ay 0TL 10 bosentan dgv £YElL GNULOVTIKY AVOCTOATIKN EXidpoon
ota woévivua CYP mov doxudotnikav (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4). Zvvenmc, T0
bosentan dgv avopéveTal Vo dENCEL TIG CUYKEVIPADGELS GTO TAUCL TOV POPUOKEVTIKAOV TPOIOVTIMV
7ov petaforifovror amod ta 1oévivpo avTd.

DapuokoKvnTiKn o€ £101K0VE TANOLGUOVS

Me Bdon to diepguvnBév evpog Kabe petaffANThG, ol apUOKOKIVITIKEG 1010TNTEG TOL bosentan dev
avapEVETOL va emnpedloviol oe GNUAVTIKO Badid and 10 VA0, T0 COUATIKO BAPOC, T VAN 1} TNV
nAwia otov evijAko TAnbuoud.

Touoia

O1 QopHOKOKIVNTIKEG 1010TNTEG peAeTHONKOY o8 TondlaTpikovg acheveic o 4 KAMviIKEG LEAETES
(BREATHE-3, FUTURE 1, FUTURE-3 ka1 FUTURE-4, BA. mapdypago 5.1). E&attiog tov
TEPLOPIOUEVMV OEGOUEV®V GE TOAIG NAIKING KATWO TOV 2 €TV, 1 PUPUOKOKIVNTIKY e£0koAovOel va
glval EAMTTMS YOPAKTNPIGUEVT] GE VTNV TNV NAIKIOKT Kot yopia.

H perétn AC-052-356 (BREATHE-3) extiunce Tig QOopUOKOKIVITIKES IO1OTNTEC LOVIIPOV KoL
TOALOTAGDV 0OGEMV A0 GTOHOTOG TNG cVVOEONG [IE EMUKOAVEVE pe AEmTO VUEVIO diokia bosentan 6g
19 moudd nAikiog 3 €oc 15 et@v e [TAY, ot omoiot Ehafav 60GELG AVALOYES LLE TO COUATIKO TOVG
Bapoc pe 2 mg/kg 600 popég nuepncine. Xe avtiyv T uerétn, N ékbeomn oto bosentan pelmOnke e to
1POVO, LE TPOTO GLUPATO LE TIG YVIOOTEG BVTOETOYWYIKES 1010TNTES TOL bosentan. Ot péceg Typég AUC
(CV%) tov bosentan og maudiotpikovg acbeveig vrd Bepaneio pe 31,25, 62,5 1 125 mg 000 popég
nuepnoiong, ntav 3 496 (49), 5 428 (79) ko1 6 124 (27) ngh/ml, avtictowya, Kol Mooy YUUNAOTEPES OO
v Ty tov 8 149 (47) ngh/ml, wov mapatnpndnke ce eviiikeg acOeveic pe [TAY mov Adupavay

125 mg 600 @opéc nuepnoing. e otabepn KOTAGTACT 1| GLOTNLOTIKY EkBEoT TASATPIKAOV acOevmdV
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pe copotikd Bapog 10-20 kg, 20-40 kg o > 40 kg frov 43%, 67% xar 75%, avtictorya, o€ oyéon |e
1 ovoTNUATIKN £kBeoT TV EVNAMKOV.

> peiétn AC-052-365 (FUTURE 1) yopnynOnkoav dwacmeipoueva dtokio o 36 moudid pe [TAY
niwiog 2 éwg 11 etdv. Agv Tapatnpndnke avaroykdTnTa TV 00GE®V, KOOMG 01 GLYKEVIPMOOELS GTO
T dopa tov bosentan oe otafepn katdotaon Kot ot TipéEG AUC ftav mopOUoteg Yo TIG amd GTOUATOG
dooeig v 2 ko 4 mg/kg (AUC:: 3 577 ng-h/ml ko 3 371 ng-h/ml yo ta. 2 mg/kg 600 popég
nuepnoing kot ta 4 mg/kg dvo eopéc nuepnoing, avriotoya). H péon éxbeon oto bosentan 6e ool
TOVG TOUSLTPLIKOVG aiebeveis fTav mepimov 6To NG ¢ EkBeomng Yia Tovg evilikeg acbeveis ot
d0oo1 cuvtipnong Tv 125 mg 600 popéc nuepnoing aAhd vpée peydAn countwon pe v ékbeon
OTOVG EVAAIKEC.

2 peiétn AC-052-373 (FUTURE 3), 6mov yopnynbnkav dwaonepdpeva diokia, 1 ékBeon oto
bosentan otovg acbeveig mov AdpuPavayv 2 mg/kg dV0 opég NUeEPNCI®MG NTAY GLYKPIoUN UE EKEVN TNG
uerétng FUTURE 1. Xtov cuvolikd tAnBucud (n = 31), ta 2 mg/kg 000 popég nuepncing siyav g
amotédeoua o nuepnote ékbeon 8 535 ng-h/ml. H tiu AUC ftav 4 268 ng-h/ml (CV: 61%). X¢
aoBeveic nhiag amd 3 unvov €og 2 etov n nuepnow Ekbeon Ntav 7 879 ng-h/ml. H tiun AUCftav
3939 ng-h/ml (CV: 72%). Ze acBeveic nikiag and 3 unvov €mg 1 étovg (n = 2) 1t AUC fTav
5914 ng-h/ml (CV: 85%), kou o€ acbeveig amd 1 £tovg Emg 2 etdv (n = 7) 1 AUC:tav 3 507 ng-h/ml
(CV: 70%). Xtovug acbeveic dve tov 2 etmv (n = 22) n nuepnota ékbeon ftav 8 820 ng-h/ml. H
AUCtav 4 410 ng-h/ml (CV: 58%). H d6on bosentan 2 mg/kg tpeig popég nuepnoing dev avénoe
v ékBeon. H nuepnota éxbeon frav 7 275 ng-h/ml (CV: 83%, n=27).

Bdoer tov evpnudrtov tov peletdv BREATHE -3, FUTURE 1 kot FUTURE 3, gaiveton 6t 1 ékBeon
o10 bosentan pBdvel og opilovtioon (plateau) otovg TadioTpikovg acbeveig oe younAdTePEg 0OGELG
amo 6,TL 6TOVG EVAMIKEG Kal 0TL dOGEIC VYNAGTEPES TV 2 mg/kg dV0 Qopéc nuepnoing (4 mg/kg 600
eopéc nuepnoing N 2 mg/kg Tpeig popéc nuepnoing) dev Ba empépovy peyarvtepn £kbeon oto
bosentan yio Tovg TodLATPIKOVG 0.G0EVELG.

> perétn AC-052-391 (FUTURE 4) mov mpaypotomodnke e veoyvd, ol GUYKEVIPOOELS bosentan
avéndnkav apyd Kot cLVEYOUEVA KATA TO TPMTO ST A 00G0A0YING, 0dNYdVTAG o8 YounAn ékbeon
(AUCqy.12 oto ol aipo: 164 ng-h/ml, n = 11). Ze ot08epn katdotaon, n AUC: fjtav 6.165 ng-h/ml
(CV: 133%, n=17), mov givan mapopoa pe tnv €kbeon mov mapotnprnke oe evilikeg acbeveig pe
ITAY mov Adupavay 125 mg d0o @opéc nuepncimg Kot Aapufavovtag vedyn AdYo KOTOVOUNG
aipatog/mAdopa pe tiun 0,6.

O1 GUVETIELEG TOV EVPNUATOV OVTOV 0€ GYECT UE TNV NTaToToEIKOTTA gV givarl Yvootés. To OAO Kt
1 oLYYOoPNYNON EVOOQAEPLAG ETOTPOGTEVOANG OEV EIYOV GIUAVTIKT EXIOPACT] OTNV QOPUOKOKIVITIKY
Tov bosentan.

Hratikn dvoiertovpyio

e aoBeveig pe ehappd datapaypévn nrotikn Aettovpyio (Child-Pugh, otédio A), dev
mapoTNPRONKAY GNUOVTIKEG aAAAYEC OTIS PappakoKivnTikéG W10tnTes. H AUC otabepng katdotoong
Tov bosentan Ntav katd 9% vymAotepn kot 11 AUC tov gvepyod petafoiritn, Ro 48-5033, ftav katd
33% vymAotepn oT0LG 0obevelg pe NTTLo NIATIKY SuoAEITOVPYiQ, ATO 0,TL GTOVG VYiElG eBeAoVTES.

H enidpaon g petpiong dwtapayuévng nrotikng Aettovpyiog (Child-Pugh otadiov B) otig
(QOPUOKOKIVITIKES 1010TNTES TOV bosentan kot Tov KOplov petafoiritn tov, Ro 48-5033, eEetdotnie ot
peAétn mov mepthapPave 5 acbeveic pe [TAY oyetilopevn pe ToAoio LVIEPTACT KOL NTATIKY|
dvorettovpyio Child-Pugh otadiov B, kabdg kot 3 acOeveig e TVELILOVIKT ApTNPLOKT VITEPTOCT
oxetillOpevn Ue GAAEG aLTiEC Kol PUGTIOAOYIKT NTATIKY AElTOVpYio. L€ 00OEVEIS LLE NTOTIKY
dvorertovpyia Child-Pugh otadiov B, n péon (95% CI) AUC otafepng katdotaong tov bosentan
nrav 360 (212-613) ng h/ml, dniadn katd 4,7 popég vynrotepn, evd M péon (95% CI) AUC tov
gvepyov petaPoiritn Ro 48-5033 rav 106 (58,4—192) ng h/ml, dniadn kotd 12,4 eopéc vynAdtepn
am’ 6,11 o€ acbevelg pe puolohoyikn nrotikn Agttovpyia (Léom [95% CI] AUC tov bosentan: 76,1
[9,07-638] ng h/ml, puéon [95% CI] AUC tov Ro 48-5033: 8,57 [1,28-57,2] ng-h/mL). [Tapdro mov o
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apBpdc Tov acbevav Tov EVIaOnKay NTOV TEPLOPIGUEVOS KAl DYNANG LeTaBAnToTNTAS, Ta dedopéva
VT KATASEIKVDOLY GNUAVTIKY abEno Tng €kBeong oto bosentan Kot 6Tov kKVplo petafoiritn tov, Ro
48-5033, o¢ acbeveic pe petpiong dwutapayuévn nratikn Asttovpyia (Child-Pugh otoadiov B).

Ot poppoKoKIvNTIKEG 1010TNTEG TOL bosentan dev £yovv peketn el o aobeveic e nmaTiKn
dvoertovpyio Child-Pugh otadiov C. To Tracleer avtevdsikvoton o aobeveig pe pétpra Emg cofapn
nratikn dveAettovpyia, oniadn Child-Pugh etadiov B 1 C (BA. mapdypoeo 4.3).

Negpirn dvoiertovpyio

e aoBeveic pe Poapid veppikn dvoiertovpyia (kabapon kpeatvivng 15-30 ml/min), o1 GLYKEVTPDGELC
Tov bosentan 6to TAdcua petmdnikoy kotd 10% mepimov. H cuykévipmon tov petafoitdv Tov
bosentan 610 TAdGpO aLERONKE KOTA dVO TEPITOV POPEG 6TOVE 0IoOEVELG VTOVC, GE GUYKPLON UE
GTOUO LE KOVOVIKT] VEQPIKT AELITOVPYIO. AEV OTOLTEITAL TPOGUPLOYN TG 00O 6TOVG acbeveic pe
veppikn ducAettovpyio. Agv vdpyel eEeldicevpévn KAvikn eumelpio og acBeveic mov vroPdilovral
og aokdBopon. Me Bdaomn T PUoTKOYNUKES 1010TNTES Kol TOV VYNASG Babud TpoTeivikng décpevong,
70 bosentan dev avapévetal va, amopakpuviet amd Ty kukiogopio oe onpoavtiko fadud pe Ty
apokdBapon (BA. Tapdypapo 4.2).

5.3 IIpoxivikd dgdopéva Yo TNV 0.6QAAELN

M S1eTi|g HEAETN KOPKIVOYEVETIKOTNTOG OE TOVTIKOVG £0€1EE ALENUEVT CLVOVAGUEVT GLYVOTNTA
NTOATOKVLTTOPIKDV AOEVOUATOV KOl KOPKIVOUATOV GE APCEVIKOVE TOVTIKOVE, dALA Oyl o€ OnAvKovg,
0€ GUYKEVIPAOOELS TAAGUOTOG 2 £00C 4 POPEG LEYUADTEPES OO TIG CLYKEVIPMGELS TOL EMLTLYYAVOVTOL
pe v avBpomvn Bepomevtikn d00T. LTOVG EMIPUVES, 1) YopTyNnon bosentan amd oTOHOTOS EML 2 YOV
TPOKAAEGE LKPT], CNUOVTIKT VENGCT GTI GUVIVAGUEVT] GLYVOTNTO UOEVOUATMV KOl KOPKIVOUATOV
TV OLAKIOOOV KUTTAP®VY TOV BLPE0EIdOVG GE PGEVIKODS EMIVES, OAAG OYL € OnAvkolc, ue
GLYKEVTPMGEIC TAACUATOS 9 mG 14 popég mepimov peyaAdTEPES A TIG GLYKEVTIPDOGELS TTOL
gmtuyydvovion pe v avlpamivn Bepamevutiky d0or. To bosentan £5woe opvNTIKA OTOTEAEGLOTO OTIG
dokacieg yovidtoto&ikdtnrag. [Tapovoidotniay evoeiEelg enaymync Hog EAAPPAS OVICOPPOTILOG TOV
Bupeoc1dikdv oppovav amd To bosentan 6tovg emipveg. Aev vanpéov dpmg evdeiEelg emidopaong Tov
bosentan ot Agrtovpyia Tov Bupeoedovg (Bupo&ivn, TSH) otov dvBpmmo.

H enidpaon tov bosentan 6t Aertovpyia TV ptoyovopimv gival dyvoo.

To bosentan £yet amoderybei TepOTOYOVO GTOVG EMIPVES, OE GUYKEVIPMOOELS TAACUATOG VYNAOTEPESG
amo 1,5 popéc 0md TIC GVYKEVIPAOOELS TTOV EMTVYYAVOVTOL IE TNV avOpmmvn Oepamevtiky d6on. H
TEPATOYOVOG OPACT|, TOV GUUTEPIAGUPAVE TAPAUOPPDGCT) TNG KEQPOANG, TOV TPOCHTOV KoL TOV
pellovov ayyeimv, nTov 0060eapTdpeVT. Ol OLOOTNTES OTA TPOTLTO TOV TOPAUOPPDCEWDY TOV
mapoatnPeROnKay pe GALovE avToy@viotéc Vtodoyéwv ET kot 6€ movtikobg e amevepyOnotuévo
yoviolo ET (knock-out) vrodeikvhouvv v dmapén endpAcEDY YOUPUKTNPIOTIKAOV THG KOTYOPiag.
[pémer va AneBovv kKatdAindec TPoPLALEELS Yo Yuvaikeg pe duvatotnta Tekvomoinong (PA.
Tapoypaeovg 4.3, 4.4 kar 4.6).

H avéntuén atpopicg TV GTEPUATIKOY COANVOPIOV TOV OPYEDV KOL 1] LELWUEVT] YOVILOTNTO EXOVV
oLVvoeDEl e TN POVIL YOPN YO OVTOYDVIGTMOV TOV LITOJ0YEN EVOOONAIVIG OTO TPOKTIKAL.

Y& UEAETEG YOVIUOTNTOG O OPGEVIKOVG Kot OnAvkolg emipveg, dev mapatnpndnkoy exdpacel; oTov
apBpd, Ty KivnTikdt T Kot ) Proctudtra tov oneppotolmapinv, otny anddocn KaTd T0
Cevyapopa 1 ot yoviuodtnto og ekbéoelg mov frav 21 kot 43 opéc Tavm omd To avoUEVOUEVO
Oepanentikd eninedo oTovg avOpOTOVG, avticToryo, Kot dev vINpEay avemlBOUNTES EMOPAUCELS OTNV
avamTuén Tov UPPVOL TPW TNV ELPVTEVCT] 1] KATA TNV ELPOTEVOT).

EXappdc avénuévn cuyvotnTo ELeAavionc oTpoeiag TV CTEPUATIKMOY COANVIPIOY TV OpYE®V
mapatnpionke o€ emipveg mov Adupavay bosentan amd to oTOUN GE 00GElG TV 125 mg/kg/muepncing
(mepimov 4 popég T pPéylotn dOCT TOL GVVICTATOL Yo ToLG avOpdmovg [MRHD] kot Tig kaTmTaTEG
g€etaldpeveg 00G€1C) Yo dVO £T1), ®GTOGO OYL 6 VYNAEC dOGELS oV EPOavay ¢ Ta

23



1 500 mg/kg/mpepnoing (tepitov 50 popég v MRHD) yo 6 unvec. Xe pehétn to&ikotntog o
VEOPOLG EMIIVESG, OTTOL 01 emipveg EAafav Oepaneia and v Huépa 4 uetd tov toxeto €mg v
evnAIKioon Tovg, TapatnpnOnKay LEIOUEVO amOAVTO BAPOC TOV OPYE®V KoL TNG EXLOOVLUISOG Kot
UEI®UEVOG aplOuog oreppotolmapinv oty exddvpuida petd tov omoyaraktiopd. H tyuq NOAEL
ntav 21 popég (tnv Huépa 21 petd tov toketd) xon 2,3 popéc (Huépa 69 petd tov toxetd) nove amd
v avBpomvn éxbeon ot Bepaneia avtictorya.

Q061600, dgv aviyveLTNKAY ETOPACELS 0T YeVIKN €EEMEN, TNV avaTTuén, TNV aebntnploxy Kot
YVOOTIKN AEITOLPYIO KoL TNV OVOTOpOy®YIK tkovotnta e £ékfeon otn Oepaneia katd 7 (apoevid)
ka1 19 (Oniokd) popég peyardtepn g avOpomivng ékbeong otn Oepameio v Huépa 21 uetd tov
toxeto. Xy evihikn {on (Huépa 69 uetd tov toxeto), dev aviyventnke kapio exidpacr tov bosentan
otav 1 €kBeom ot Bepaneio rav kotd 1,3 (apoevikd) kot 2,6 (Onivid) popég peyaldTepn tng
éxbeong mov mapatnpninke ota Toudwd pe IAY.

6. @D®APMAKEYTIKEX IAHPO®OPIEX
6.1 Kaotahloyog ekdoymv

Huprvog Tov diokiov:

Apvio apafocitov

Ipolerativomompévo dpvio

Apvro kapPoéouebviimpévo vatplovyo (Tomov A)
IToP1ddvn

ABeyevikog eotépag TG YALVKEPOANG

Mayviclo oteatikod

Ypuévio emkdioyng:
Yrpoperdoln

Tpro&ixn YAvkepOAN

TéAxng

Tiraviov d10&gido (E171)
Z1ompov o&gidio kitpvo (E172)
Z10mpov o&gidto epvipd (E172)
AtBvrokvttapivn

6.2 Aocvppoarétnreg

Agv gpapudletai.

6.3 Awdpkera Long

4 ypovio

O1 Aevkég @LaAeg ToALaBVAEVIOV VYNANG TVKVOTNTOG TPETEL VA, Y PN GILOTOI00VTOL VTOG 30 NuepDV
LETA TO TPMOTO AVOLYLLOL.

6.4 Iowitepeg Tpo@uAGEELS KATE TN POAXEN TOV TPOiIGVTOG

['a 11c ovokevaoies koyéAng (blister) and PVC/PE/PVDC/alovpivio:
Mn gpuAdooete og Oeppokpacio peyardtepn tov 25°C.

IMoa 115 Aevkég pLaAeg moAvaBVAEVIOV VYNANG TUKVOTNTOG:

To eappokevTikd ovtd TPoidv dev amattel WwiTePES cLVONKEG PUAAENG.

IMa 11g cLVONKeg SLaTHPNONG LETA TO TPADTO AVOLYLLO TOL PAPUAKEVTIKOD TPOIOVTOS, BA. TOPAYPUPO
6.3.

6.5 @von Kol GLOTATIKG TOL TEPLEKTT
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Tracleer 62,5 mg smucodloppéva pe Aertd vUEVIO dtoKia
Kvoyéreg PVC/PE/PVDC/alovpviov, wov mepiéyovy 14 emkalvppéva e Aemtd vuévio diokia.
Kovtid toov 14, 56 1 112 gmikoloppévov pe AeTTo DUEVIO OoKImV.

Agvkég pradeg Tolvalfvieviov VYNANG TVKVOTNTOG LE TUPLTIKY YEAN ®G ENPAVTIKY OVGIA, TOVL
TEPIEYOLV 56 EMKAAVUUEVA PE AETTTO DUEVIO d1oKia
Kovtid tov 56 emkaloppévav pe Aento vuévio S1oKimV.

Tracleer 125 mg emikoivupévo pe Aemwtd VUEVIO dioKia
Kvyéreg PVC/PE/PVDC/alovpviov, mov mepiéyovy 14 emkalvppéva e Aemtd vuévio diokia.
Kovtid tov 56 1} 112 emkalvppévaov pe AeTtd vpévio diokimv.

Agvkég prareg ToAvaldvAEViov LYNANG TVKVOTNTOG LE TUPLTIKY YEAN OC ENPAVTIKY 0VGI, TOV
TEPEYOLV 56 EMKOAVUUEVA LE AETTO DUEVIO dloKia
Kovtid toov 56 emkaloppévav pe Aento vuévio S1oKimv.

Mmropet vo, unv KuKAOPOPOUV OLEG 0L GLUOKEVAGIES.

6.6 Iowitepeg TPOPLAGEELS ATOPPLYNGS KAl GALOG YELPIGNOG
Koapia e1d1kn vroypéwon yio amdppyn.

Kabg aypnoiponointo eopuakevtiko Tpoidy 1| DVIOAEUUN TPETEL VO, OTOPPITTETUL COUPDVO UE TIG
KOTA TOTOLG 1GYVOVCESG GYETIKES SLOTAEELG.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX
Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

Béhyo

8. APIOMOI AAEIAY. KYKAO®OPIAX

Tracleer 62,5 mg emucoAvppévo pe AETTO VUEVIO SoKia
EU/1/02/220/001

EU/1/02/220/002

EU/1/02/220/003
EU/1/02/220/007

Tracleer 125 mg smkoAvuuéva ue Aemtd vuévio diokia,
EU/1/02/220/004
EU/1/02/220/005
EU/1/02/220/008

9. HMEPOMHNIA INPQTHE ETKPIXHX/ANANEQXHY. THX AAEIAX
Huepounvia tpodng £ykpiong: 15 Maiov 2002

Huepounvia tekevtaiog avavémong: 20 Arnpiiiov 2012

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY
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Aentouepeic TANPOPOPIES Y10 TO TOPOV PUPLOKEVTIKO TPOIOV givor S100EGILES GTOV SIKTLOKO TOTO
tov Evponaikod Opyoviouod Gapudkav: https:// www.ema.europa.eu.

26



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Tracleer 32 mg dwnomelpdueva diokia

2. TIOIOTIKH KAI MOXOTIKH XYNGEXH
Kabe dwaomeipopevo diokio mepiéyet 32 mg bosentan (wg PLovobddpiko).

"Exdoyo pe yvootn dpdon

Kabe dwomeipopevo diokio mepiéyet 3,7 mg acmaptdung (E951).

To @appaxo avtd mepiéyel Arydtepo amd 1 mmol vatpiov (23 mg) avd diokio, ival avtd Tov
ovopdlovpe «erevBepo vatpiovy.

IMa tov TA\pN KeTdloyo TV kOO ™V, PA. Tapdypogo 6.1.

3. DOAPMAKOTEXNIKH MOP®H
Awomelpopevo diokio:

AtoKio GYAIATOC TPUPLAALOD, YPOUATOG 0VOLYTOD KITPIVOL MG VTOAEVKOV, TETPATOUNUEV OTN Mid
TAELPA [ Yopayuévn Ty £voein “32” otnv aAAn mievpd. To duomelpdpevo diokio pumopet vo
dwywplotel o Téocepa ioa pLEP.

4. KAINIKEX ITAHPO®OPIEX
4.1 OgpamevTiKég EVOEilelg

®epameio TG TVELUOVIKNG apTnprakng vEptaons ([TAY), ywa ) Pertioon g avoyng oty KOTwon

Kol TOV COUTTOUATOV o€ acbeveic pe Aettovpyikn konyopia I katd WHO. Eyel dwomictwbei

OTOTEAECLLATIKOTITA GTNV:

. [Ipwtomadn (1010madn Kol KANPOVOLUIKT) TVEDUOVIKT] 0P TNPLOKT VTEPTOOT

o [Tvevpovikn apTnpLoKT VITEPTACT] OPEIMOUEVT] GE GKANPOSEPLLA, YOPIC CNUAVTIKT SLAUESN
TVELLLOVIKT] VOGO

. [Tvevpovikn aptnplokn vTEPTAcT GYETILOUEVN LE GUYYEVELG OVOGTOUMGELG TNG CUOTILOTIKNG-
TPOG-TVEVLLLOVIKT] KUKAOQOpiag Kot puotodoyia Tov Eisenmenger

Kdanoeg Bertidoelg govv emiong damotmbel o€ acbeveig e TVELUOVIKT OpTNPLOKT VTEPTOOT
Aertovpykng katnyopiog I kot WHO (BA. mapdypago 5.1).

To Tracleer gvdeikvoton emiong yio T peimon ToL oplBRoL VEDV dOKTLMK®MOV EAKOV o€ acbeveis pe
GLOTNUOTIKT GKANPLVOT] Kol EEEMOTOUEVT) VOGO SOKTUAIK®V EAKAOV (BA. Tapdypapo 5.1).

4.2  Aocoloyio Kol TPOTOS YOPNYNONS

Tpomog yopynong

Ta diokia wpénet va AapPdvovtal omd oTopatog Tpmi kot fpadv, pe 1 x®pig TPoPN.

Ta daomepdpeva diokio mpénet vo, Tpootifevtal o€ Alyo vepd G€ €va KOLTAAL, Kot TO LYPO v,
avadeveTal mate vo vrrofonbeitan n S1dAvon, Tpo g Katdmoong. Atyo akoun vepod Ba mpénet va
npootebel 6To KOVTAA Ko va katamoBel and Tov achevn, dote va eEacpaiichel 6TL 6A0 TO PapHOIKO
&xel yopnynOei. Eav eivon duvatd, Oa mpénet va Aappdvetar Eva mothpt vepd, dote va Eacpailobel
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0T 6A0 T0 PdppaKo £xel katoamobel. Edv eivan amapaimto, To dtacmelpdpevo diokio umopel va
Swpebel, omdlovTig To KOTA PKOG TV YOpOydV TOL Elval YopayUEves oTny emeavela (PA.
Tapaypapo 6.6).

To dwomelpdpevo diokio Exel peretnbei povo o modraTpikovs acbeveis. Mia cOyKpion
BlodrobecipuoTrog avapesa oTo SICTEPOUEVO JIOKIO KOl GTO EMKOAVUUEVO LE AETTO VUEVIO dloKia
7OV TpaypoToToOnKe e eviAIKeG acleveic katédelEe youniotepn ékbeom oto bosentan pe o
dwaomelpopevo diokio (PA. Tapdypao 5.2). Zvvenrdmc, 1 xpNo” ToVg e eviAkeg Ba Tpémet va
neplopiletan o acheveig, mov dev UTOPOLY Vo AABovV To EXKOAVUUEVO pe AENTO VUEVIO S1oKIO.

Aocoloyia

IIvevuovikn opTnpLoKn VITEPTACT

H Oepancio Oo mpémet va Eekivd kot vo TopakoAovbeitan OTOKAEIGTIKA Ao Y10Tpo LE TEPQ OTN
Oepaneio g [TAY.

21 ovokevacio tepiappavetar Kapta YrevOduiong AcBevovg, n omoio Tapéyel ONUAVTIKEG
TANPOQOpieg AoPAAELNG TTOV TTPETEL VA Yvpilovv ot acBeveic Tpv Kot Katd tn didpkela g Oepameiog
pe Tracleer.

Evijirec

e evihkeg aoBeveic, n Oepaneia pe Tracleer mpémel va Egkvioet pe T yopnynon d6ong 62,5 mg dvo
@opEC TV NUéPa. el 4 gfdopadeg Kot kKatodm va avénbei otn 660m cuviipnong tov 125 mg 6vo
@opéc TV Nuépa. Ot id1eg GLOTAGELS 1oYVOVY Yo TNV emavévapén Tov Tracleer petd ™ dtakom g
Oepaneiog (PA. mapdypoapo 4.4).

Houdrarpixoc winBvouoc

DoppokokivynTikd dedopuéva omd Tadid £de1&av OTL 01 GLYKEVIPOGELS TOL bosentan 6To TAAGUA TOV
odidv pe [AY nAwciog oo 1 étoug émg 15 etdv fTay Katd HEGO OpO YOUUNAOTEPEG OO O,TL OE
eviAIKeg aoleveic kat dev avéndnkoav pe v avénon g 66ong Tov Tracleer avo tov 2 mg/kg fapovg
OOUOTOC N LE TNV avEnon ¢ oVuyvOTTG 00GNC 0o 000 POPES TNV NUEPT OE TPELS POPES TNV NUEPQ
(BA. mapdaypapo 5.2). H advénon tng 06ong 1} TG cuyvotntag 60omg oev Ba 0dnynoetl mbovov oe
TPOcheTo KAVIKO OPEAOC.

Me Bdomn avtd To opUaKOKIVITIKG amoTEAESHATO, OTAV Ypnoiponoteital o Toudd pe [TAY nikiog 1
£T0VG Kol AV®, 1] CUVIGTONEVT] dO0T Evapéng Kat cuvtipnong sivar 2 mg/kg mpoi kot fpdodv.

e veoyva e gppévovoa Tvevpovikn véptacn veoyvoy (EITYN), to dpehoc tov bosentan dgv et
KkatadeyDel pe to Bepanevtikd TpodTLIO PPoVTidNG. Aev pmopel va yivel choTOoT Ylo TN d0G0A0YiN
(BA. mapaypagovg 5.1 kot 5.2).

Moyeipion o€ mepinrwon kAvikng exideivwons g IAY

e mepintwon KAMVIKNG emdeivoong (T.y., Lel®oN TN 0mOoTOoNG 0T doKIUaGio Badiong 6 Aemtdv
katd 10% tovddyiotov, o€ GOYKpIoN UE TN HETPTIoN TPy amd TN Oepaneia) mopd T Bepomeio pe
Tracleer eni 8 gfdopddec TovAdyoToVv (060N—0TOYOG €Ml 4 EBOOUAOEG TOVAAYIOTOV), TPETEL VAL
g€etaotovy evolhaktikég Oepamneies. Qotd60, optouévol acbeveic Tov dev enédel&ov 0moladNTOTE
avtomokplon peta amno 8 efdoudadec Oepaneiag pe Tracleer evoéyetal va, ovTamokpldovy VVOTKA T
Oepamneio petd and dAiec 4 £wg 8 efdounddeg Bepamneiog.

e mepinton OYiung KAMVIKNG endeivoong mopa ) Oepomeio pe Tracleer (dnAadn petd omd apKeTong
unveg Bepamneiag), n Oepaneia mpémnel va enavextiunOei. Kamoiot acbeveig mov dev avtamokpivovtat
KaAd ot yopnynon 125 mg Tracleer d1g nuepnoimg evosyetal va eppavicovv erappd Bedtioon g
avoyng oV KOmwon otav 1 d0o1 owénbei ota 250 mg d1¢ nuepnoimg. [pénel va dtevepyndei
TPOGEKTIKN A&0AOYNOT 0QELOVC/KIVODVOV, AapPEvovTag VITOWT TO YeYovag OTL 1) NTATIKN TOEIKOTNTA
glvar docogEaptopevn (BA. mapaypdpovg 4.4 ko 5.1).
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Awoxorn g Oepomeiog

H eumeipio and nepuntdoelg amdToung dtokonng g xopnynong Tracleer og acOeveic e ITAY sivat
nepoplopévn. Aev Eyovv mapatnpnbei evdeifelg o&eiag emaveppaviong Tov cvuntoudtov. IMapdia
auTd, Yo va amopevydel mbovn epedavion eniAafoic KAvikng emdeivoonc, Aoyw g mlavotnTag
EMOVEUPAVIONG TOV COUTTONATOV, TPETEL Vo eEeTaoTel To evogyouevo Pabpiaiog peimwong g doong
(neimong g 06on¢ 6710 WG emi 3 £m¢ 7 nuépeg). Katd v mepiodo avacToAng TG YOpIyNong
GULVIOTATOL OTEVOTEPT TOPAKOAOVONOT).

Edv amogpaciotel 1 diaxomn g Oepaneiog pe Tracleer, avti mpémet va yivel Pabuaio eve yivetot
€100Y®YN 0€ KAmolo eVOAAAKTIKY Oepameia.

ZUOTNUOTIKN OKANPLVOT LE EVEPYA daKTLAKG EAKN

H Ogpancio mpénetl va Eekvioel Kot va, TopokolovOeitan omokAEIoTIKA amd yloTpo e Teipa ot
Oepamneio TG GLOTNUATIKNG CKANPLVVONG.

21 ovokevacio teptiappdvetoar Kapta YrevOouiong AcBevovg, 1 omoio TapEyel ONUAVTIKES
TANPOQOPieC aoPareLng TOV TPEMEL va Yvopilovv ot acOeveic mpv Kot Katd tn didpkela g Oepameiog
pe Tracleer.

Evijixec

H Oepancio pe Tracleer mpémet vo Eekvioet pe T xoprynon 06ong 62,5 mg d0Vo Qopég TNV NuUEPQ i
4 gfdopadec kKot katoémy va avéndel ot 6001 cuvtipnong Tov 125 mg 600 popég v nuépa. Ot idieg
GLOTAGELC IYVOLY Yo, TV emavévapén tov Tracleer votepa and dokonn g Oepameiog (PA.
mopaypapo 4.4).

H epmepio and eleyydpeveg kKAViKEG LEAETES Y100 VTN TV €vOEIEN eplopileton og 6 unqveg (BA.
Topaypaeo S.1).

H amdkpion tov acbevoig otn Bepoameio kot 1 avéykn yio cuveyn Oepaneio npémel va
enova&loloyeitar o€ taktikn Pacn. [Ipénetl va mpaypatonoleitol tpocektikn aloldoynon
0PEALOVE/KIVOUVOL, Aaufavovtag vdyn Ty Nrotik toéikdtra tov bosentan (PA. mwapaypdeovg 4.4
kot 4.8).

Houdrarpixoc winQvouoc

Agv vtapyovv 6edoUEVA Y10 TV OCPAAELN KL TV OTOTEAECUATIKOTNTA O 0.60gvelg nAikiog KdT® TV
18 etddv. Agv VIAPYOLY POPLOKOKIVNTIKA dedopéva Yo To Tracleer og pikpd modid pe avtn v
acBévela.

Ewwoti mAinbvouoi

Hratikn dvolertovpyio

To Tracleer avtevdcikvutal og acBeveig e pétpa Emg cofapn nratikn dvciertovpyio (BA.
Tapaypaeovg 4.3, 4.4 kot 5.2). Agv anarteital Tpocappoyn e 60omg oe aceveic e e NTaTikn
dvodertovpyia (dnA. Child-Pugh, otddio A) (BA. mapdypapo 5.2).

Negpixn ovolertovpyio.

Agv amaiteital Tpocappoyn g 60omg og acheveic e veppikn duciettovpyia. Agv amorteitot
TPOCUPUOYN TNE 8001 g 6e acheveic mov vroPdAilovtal o€ alpokabapon (PA. Tapdypapo 5.2).

Himawuévor

Agv amarteital Tpocappoyn g 60omg oe acbeveic nikiag peyoldtepnc tov 65 ypovov.

29



4.3 Avtevositeg

. YrepevaioOnoio 6tn dpacTikn ovcia 1} 68 KATo10 amd To £KO0Y TOV OVUPEPOVTOL GTNV
Topaypapo 6.1

o Métpla émg cofapn nratikn dvoiettovpyia, .. Child-Pugh ctadiov B 1 C (BA. mapdypapo
5.2)

o ApyIKéG TIEG TOV NTATIKOV OUIVOTPOVEOEPAG®Y, dNAadN TG aotoptikng (AST) kavMq g
arovivikng (ALT) apwvotpave@epdong, VWnAOTePEC 0md 3 X TMV OVATEPOV PUGLOLOYIKDV
Tipadv (ULN, BA. mapdypapo 4.4)

o Svyyopnynon kvkioomopivng A (BA. mapdypago 4.5)

o Konon (BA. mapaypaeovg 4.4 kot 4.6)

o TMuvaikeg pe SuvaTOTNTO TEKVOTOINGNG OV OV YPNOLOTOI0VV 0EIOTIoTN UEDOSO aVTIGOAANYNC
(BA. mopaypagovg 4.4, 4.5 ko 4.6)

4.4 E101kég TPOELOOTOUNOELS KUL TPOPVAGEELS KATE TN Y p1ion
Agv &yel texunprwbei n amotelecuotikdtra tov Tracleer oe acleveic pe coPapn [TAY. Eav n khvikn
Katdotoon emdevmbel Tpénel va eEetactel To evOgyOpuevo petapaong o Oepameio mov evosikvuTot

Y T0 6oPapd 6TAd10 TG VOGOUL (T.). EmompocteVOAN) (BA. Tapdypapo 4.2).

H 1ooppomia opérovg/kivotvouv Tov bosentan dev €xet domictwbei o acbeveig pue ITAY Aettovpykng
tagwvounong I katd WHO.

H Ogpancio ue Tracleer mpénet va Eekiva LOVO EQOGOV 1] GLGTILOTIKT] GUGTOAIKT] OPTNPLOKN TTiECT
glvar vynAdtepn omd 85 mmHg.

Agv &gl xatadelybel opéiun dpdon tov Tracleer oty ETOVAW®GCT VILAPYOVIOV SAKTVAIKOV EAKMV.

Hrotikn Asttovpyio

AVENGEIC TOV NTATIKOV OUIVOTPAVEOEPAGDY, dNAOOT TNG ACTOPTIKNG KoL TNG AACVIVIKNG
apwotpavopepdong (AST kavn ALT), mov oyetiCovral pe to bosentan givat docoséaptopevec. Ot
peTABoArég TV NIOTIKGOV EvEOH®V cupPaivovy cuviBmg evioc Tov Tpatemv 26 gfdouddwv Oepaneiog
oM@ evoéyeTon va supPodv Kot apyd kaTd ™ dtdpketo e Oepaneioag (PA. mapdypogo 4.8). Ot
avénoetg autéc TOavMG 0PEIAOVTUL EV LEPEL GTNV AVTAYMVIOTIKT 0VOGTOAN TNG OMEKKPLOTG TOV
YOMKOV OAATOV OO TO NAATOKLTTOPA, OUMG TNV ELPAVIOT] NTOTIKNG SUCAEITOVPYIOG GUUUETEYOVY
mBovotata Kot GAALOL UNXOVIGHOL, 01 0TToiot dgv EY0oVvV TEKUNPLOBEl GaE®G. Agv AmOKAEIETOL 1|
TOavOTNTO GLCCHPEVONG bosentan GTA NTOTOKVTTAPO UE ATOTELECIO TV KLTTAPOALGT KO SUVNTIKG
cofapn nrotikn PAAPT 0OTE 1 TOAVOTNTO GVUUETOYNG KATOLOL 0VOGOAOYIKOD pnyovicpov. O
Kivduvog Nratikng ducAettovpyiog evogyetatl emiong va ovénbel dtav EapUAKELTIKG TPOTOVTA TOV
glvat ovaoTtoAeig TG Aettovpyiag TG avTAiog AmEKKPLONG YOAK®OV QAATOV, .Y, PLPUUTIKIVT,
YMBevichapion kot kukAoomopivn A (BA. Tapaypdeovg 4.3. kai 4.5) xopnynbodv ce cuvdvacud pe to
bosentan, ®otdc0 gival Sabécia TEPLOPIoUEVE dESOUEVAL.

Ta eTiNEdO TOV NTATIKOV GUIVOTPAVEPEPOUOAV TPEMEL VO, LETPOVTAL TPV 0O TNV EVvAPEN TG
Oepameiog Kal, KaTémy, 6 pnvicio owwotipoto Ko’ 6An 1 owdpkero Oepanciog pe Tracleer.
Emnp6c0cta, T0 eMiTEd 0 TOV NTATIKOV CUIVOTPAVEPEPUCAV TPETEL VA PETPAOVTOL 2 gfoopddeg
RETA a6 0TOLIONTOTE AOEN G TG 000G,

TVOoTAGELC Yo TNV repinToon ovénong tov ALT/AST

Enineda ALT/AST  Xvotdogig Ogpameiog ko Topakorovdneng

>3 k<5 x ULN To amotédeopa npénel va emPePoarmbet pe pio devTeEPN SOKIUAGTIO NTATIKNG
Aertovpyiag. Av vrapéel emPePainon, Tpénel va Anebel amodpoon o€
eEatopkevpévn Paon yio T cuvéyion tng xopnynong tov Tracleer, mBavov
o€ HElUEVT SO0, ) Yo TN daKomn TG Yopnynong tov Tracleer (BA.
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apdypoeo 4.2). H tapakorlohnon tov emmédov TV apvoTpavepePUcOY
npénel va cvveyiletan kébe 2 efoopddeg TovAdyiotov. Edv ta eminedo tov
QUVOTPOUVOPEPUOOV eMavVEADBOLVY GTIC TPO TNG Bepameiog THES, TpémeL Vo
e€etaoTel 10 evOgyOUEVO GUVENIONG N emavEvapEng ¢ yopnynong Tracleer pe
Béon Tic KaTACTACELS TOV TEPLYPAPOVTAL TAPUKATM.

>5 ko < 8 x ULN To amotéleoua npénel va emPeformbei pe pio devTeEPN SOKIUAGIO NTOTIKNG
Aertovpyiag. Av vrapéer emPePaionon, n Oepaneio Tpénet va draxomel Kot T
EMIMESU TOV AUIVOTPAVGPEPACDV TPETEL VA, TAPOKOAOLOOVVTAL KGOE
2 gfdopadeg Tovhdytotov. Edv ta entineda TV apivoTpovepeEpUoOY
enovéABouv oTig Tpo- Oepaneiog TIHES, TPEMEL va €EETAGTEL TO EVOEXOUEVO
emovévapéng g yopnynong Tracleer, pe fdon TiG TEPUTTOCELS TOV
TEPLYPAPOVTOL TOPOKAT.

> 8 x ULN H Oepancio mpémel va drokomel kot dev mpémel va eEetactel | mbavotnta

emovévapéng g yopnynong Tracleer.

Y& MEPITTOON ERPAVIONS TOV GYETIKAOV KAWVIKOV GCOUTTONOTOV NTOTIKNG PAapng, oniadn
vavtio, EUETOC, TVPETOC, KOIMOKO GAyOg, 1kTepog, acvuvnbiotog AN0apyog 1 KOTMOT, Kol YPITIDING
ouvopopn| (apBpadyia, poodyio, Topetdc), 1 Oepameia mpémer vo droKomel KoL OEV TPEMEL VO
eetaotel 10 evogyopevo emavévaping g yopnynong Tracleer.

Eravévapln Ospomeioc

H emavévapén tng Oepaneiag pe Tracleer mpénet va eEgtaotel LOVOV EPOGOV TO, SUVNTIKG OQEAT Ao
1 Oepamneia pe Tracleer vepioyHOLY TGV SVYNTIKOV KIVOVVOV KOl EPOCGOV TO EMITESN TOV NAATIKOV
QUVOTPOVOPEPUCTOV PpiokovTal evtog TV Ttpo ¢ Oepameiog Tudv. ZuvieTtdtal 1 GLUPOVAR
nnatoAdyov. H emavévapén mpénet va yivel cOUQ®VA LE TIG 00NYiEG TOL TEPTYPAPOVTOL GTNV
mopdypao 4.2. Ta exinedo TOV AUIVOTPUVEPEPUSOV TPETEL VU ELEYY 0DV EVvTOS 3 NUEPDOV NETA
™V enavévapl, 0T GUVELELD NETA TNV TAPELEVST] AAA®Y 2 EfOOUAOMV KOl KATOTLY OUPOVA pE
TIG TOPUTAVE® CVGTACELS.

ULN = avdtepeg QUGIOAOYIKES TILES

ZVYKEVTPWOOT OLULOGQULPIVIG

H Ogpaneio pe bosentan cuoyeticTnke e 00G0EENPTOUEVT] LEIDOT) TG CLYKEVIPOGNC TNG
apocparpivng (BA. mopdypao 4.8). Le pehéteg eleyyOUeveS amd EKOVIKO PAPUAKO, Ol LELDCELG TNG
GLYKEVTPMONG TNG ALLOCOOLPivNe Tov oyetilovtar |e To bosentan dgv HTAV TPOOOEVTIKES Kol
otabepomomOnkay petd Tic Tpoteg 4-12 efdouddeg Oepameiog. Tvviotdral o EAeyy0g TG
GLYKEVTPMONG apocPaipivng Tpv v Evopén g Bepaneiog, kabe piva Katd Toug TpdTOVG 4 UVES
Kal, 6T cLvEELd, KaBe Tpiunvo. Edv mapovciactel kKAMVIKE GYeTikn HelmoT] TG GVYKEVIPWOONG TNG
apoceapivng, Tpémel va mpayuatorombei mepattépw agloldoynon kot dtepedvion yio va kabopiotel
1M axtio, TG Kot o1 avaykeg yio €101kn Ogpomeio. MeTd TV KUKAOQOPIN TOL QOPUAKOD, ovapEpOnKay
TEPIMTMOCELG AVOLpioGg, OTIC 0Toieg amantnOnKe petdyyion epvdpav apoceaipiov (PA. mapdypapo 4.8).

Tvvaikeg pe dvvatdtnto TEKVOTOINGNC

Kabmg to Tracleer umopel vo KataoTHGEL AVOTOTEAEGHOTIKG TOL OPLOVIKG OVTIGLAANTTIKA, KOl
AapPavovtag vTOYT TOV KivOuVo OTL 1) TVEVUOVIKT VITEPTAGT| EMOEVAOVETOL JLE TNV EYKLHOGHVT KUODG
KOl TIG TEPUTOYOVOLG EMOPAGELG TTOL Exovv Tapatnpndei oe {da:

. H Oepancia pe Tracleer dev mpémetl va yopnyeitar o€ yuvaikeg pe duvatdTnTa TEKVOTOINGNG,
eKTOC €0V ypNoomolovy a&lomiot uEHodo avTicOAANYNG Kal TO OTOTELECUN TOV TEGT KONGNG
7pwv omd ) Oepameia, givarl apynTikod

o Ta opproviKd avTIGLAANTTIKG 0V pmopet va gival n uovn uéBodog avTicOAANYNG ot S1apKELL
g Oepamneiog pe Tracleer
. ZuvioTdtal vo YivovTol unviaio TeoT KOMong katd T ddpkeo tng Bepaneiog yio va etvar

duvatn N yKailpn aviyveLen TG EYKVUOGVVNG
INo nepiocdtepeg TANpoPopieg avatpeste oTic mapaypdeovs 4.5 kot 4.6.
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DAeLoomOPPUKTIKN TVELUOVOTADELD

"Exovv avaeephel meplotatikd TveEvUOVIKOD O10MUATOS LE aYYEIOOUGTAATIKG pAapuaKe (Kupimg
TPOCTOKVKAIVEG) OTOV YpnoiponomOnkay o acBeveig Le PAEPOATOPPAKTIKY TVELLOVOTTADELD.
Enopévag, epdcoov mapovsiactodv ornueio mvevpovikon owdnpatog og acbeveic pe ITAY mov
Aappdavovv Tracleer, mpénet vo, eéetdletal To evogyOUeEVO GUVITAPENG PAEPOATOPPUKTIKNAG
vevpovoradeiog. Metd v KukAopopia Tov apudikov, VIMPENY GTAVIES AVAPOPEG TVEVOVIKOD
oM uotog o€ acbevelg pe vwovola PAePoamopaktikng mvevpovonddeiog mov Adpupavay Tracleer.

Aocbeveic LE TVELLIOVIKT 0PTPLOK VITEPTOCT) LLE TALTOYPOVN OVETAPKELL OPLGTEPNGS KOIAOC

Agv éyel mpaypatomoindet 101k peAétn o€ acbeVelg e TVEDIOVIKT AP TNPLOKT VITEPTOOT) KOl
TAVTOYPOVT ducAeltovpyia aptoTepng Koking. Qotdco, 1 611 acbeveic (804 acbeveic mov Erafav
bosentan kot 807 acOeveig mov Elafav eucovikd PApLOKO) e GORapN ¥POVIK KAPSLOKT| OVETAPKELN
(XKA) vropbnkav og Bepamneia ent Eva péco ypovikod ddotnpa 1,5 £tovg, 6T0 TAMIGL0 pag
greyyouevnc e ekovikd eappoako perétng (AC-052-301/302 [ENABLE 1 & 2]). Ztn peiém avt
mapotnpnonKe avénuévn erintmon Tov voonieliov Adym XKA kotd 11 npateg 4—8 efdopddeg
Oepaneiog pe bosentan, avénomn mwov mOavOV va opeiretar o€ katokpdTnon vypmv. Katd tn pedém
QLT N KOTOKPATNON VYP®V EKONADONKE Le TPpON AN TOL COUATIKOD BAPOVS, LELOUEVN
GLYKEVTPMOT TNG OUOGPALPIVIG KOl AVENUEVO TOGOGTO OONUATOS TOV KATM AKP®V. XTO TEAOC TNG
HEAETNG, Ogv TTapatnpnOnKe d1apopd 6To GUVOAKS aPlBd VOGIAELDV AOY® KOPOLOKTG OVETAPKELNG 1|
ot Bvnodtta petaéd tov acbevav mov Ehafav bosentan kot TV acbevadv Tov ELapay EIKOVIKO
oappaxo. Katd cuvéneia, cuvietdrtal 1) Topakoiovdnon tov acbevov yio onuddie, KoToKpaTnong
VYPOV (T.Y. ADENCN TOL COUATIKOD PBAPOVG), EBIKOTEPA Y10 TOVG 0.60EVEIG TOL VITOPEPOLY TOLTOYPOVE
and cofapn cvoTolikt| duciettovpyia. Edv avtd mapovciactel, cuvictdtol 1 Evapén Oepaneiog pe
dovpnTikd 1 N avénon g 06ong TV oM yopnyoduevav dtovpntik@v. H Oepameio pe dtovpntikd
npénel va eEetaotel o€ acheveic pe evdeifelc kataxpdnong vypmv Tpw amod v Evapén g Bepomeiog
pe Tracleer.

IIvevuovikn aptnplokn veéptact oystilousvn pe Aoipwén HIV

Yrdpyel mepropiopévn epmerpio and KAvikeG peréteg pe  ypnon tov Tracleer oe acBeveig pe ITAY
oyxetilopevn pue Aoiuwén HIV, vid Bepomeio pe avtipeTpoikd QapuokevTikd tpoiovto (BA.
Tapdypoeo 5.1). Mo perétn aAinienidpaong peta&d Tov bosentan kot Tov lopinavir + ritonavir o
vy dtopa £de1Ee avénuéveg ouykeVTpoELg bosentan 6to TAGCUHA LE TaL pHEYIOTA EMITEdD EVTOG TV 4
TPOTOV NUEPOV Bepomeiag (PA. mapdypapo 4.5). Kotd v évapén g Oepamneiog pe Tracleer og
acBeveic o1 omoiot ypelalovial EVIGYVUEVOLC LI ritonavir ovacTOAELS TPOTEACNS, 1| Avoyn TOV acbevi
o10 Tracleer Oo Tpémel va TapakoAovdeital oTeVd, TPOGEYOVTAG IO0UTEPA, GTNV OPYN TNG PACNG
&vapéng, Tov Kivouvo VITOTUGNG Kot TIG EETACELS TNG NTOTIKNG AELTOVPYIOG. AE UTOPEL VO ATOKAEIOTEL
évag auEnévog LakpoypOVIog Kivouvog NatotoEIKOTNTOG KO OLULOTOAQYIK®OV aVETIOOUNTOV
ocupupapdtov 6tav To bosentan ypnGUOTOLEITAL GE GLVOVOCUO LE OVTIPETPOTKA POPLAKEVTIKA
npoiovta. EEautiag Tov evdeyopevou drapéng aAANAETIOPACEDY CYETILOUEVMV LE TNV ETOYOYIKN
dpdon Tov bosentan oto CYP450 (PA. mapdypago 4.5), mov Oa. pwopodoay vo exnpedcovy Ty
OTOTEAECUATIKOTNTO TNG OVTIPETPOTKNG Bepameiag, o1 acbevelg avtol mpénet eniong va
TapoKolovBovvtal TpooekTikd 0cov apopd v HIV doipwén tovg.

IIvevuovikn va€pTacn 0QEEMOUEVT GE YPOVIO. 0Tto@PaKTIKT tvevuovorddeia (XAII)

H aopdleia kot 1 avoyn tov bosentan peletOnke oe o dtepevvntikn perétn 12 efdouddwv, ywpic
opada eréyyov, oe 11 acbeveic pe Tvevpovikn véptacn, mov opehdtay o coPfapn XAIl (etadiov III
pe Baon v ta&vopnon GOLD). [opatnpnfnie avénon Tov aepiopov Katd AETTO Kot peimon Tov
KopeSOD 0&VYOVOL KAl 1) TO GLYVY AVETIOOUNTN EVEPYELD NTAV 1] SVOTVOL, TTOV ATOKOTAGTAONKE |IE
dlokonn| Tov bosentan.
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Zuyyopnynomn Ue GALC QOPUUKEVTIKO TPOTOVTA,

H ovyyopnynon tov Tracleer pe kuokAoomopivn A avtevdeikvutar (PA. mapaypdeovg 4.3 kot 4.5).

H ovyyopnynon tov Tracleer pe yAPevkdapion, pAovicovaloin kot pioopmikivn égv cuviotdtot. [
TEPIOCOTEPEG AEMTOUEPELES, AVATPEETE TNV TOPAYPPO 4.5.

H ovyyopnynon evog avactoréa tov CYP3A4 ko evog avactoréa tov CYP2C9 e Tracleer mpémet va
amoeevyetot (BA. Tapdypapo 4.5).

"Exdoyo

Ta dnomepdpeva diokia Tracleer 32 mg mepi€yovv o myn eavviarovivng (Acmaptaun — E951).
Av16 pmopet va eivor emtPAaPEC Yo ovOpdTOVG pe QovuAKeETOVOLpia. Agv VIGPYoLY dtafEcLa U
KAVIKE 1 kKhvikd dedopéva Yo Ty 0E0AGYN o TG XPNONG AOTAPTAUNG o€ BpEepn NAKioS KAT® TV
12 gfdouddwv.

4.5 Aliemopdocseic pe Ghho QUPROKEVTIKA TPOIOVTA KOl GAAES popPES ahlnAemiopaocnc

To bosentan eivat évag enaymyéag T@v 16oevibumv tov kutoypouatog P450 (CYP), CYP2C9 kot
CYP3A4. Aedopéva, and in vitro neréteg DITOOEIKVOOVY OTL TPOKOAEL emtiong enaymyn tov CYP2CI19.
YUVETMG, Ol CUYKEVIPMOGCELG OTO TAAGO TV OVCLOV ToL peTaforiloviat amd ta 16oévivpa avtd o
petmbovv pe v ovyyopnynon tov Tracleer. [1pémel va Anedel voyn N TOavoTHTO TPOTOTOMUEVNS
OTOTEAECUATIKOTNTOG TOV QUPLOKEVTIKOV TPOidvT®V Tov petoforilovrar and ta icoévivpa avtd. H
d000A0YI0 TV TPOIOVIMV CLTAOV UTOPEL VO YPECTEL TPOSAPUOYN HETE amd TNV Evapén, T LeTAfoAn
g d0coloYyiag N TNOKOTN TNG Suyyopnyovuevns Bepaneiag pe Tracleer.

To bosentan petaforiletar amd to CYP2C9 kot CYP3A4. H avacstoln avtdv tov 1coev{dumy umopsei
va av&Noet T cLuYKEVTP®OT ToL bosentan 6to TAdopa (BA. keTokovaloAn). H eridpaon tov
avactorémv Tov CYP2C9 ot cuykévipmon Tov bosentan dev €xet peletnei. O cuvovacpdc ovTdg
TPEMEL VAL YPNCUOTOLEITOL LLE TPOGOYT).

Dlovkovoloin xou dAlor avaoroleic twv CYP2C9 kou CYP3A4.: H cuyyopiynon pe ¢rovikovaloin, n
omoia avactéAlel kuping to CYP2CY, aArd o€ kdmoto Pabud ko to CYP3A4, pumopel vo tpokarécst
HEYAOAN abENCT] TNG GLYKEVTPWOOTG TOL bosentan 610 TAAGHA. O cLVOVAGUOC CVTOG dEV GLVIGTATAL.
I"a tov id10 Adyo, 1 suyyopyNom evog 1oyvpol avactorén Tov CYP3A4 (0nwg .y, keToKovalOAN,
rtpaxovaloAn N prrovaPipn) kot evog avaotoréa tov CYP2CY (dnwg m.y. Bopikovaldin) pe o
Tracleer dev cvviotdral.

Kvrloormopivip A: H euyyopfynom Tracleer kot kokhoomopivng A (avooToAEdS KOAGIVELPIVIG)
avtevdeikvotal (PA. mapdypago 4.3). Katd tn cuyyopniynon, ot apyikég EMAYIGTEC GCUYKEVIPMGELS TOV
bosentan Ntav mepimov 30 Popég LYNAOTEPEG ATO TIG CLYKEVIPMGELS TOV HETPNONKOV HETA Omd
yopnynon novo bosentan. Xt otafepn) KOTAGTUOT, Ol GLYKEVIPOGELG bosentan oto TAdoua NTav 3
£0¢ 4 PopéC VYNAOTEPES OO TIG GLYKEVIPDGELS UETA 0d Yop1ynom novo bosentan. O punyavicuog g
oAnAemidopacng avtrg eivat To TOAVOTEPO 1) AVAGTOAN TNG E1GOS0V, d10 LECH TV TPMTEIVAOV
petapopds, Tov bosentan ota nratokLTTOPA A6 TNV KukAooTopivy. H cuykévipmon g
KuKloomopivig A (éva vrootpoua tov CYP3A4) oto aipa peiodnke kotd 50% mepimov. Avtd
udAalov opeiletor oty enaymyn tov CYP3A4 ond to bosentan.

Tacrolimus, sirolimus: H cuyyopfynon tacrolimus 1 sirolimus pe Tracleer dgv £xel pehetndei otov
avBpwmo, alAd 1 cuyyopnynon tacrolimus 1 sirolimus pe Tracleer umopei va 00N YNGEL 6€ AVENUEVES
GLYKEVTPMGELS TOV bosentan 6To TAAGHO, KT  avaloyia Tng cuyxopynong e kukioomopivn A. H
ovyyopnynon Tracleer pmopel va EAATTOGEL TIG GLYKEVIPAOGELG TOV tacrolimus Kot Tov sirolimus 6to
T doua. I'” avtd 1o Adyo, | cuyyopniynon Tracleer pe tacrolimus 1 sirolimus dev cuvietdral. Ot
acBeveic mov ypeldlovtal avTovE TOVG GLVOLOGUOVE TPETEL VA TAPAUKOAOVOOHVTIL GTEVE. Y10
avemBounta cvuPapato mov oyetiCovror pe o Tracleer, KaBmG KOl Y10 TIG GUYKEVIPDGELG TV
tacrolimus/sirolimus Gto aipa.
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Tifevidauion: H ovyyopnynon bosentan 125 mg 81 nuepnoing eni 5 nuépeg peimoe Tig
GLYKEVTPMGELC TNG YAPEVKAauIONG (éva voctpoua tov CYP3A4) 610 mAdopo kotd 40%, pe
EVOEYOUEVT] OTLLOVTIKY UEI®ON TNE VIOYALKALKNG dpacnc. Ot cuykevipdoelg Tov bosentan 6to

T dopa peiddnkav eniong katd 29%. Emmpocheta, mapatnpninke peyaddtepn coxvotnta advéEnong
TOV AUIVOTPAVGPEPACHV G acbeveic Vo TavTdYpovn Bepaneio. Tdéco 1 YAPevkiapion 660 Kat To
bosentan ovaGTEALOLY TNV AVTALO ATEKKPLIONC YOAKMDY OAATWOV, YEYOVOG TOL UTTOPEL Vo EENYNGEL TV
avénon tov apvotpavePepacdv. O cuvdvacUdg aVTOG OV TPETEL Vo YPNOILOTOLEITOL. AEV VTTAPYOLV
Slobéotipa oTotYElD AVAPOPIKA LE TN QUPUOKEVTIKT CAANAETIOpaON UE TIG GALEG GOVAPOVLAOVPIES.

Pipoumixivy: H cuyyopriynon o€ 9 vy dtoue tov bosentan 125 mg 600 @opég tnv nuépa yia

7 nuépeg pe prpapumikivn, Evav woyvpd enayoyéa tov CYP2CI kar CYP3 A4, ehdttmoe Tig
GUYKEVIPMOGELG TAAGLOTOG TOL bosentan Kotd 58%, Kol 1 EAATTOOT QLT UTOPOVGE VO PTAGEL GYEGOV
70 90% o€ pio pepovouévn tepintoon. Katd cuvéneia, avapévetol onuavTiky ELATTOo TG Opacnc
Tov bosentan 6tav cuyyopnysiton pe pipoumikivr. H cvyyopnynon prpapmikiving kon Tracleer dev
ocuviotdrol. Agv vdpyovv dedopéva Yo dhiovg emaywyeig tov CYP3A4, dnmg etvar n
kapPapalenivn, N eawvoPapPitdin, n eoawvvutoivy kot to fotavo St. John’s, aAld 1 TavTOYPOVN
YOPNYNON TOLG AVOUEVETOL VO, 00T YNOEL O EAITTMOOT TNG CLGTNUATIKNG EkBEomg oTo bosentan. Agv
Umopel v’ amOKAEIOTEL KAIVIKA OTLLOVTIKT] EAGTTMON TNG OMOTEAEGUATIKOTNTAS.

Lopinavir + ritonavir (ka1 Lowmoi evicyouévor ye ritonavir avootoleic npwtedons). H cuyyopnynon
bosentan 125 mg 600 @popég v nuépa kot lopinavir+ritonavir 400+100 mg dVo Qopég TNV NuUEPA Yo
9,5 nuépec o€ vyieic 0elovTég, eiye MG AmMOTELEGLLA APYIKES ELAYIOTEG CLYKEVTPMGELC bosentan 610
TAAo U0 Ol OTTOlEG MTaY TEPITOV KaTh 48 Popéc peyaAbtepeg amd keiveg mov uetpnOnkay Enetto amod
yopnynon poévo bosentan. Tnv nuépa 9, o1 cuyKeVTP®GELS TOL bosentan 610 TAAGH TAY TEPITOL 5
@OpEC VYNAGTEPES o’ O,TL e To bosentan yoprnyovuevo puovo tov. H avacstodn g €16650v pécm TV
TPOTEVOV HETAPOPAS ota NratokvTapa kKot Tov CYP3A4 amd ) prrovafipn, 1 omoia LEIDVEL e
aVTOV TOV TPOTO TNV AITOUAKPVVGT TOL bosentan, eivat To mOavOTEPO OTL TPOKOAEL AVTAY TNV
aAinAeniopaon. Otav yopnyeitan tavtdypova pe lopinavirt+ritonavir 1 GAAOVS EVIGYVUEVOLG LE
ritonavir avactoAeic Tpmtedong,  avoyn tov acbevi oto Tracleer Oa npémel va mapakolovdeitat.

Metd and cuyyopnynon pe bosentan ywo 9,5 nuépeg, n éxbeomn tov mAdopatog o lopinavir kot
ritonavir peimdnke og KAvikd pn onuavtiko Babuo (katd mepinov 14% kon 17%, avtictorya).
Evtottoig, umopei va unyv eiye emrevybei mAnpng enaymyn amod to bosentan Kot o€ pwopel vo
OTOKAEIOTEL TEPATEP® UEIMOT] TOV OVACTOAL®V TPOTEACTG. ZUVICTATOL 1] KATAAANAN
mapoakorovOnon g HIV Bgpaneiog. [Tapdpoteg emdpdoeig o mpémel va avapévovtol pe GALOVG
EVIGYVUEVOLG L prtovaPipn avaoTtoleic Tpwtedong (BA. Tapdypago 4.4).

AMor avuipetpoikoi wopdyovres: Ag PTOPOLV VO, YIVOUV EOIKEG GLOTAGEIS OGOV APOPE TOVG AALOVG
SLBEG IOV aVTIPETPOiKOVE TaPdyovTes, AOYm TG EAletyng ototyeionv. E&attiag g onuavtikig
nratoto&kdTNTag TOL nevirapine Tov Oo uropovoe va tpoctebdel otV NITIKY TOEIKOTNTO TOV
bosentan, avTdg 0 GLVIVAGHOG O€ GUVIGTATOL.

Opuovikd avtiovidnmrixa: H cuyyopriynon tov bosentan 125 mg 300 @opég tnv nuépa yio 7 NUEPES pe
pio povo 3061 AVTIGLAANTTIKOD TTOV YOPTYELTAL 0O GTONATOG Kal TEPIEYEL vopebiotepovn 1 mg +
gBuvovlolotpadiodn 35 meg, odMynoe o erdttmon g AUC g vopebiotepdvng kot g
ebuvorolotpadtoins katd 14% kar 31% avtiotorya. Opme, n eldrtoon oty ékbeon aviibe og 56%
ka1 66% ovtiotoyo og pepovouéva dropa. I' avtd to Adyo, udve ToLE To AVTIGVAANTTIKA TOV £X0VV
Baon tic oppoveg, aveaptnTmg Tng 0601 YopNyNons (dNA. and GTOUATOG, EVESIULA, OLUOEPUIKA 1|
guputevdueva) dev Bempodviar aidmioteg uEHodotl avticOAANYNMC (PA. Tapaypdeovg 4.4 kat 4.6).

Bopgapivy: H cuyyopriynon bosentan 500 mg d1g nuepnoing ent 6 nuépeg odnynoe o€ peiwon Twv
GLYKEVIPMGEMV GTO TAAGHA T0G0 NG S-Pappapivig (éva vrdéotpmpa Tov CYP2CY), 660 kot g R-
Bappapivne ( éva vrdotpope Tov CYP3A4) katd 29% kot 38% avtiotoyya. H khvikn eumeipia amd
N cuyyopnynon bosentan pe Papeapivn ce acbeveic ue ITAY dev 00NyNGE G KAVIKG OMUOVTIKEG
petaforég Tov Aoyov INR 1 tng d60omg g fopeapivig (apyicés TYHEG EVOVTL TOV TIHMV KATE TO TEAOG
TOV KMVIKGOV peret@v). Emmpdobdeta, 1 cuyvomta tpomomoinong g 66ong g fapeapivng katd tv
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SUIpKELD TOV KAVIKOV HEAETAOV, AdY® petafolmv 6to INR 1 Adyw avembduntomv copfopdtov, oy
Tapopole Leta&y tv acevov vo Oepaneia pie bosentan kot ekeivov Tov EAaPav EKOVIKO GAPUAKO.
Agv amarteital 60coAoyikr pOOUeN ™G Papeopivng Kot TUPOUOI®V AVTITNKTIKOV TOPUYOVIMV UT0
GTOUATOG KOTA TNV Evapén yopnynong tov bosentan, GUVIGTATOL OUMOE EVTIOTIKT TAPAKOAOVONGT TOV
INR, aitepa katd v mepiodo Evapéng Kot Kot Ty tepiodo avénong g 66omg.

Zfaotativyy: H cuyyopnynon tov bosentan 125 mg di¢ nuepnoing exi 5 nuépeg 0dnynoe oe peimon
TOV CLYKEVIPOOE®Y GTO TAAGUA TNG olpfactativing (éva vrodotpopa Tov CYP3A4), kabng kot Tov
gvepyoL B-vdpo&uo&éoc petaforitn g katd 34% kot 46%, avtictoya. Ol GUYKEVIPAOOELS GTO
mAdoua Tov bosentan dgv ennpedoTnKav amo Tt cvyyopnynon owpactativig. Ipénel va eEetactel to
EVOEYOUEVO TOPUKOAOVONONG TOV EXTES®V TNG YOANGTEPOANC, KOl ETOKOLOLONG TPOCAPUOYNC TNG
docoroyiag.

Keroxovaloin: H cuyyopfynom tov bosentan 62,5 mg di¢ nuepnoing ent 6 nuépeg, 1e kKetokovaloan,
oyvpo6 avactoréa Tov CYP3A4, 001 ynce oyeddv o€ SIMAAGLOCUO TOV GUYKEVIPOGE®Y TOL bosentan
070 TAAGHO. Agv Bewpeitan amapaitntn N Tpocapuoyn g docoroyiag tov Tracleer. Ilapodio mov dev
SmoTOONKAY 6€ UEAETEC in VIVo, OVOUEVOVTOL TTOPOUOLEC OVENGELS OTIC GLYKEVTPMGELS TOV bosentan
07O TAAGLO, LLE TOVG AAAOVG 10YVPOVG avacToAElG Tov CYP3A4 (6mwg 1 ttpakovaldin
prtovafipn). Qotdco, 6tav cuvovaletar pe avactoréa CYP3A4, o1 acBeveig pe petmpévo
petaforiopd tov CYP2CY datpéyovv kivovvo adénong tmv GuykevipOce®mV Tov bosentan 6to
TAGo U OV popel vor Exouv peyaldtepn viaot], 0dNymvTag £Tol o€ duVNTIKG eTIBAaPn avembounta
copupdapara.

Enonpootevoin: To meplopiopuéva ototyeio mov exedncay amd wo pedém (AC-052-356,
[BREATHE-3]) katd v omoia 10 mardratpikoi acbeveic Elafav cuvdvaoud bosentan kot
EMOTPOCTEVOANG, £0E1EAV OTL, LETE OO YOPTYNOT TOGO HOVIIP®Y OGO KOl TOAAATAMY OOGEMV, Ol TIES
Crax kot AUC tov bosentan tov mopdpoteg 6tovg acbeveic mov Elafav i dev Elafav cuveyn £yyvon
emomPooTtevOIG (BA. mapdypapo 5.1).

Ziloevapiln: H cuyyopnynon tov bosentan 125 mg 0o popég tnv nuépa (otabdepn KOTAGTACT) LUE
o\devapiln 80 mg tpeig popéc v nuépa (otabepn| katdotaon) eni 6 NUEPES G vY1ElG e0eAoVTEC
odnynoe og eAdttmon g AUC tng otddevapiing kotd 63% kot og avénomn g AUC tov bosentan
Kkatd 50%. ZuvicTdTol TPOGOYY| OTIC TEPIMTMCELS GLYYOPNYNONG.

Tadalopily: To bosentan (125 mg 600 @opég TNV MUEPO) EAATTOVEL TN GLGTNUATIKN €kBeon g
tadarapiing (40 mg pio opd v Nuépa) Kotd 42% Kot ™V Cmax Katd 27% HETA TN cLYYOopIYNON
moAmAGV 06cewv. H tadarapiin dev emmpéace v ékBeon (AUC kot Cmax) TOL bosentan M tov
UeTAfoATOV TOV.

Ayoéivy: H cuyyopfiynom bosentan 500 mg 600 @opéc tnv nuépa. enl 7 nuépeg pe dryo&ivn peiowoe tnyv
AUC, ™ Crax Kot T Crin T™¢ S1y0&ivng xatd 12%, 9% kot 23% avtiotorya. O unyoviouds g
oAAnAeTidpaon G oVTAG WTopel va eivar 1) eraymyn P-yAvkonpoteivov. H aAlnienidpaon avty
mBovotata Oev £xel KAVIKT onuacia.

Toudrotpikde TAnOvoude

Meléteg aAANAETIOPACE®DY EYOVV TPAYLOTOTTOOEL LOVO GE EVAAIKEC,

4.6 Tovipétnra, kONoN kKM yorovyio

Kimon

Meléteg oe {da kaTéder&av avamapoy®ytkn ToEIKOTNTA (TEPUTOYEVETIKOTNTA, EUPPLOTOEIKOTNTO,
PAéme mapdypoo 5.3). Aev vdpyovv afldmiota otoryEio oyeTIKA e TN ypnon Tov Tracleer otig

€yKvovg yuvaikeg. O mhavog kivduvoc yio tovg avBpamovg e&axorovbel va mapapével ayvmotog. To
Tracleer avtevoeikvuton oty Komon (BA. mapdypoeo 4.3).
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T'vvaikeg pe dvvatdtnro TEKVOToinong

Ipwv v évapén Oepameiag pe Tracleer og yovaike pe dvvatotnTo TEKVOTOinoNg, O Tpénet va

e éyyeTat OTL 1 yuvaika dgv eivatl £YKLOG, Vo TPOSPEPOVTAL KATAAANAES GUUPBOVAEC OVAPOPIKA LE
a&omioteg peBddovg avTicOAANYNG Kot va Eekva 1 xpnon a&omiomg pebddov aviicvAinyng. Toco
ot aoBeveig 660 kot 6601 divovy cuvTayn TPEREL Vo, YVoOpPIilovy 0Tl AOY® SLuVNTIKOV
QOPUOKOKIVITIKOV 0AANAETIOpdcemV, To Tracleer evOéyeTol v KATAGTAGEL AVOTOTEAEGLOTIKG, TO.
OPUOVIKG AVTIGLAANTTIKG (BA. Tapdypa@o 4.5). Zuvendc, ol YuVaiKes [LE SUVOTOTNTA TEKVOTOINOTG
OgV TPEMEL VO, YPTCUOTOIOVY OPUOVIKA OVTIGCVAANTTIKA (CUUTEPIAAUPOVOUEVOV TOV LOPPAOV TOV
YOPNYOOVTUL OO GTOUATOG, TOV EVEGIUMY, TV SIUSEPUIKADV 1 TOV EUPVTEDSIUDV LOPPDY) OC
pHovodikn uEB0do avTiIcOAANYNG, OAAG TPETEL VAL YPTCULOTOIOVY KATO10 TPOGHETN 1 EVOALOKTIKN
a&omiotn pébodo avticOAANYMC. Xe mepintmon Tuydv apetPoriog g TPOS TIg GLUPBOVAES TIG GYETIKEG
UE TNV aVTIGVAAN YT oV Do TPETEL VAL TPOCPEPOVTOL GE LK GVYKEKPLULEVT acBevn, cuvicTdTol
emiokeyn 6g YUVOIKOAOY0. Ady® TG SLVATOTNTOC OTOTVYI0G TG OPUOVIKNG OVTIGCOAANYNG KATE TN
Oepaneia pe Tracleer ko Aapfdvovtag emiong vLOYN TOV KIVOLVO OTL 1] TVELUOVIKT] VITEPTOCT)
EMOEWVOVETOL GOPapd KOTA TNV EYKLHOCVUVT, Katd T Oepaneia pe Tracleer, cuvioTdton 1 ekTédeoT
dokipaciog Kunoemg kGbe UNvo OOTE Vo EMLTPETETOL 1) £YKOUPT aviyvevor Konong.

Onioouodg

Agdopéva, amd pia, avopopd TEPLOTATIKOD TEPTYPAPOLV TNV TaPOLGia bosentan 6to avOpdTivo ydAa
0€ YOUNAT GLYKEVIPWOT). YTTAPYOLV avenapKeic TANPOPOPIEg OYETIK e TNV EMIOPaCT TOL bosentan
ota OnAalovta Ppéen. O kivovvog ota OnAdlovto Ppéen dev umopei va amokAelotel. Aev GuVIGTATOL O
Onhaopog kot ™ dudpkela g Oepaneiog pe Tracleer.

Tovipdémra

Meléteg oe {a £de1&ay emdpdoelg otovg Opyels (PA. mapdypao 5.3). Te pio KAVIKY HEAETN TTOV
gpebivnoe TIG EMOPACELS TOL bosentan oTn Aeltovpyia TV OpyewV oe dvipeg acbeveig pe [TAY, €6
amd toug 24 coppetéyovies (25%) elyav pelopévn cuyKEVTIp®ON orEPUATOC Katd tovidyiotov 50%
amo TNV apyIKN T otovg 6 unveg Bepameiog e bosentan. Mg Bdom owtd To EOPALOATO Ko
TPOKAVIKA dES0UEVA, OEV UOPEl VoL AmOKAEIGTEL TO evdgXOEVO OTL TO bosentan £yel emPBAafn
EMIOPACT OTN CTEPLATOYEVEST] GTOVG AVOPEC. XTAL AYOPLd., OEV UTOPEL VO ATOKAELOTEL 1] LOKPOYPOVIQ
eninTmon ot yoviudtnto et and Oepameio, pe bosentan.

4.7 Emodpdaosig 6TV IKEVOTNTO 001]Y1|6NG KOl YEIPICHOD PNy OVI|LATOV

Agv mpaypotomomOnkoy edkég peréteg yuo va a&toAoyn0ei n dueon emidpacn tov Tracleer oty
KAVOTNTO 001 YNONG KoL YEPICHOV pnyavnuatov. Qotdco, to Tracleer pmopel va mpokaiéost
VROTOGT, 1e cuuTTOpaTo (AANG, Boumg OpaoNC 1 GVYKOTNG, 1) OTTOl0 UITOPEL VO, EXNPEACEL TV
TKOVOTNTO 001 YNONG 1 YEWPLGUOD UNYOVUATOV.

4.8 AvemOOunteg evépyereg

2€ 20 eleyyOUEVES e EIKOVIKO QAPUOKO PEAETES, TTOV TPOYUATOTOMONKAY GE S1APopec OEPAUTEVTIKES
gvoeielc, ouvolika 2 486 acbeveic vrofAnOnkav ce Oepamneia e bosentan o€ nuePNGIEG dOGEIC TOV
Kopoivovtay amd 100 mg g 2 000 mg evad 1 838 acbeveig AdpPoavay eikovikd eappoko. H péon
dudpkela Bepaneiog Nrav 45 gfdopddec. Opiotniay ot avemBOUNTES EVEPYELES MG GLUPAVTO TOV
gupaviotnkav oto 1% TovAdyiotov TV acbevav Tov Adupavay bosentan Kol 6g GuyvVOTNTA
TovAdyiotov 0,5% peyoddtepn amd ATV TOL EIKOVIKOD Papudkov. Ot o cuyveég ovembvunteg
evépyeleg etvar movoképarog (11,5%), oidnpa / katakpdnon vypov (13,2%), un puclorloyucég
dokpacieg nratikng Aettovpyiog (10,9%) ot avopio / peiowon apoceaipivig (9,9%).

H Ogpaneio e bosentan cvuoyetiomke e 0060eEAPTOUEVEC OVENGELS TOV AULVOTPUVOPEPUTHV TOV
NTOATOG KOl LEMOELG OTT CLYKEVIP®OT drpoopalpivig (PA. mapdypopo 4.4).
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Ot avemBounteg evépyeteg mov mapatnpnOnkay og 20 eheyyOUEVES e EIKOVIKO PAPLOKO HEAETEG LE
70 bosentan Kot Kotd TV eUmepio LETA TNV KuKAOPOpia otV oyopd TavooOVToL avAAOYa LE T
GLYVOTNTA TOLG YPTCLLOTOIDVTAG TV aKOAOLOT Tapadoyn: TOAD cvyvég (= 1/10), cuyvég (= 1/100
¢w¢ < 1/10), oyt ovyvég (= 1/1 000 €wg < 1/100), omavieg (= 1/10 000 émg < 1/1.000), TOAD omrdvieg (<
1/10 000), pun yvootég (dev pmopovv vo, ektiunBovv pe Baon to dtabécipa dedopéva).

Evtog ka0g kotnyopiog cuyvotnTog EUPAVIONS, Ol avemBOUNTEG evEpYElEg TopatifevTal KaTd
eBivovca celpd coPapodtntag. Aev TapatnpNONKoV KAVIKA GYETIKEG SLOPOPEG G OVETIOVUNTEG
evépyeleg HeTa&D TOL GLVOLOL JESOUEVAOV KOl TV EYKEKPUEVMV EVOEIEEW®V.

Koatnyopia / opyoviké cvotnua | Zvyvotnra AvemO@ountn Evépyela
Awtapoyéc Tov aipatog Kot Tov 2oyVveEg Avapia, peioon opoceopivg
AELPUKOD CLGTILOTOC (BA. mapdypago 4.4)
Mn yvooTtég Avoyio 1 LELOOELG
OLLOCPOIPIVIG TOV ATaLTOVV
petayyion epubpaov
apoc@apiony!
Oyt cvyvéc OpopPonevial
Oy ovuyvég Ovdetepomnevio, Aevkonevia!
Awtapoy€c 0voGOomolNTIKOD 2oyveEg Avtidpaocelg vrepevoicinoiog
GLGTNLOTOG (6mm¢ deppoTition, Kvnoprog Kot
eEqvOmua)?
Yrhvieg Avaeura&io ko
ayygooidnua
AwTopayéc Tov vELupIKoD IToAv cuyvég Kepolaryio?
OLOTNHOTOG Suyvéc Yvykomh 4
Awopayég Tov 0pOoApon Mn yvootécg Qapumy 6pacn’
Kopdiokéc dtotapoyic Suyvéc AioOnuo rodpmv'*
Ayyeloxég dratapoyésg Xuyvég ‘E€aym
Soyvég Ynotaon! 4
AvomvevoTtikéc, Ompoakikég Xoyvég Pwvikt| copgdpnon!
SloTapayES Kot SloTapayES TOV
puecobmpaxiov
TNaotpeviepikég datapoyég Xoyvég laotpooicopayikn
TOAVOPOUN O
Aldppowa
Hratoyolwkég dratapayég IToAv ovyvég Mn @uGLOA0YIKEG SOKIUAGTES
nmatikng Aettovpyiog (BA.
mopdypapo 4.4)
Oy ovyvég AvENGEIC OUVOTPOVOPEPACTG
oyetilopeveg e Nratitidn
(ovumepriapfovouévng
evogyoUEVNG EMOEIVOONG
VIOKeIPEVN G NIATITIONG) Koum
tktepo! (BA. mapdypopo 4.4)
Xrdvieg Kippwon frotog, nratikn
averdprelo
ATopoyEG TOL SEPLOTOC KOL TOV | ZVYVEG Ep0Onpua
VTOSOPLOV 16TV
Tlevikég dratapayég kot IToAv cuyvég Oidnua, KatokpdTnon VYPOV

KaTOoTAoELS 0T BEon Yop1ynong
1

Ta dedopéva Tpogpyovtor amd TV gumelpio HETA TNV KVKAOPOpio 6Ty ayopd, ot cuyvotnteg Pacilovot o€
GTOTIOTIKO LOVTELO OEGOUEVOV OO EAEYYOUEVEG LE EIKOVIKO QUPUOKO UEAETEG.

2

ac0evav mov AAUBovay EIKOVIKO PAPLLOKO.

3

EIKOVIKO QAPLLOKO.
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Avtidpaoelg vepevatodnciog avaeépdnkay 610 9,9% tov acbevav mov Adupovay bosentan kot 6to 9,1% tov

Keporaryio avagépbnke oto 11,5% tov acbevav mov Adpfavay bosentan kot 610 9,8% twv achevav mov Adpfavay




Avtoi o1 TOUTTOL AVTIOPAGEDY UTOPOVV ETIOTG VOL GUGYETIGTOVV UE TNV VPIGTAUEVT VOGO.
Oidnpa 1 xatakpdtnon vypodv avaeépbnke oto 13,2% tov achevav mov Adpufavay bosentan kot oto 10,9% tev
ac0evdv mov AGUPovay EIKOVIKO GAPLLOKO.

Kot v mepiodo HeTd TNV KUKAOQOPIO GTNV ayopa avaEpONKaY CTAVIEG TEPITTOGELS AVEENYNTNG
NTATIKNG Kippwong petd omd mopatetapévn Oepoameio pe Tracleer o€ aoOeveig pe ToAATAEG
GLVVOOT|POTNTEG Kot Bepameieg e PapUaKEVTIKE TPOTOVTA. YTPEAY EMIONG OTAVIEC OVAPOPESG
NTOTIKNG OVETAPKELNS. AVTEG Ol TEPITTMOCELS EVIGYVOVV TN GNHLAGI0 TG QLGTN PTG THPNOTG TOV
UNVI0iOL ¥pOovOoSLoyPAUUOTOS Y10 TOPAKOAOVON G TNG NTOTIKNAG AELITOVPYING GTN SLAPKELN TNG
Oepaneiog pe Tracleer (BA. Tapdypago 4.4).

Toudrorpikdc TANOvoude

Mpn eleyyoueves kKAvikég pelétes o€ mod10TPIKOVS 0.GOEVELS

To TpoPik aoPALEING GTNV TPATN U1 EAEYXOUEVT UEAETT] Y10 TTOSIOTPIKOVE 0loOEVELS TOV
TPAYULOTOTOMONKE LE TO EMKAAVUUEVO e AemTO VUEVIO dlokio (BREATHE-3: n = 19, didpeon niwia
10 etddv [evpog 3-15 etddv], avoytig emonuovong bosentan 2 mg/kg 600 Popég nuepncing, dS1apKeLn
Oepamneiog 12 efdouddeg) NTov TapdUol0 Ue ovTd TOL TAPUTNPNONKE OTIG TIAOTIKEG UEAETEG OE
evnAkeg aoBeveic pe ITAY. Ztnv BREATHE-3, o1 cuyvotepeg avemiBounteg evépyeteg nTav €oym
(21%), kepaAadyio Kot P LOLOAOYIKEG SOKILAGIES NTATIKNG Agttovpyiag (Ekaotn 16%).

SVYKEVTIPOTIKT AVAALGOT U EAEYYOUEV®V TOLOOTPIKADV UEAETOV TOV TTpaypatonomOnkay oty ITAY
pe bosentan 32 mg diacneipopevo diokio (FUTURE 1/2, FUTURE 3/Enéktacn) cvopnepiédafe
ouvoAlkd 100 moudid mov AdpPavay bosentan 2 mg/kg 0o popég nuepnoing (n = 33), 2 mg/kg tpeig
eopéc nuepnoing (n =31) N 4 mg/kg dVvo popég nuepnoing (n = 36). Katd v yypagn otn werém,
£E1 aoBeveig rav petadd 3 unvav kot 1 €tovg, 15 moudid frav peta&d 1 kot Arydtepo amod 2 eTdv Kot
79 Arav peta&y 2 xon 12 etov. H didpeon odpketo Oepameiog nrav 71,8 efdonddes (evpog 0,4-258
gPOOUAOES).

To TpoPik acPAAELNG GE QVTIV TN CLYKEVIPMTIKN AVAALGT U1 ELEYXOUEVOV TALOIATPIKOV LEAETOV
NTav 6010 UE EKEIVO oV TopatnPNONKE OTIC TAOTIKEC doKIUEG o€ eviAikeg aoBeveig pe TTIAY, e
e€aipeon Tig AoMEELS, TOL avapépovtay cuyvoTepa omt’ 0,TL 6ToVg eviidkeg (69,0% évavtt 41,3%).
Avt 1 S10Qopd 0TI CLYVOTNTO TOV AOTUDEEMV UTOPEl VoL OPEIAETOL EV HEPEL OTN PEYOAVTEPT
dudpkela g péomng éxbeong otn Bepaneia otov Toudotpikd TAnOvouod (drdpeon didpketa 71,8
gBdouGoeg) cuykpitika pe Tov TANBvoud TV evnlikov (Léom didpkela 17,4 efdopddeg). Ot mo
GLYVEC OVETIOVUNTEG EVEPYELEC TAV O1 AOTUMEELS TG AVATEPNC OVOTTVELGTIKNG 000V (25%), N
mvevpovikn (aptnplaxn) véptaot (20%), n pvopapvuyyitda (17%), n mupesia (15%), o éuetog
(13%), n Bpoyyitda (10%), To KotAoko aAyoc (10%) kot 1 dudppota (10%). Aev vInpye OYETIKN
Spopa oTIC GLYVOTNTES TOV AVETIHOUNTOV EVEPYELDV UETAED 060EVDY NATKING VD Kot KATO ToV 2
ETOV, ®GTOC0 TO eVpnua avTo Paciletor poévo og 21 modid nAkiog KAt Tov 2 €TV,
ocounepriappavopévev 6 aclevov niikiog amd 3 unvov €og 1 £€tovg. AvemBounteg evépyesieg Tov
oyetilovol ue avoUaAiES TOL HTOTOG Kot avaipio/peimon apocealpivng ekdnimbnkay oto 9% kot
5% tov acbevov, avticTotya.

& 10, TUYOIOTOMUEVT] ELEYYOUEVT UE EIKOVIKO QAPLOKO UEAETT], TOL TTpoypUaTomomOnke o€ acbeveig
ue EITYN (FUTURE-4), cuvoiikd 13 veoyva éhapav diacmelpduevo diokio bosentan og 66om 2 mg/kg
dv0 popéc nuepnoing (8 acheveic Aaupavay swovikd eapuako). H péon didpreia Oepaneiog pe
bosentan kot €lKoviKo eappoko frav avtictoyo 4,5 nuépeg (evpog 0,5-10,0 nuépeg) kot 4,0 nuépec
(evpog 2,5-6,5 nuépec). Ot mo cuyvéc avemBounteg evépyeleg 6tovg acbeveic Tov Adupavay bosentan
KOl EIKOVIKO QAPHOKO, avVTIoTOLYO, NTaV avolpio 1| peimon g aposearpivng (7 kot 2 acbeveic),
yevikevpévo oidnua (3 kot 0 acbeveig) ko Epetog (2 kot 0 acBeveic).

Epyaotnprokéc dtotopoyEg

Mpn pooioloyikéc dokiuaoies NTATIKHG AsITOVPYIaG
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270 TAAIG10 TOL KAVIKOU TPOYPAUUATOS, YEVIKA ELPAVIOTIKAY S0G0EEUPTOUEVES OVENCELS OTIC
QULVOTPUVOPEPATEG NTATOG LESH OTIC TPMTEG 26 efdopddeg Bepameiog, avamtoydnkoyv cuvnBng
OTOOLOKA KoL )TOV KUPIMG AGVUTTOUATIKEC. MeTd TV Kuklogopia Tov QapuUiKov, VINPENY GTAVIEG
ovVaQOPES KIPPMOTNG TOV HITOTOC KOL NTTOTIKNG OVETAPKELNS.

O unyoviopog avTig TNG avVemBOUNTNG EVEPYELNG Eival AyvmoTog. Avti 1 avénon Tov
QULVOTPUVOPEPUOOY UTOPEL va avacTpapei avbopunta evoowm cuveyileton ) Oepaneio pe 60ce1g
cuvtipnong tov Tracleer 1| petd omd peimon e SocoA0YinG, EVOEYETAL OUWOC VO XPELOCTEL TPOSMOPIV
SlOKOTY| 1] OPIOTIKOG TEPUATIOUOC TNG Oepameing (BA. Tapdypapo 4.4).

211¢ 20 0AOKAN POUEVEG EAEYYOUEVEC UE EIKOVIKO PAPLOKO PEAETEC, TapaTtnpnOnke abénom tov
Nratik®v opwvotpoveeepacmy > 3x ULN oto 11,2% tov acbevav mov éhafav bosentan 6g chykpion
ue 2,4% tov acbevav mov Eafoav siovikd eapuako. [Mapoammpnnkay avénoeig Eéog > 8 x ULN 610
3,6% tov acbevav mov Aaupavav bosentan kot 6to 0,4% TV acdevav Tov Aapupavay elKoviKo
@appako. Ot a&NGEIC TOV AUIVOTPOVEOEPACHY GYETIOTNKAY UE avénuévn yorepuOpivn (= 2 x ULN)
yopic amodektikd otoyyeia andPpaing Tov yoAneopwv oto 0,2% (5 acbeveic) pe to bosentan Kot 6to
0,3% (6 acBeveic) pe T0 EKOVIKO PAPLLOKO.

21 ovykevipotikn avaivon 100 todiov pe [TAY amo Tic un eAeyyOUeEVES TOOIATPIKEG LEAETEG
FUTURE 1/2 xou FUTURE 3/Enéktacn, mapatnpndnke adénon Tov apivoTpavepepac®my Nratog > 3
x ULN o710 2% 10V aclevav.

> uerétn FUTURE-4 mov cvumepiéhafe 13 veoyvd pe EITYN mov AdpPovay bosentan 2 mg/kg 600
Qopéc muepnoing ywo Atydotepo amd 10 muépeg (svpog 0,5-10,0 muépeg), dev gppavioTnray
TEPIOTOTIKG, UE auvoTpavoeepdoeg NMmatog > 3 x ULN omn didpkewn g Oepameiag, ®otdG0
EUPAVIOTNKE EVO TEPLOTATIKO NIATITIONG 3 MUEPES HETA TO TEAOG TG Bepameiog e bosentan.

Awoopaipivy

2116 ELEYYOUEVES LE EIKOVIKO QAPLOKO LEAETEG GE EVIIAMKEG, LEIMOT TNG CLYKEVTPMONG TG
atpoceapivng €mg katm omd 10 g/dl and Tig apyikés Twég avaeépdnke oto 8,0% tov acbevov Tov
Adppavay bosentan kot 6to 3,9% tov acBevav Tov Adpfavay wovikd edppako (BA. mapdypapo
4.4).

2 ovykevTpoTikn avaivon 100 toudidv pe TTAY amd tig pun eleyyouevec modtoTpikés LEAETES
FUTURE 1/2 ka1 FUTURE 3/Enéxtocm, pelmon tng cuYKEVTPOOTG AoGQopivig amd Tig apyikég
TIHEG Em¢ kot KAt omd 10 g/dl avapépbnke oto 10,0% tov acBevav. Agv vnpée kapio peiowon oe
T Kato amo 8 g/dl.

2t perétn FUTURE-4, 6 and 13 veoyva pe EITYN mov Adppavay bosentan gpgdvicoy peiwon g
opooc@opivng amd T vidc Tov e0PoVS ovaPOPES Katd TV Evapén oe TN KOTO amd TO KATATEPO
OP1O TOL PLGLOAOYIKOV 6T dtdpKeLn TG Oepameiog.

Ava@opd THavOAOYOVUEVAOV OVETIBOUNTMV EVEPYELDV

H avagopd mboavoroyoduevoy avemBOunTmy evepyElmV LETA amd TN YopnyNnon doelog Kuklopopiog
TOV QUPUOKELTIKOD TPOIOVTOG elvan onuavtikn. Emtpénet tn cuveyn mapakolovdnon g oyéong
0PEALOVC-KIVOVVOL TOV PUPHOKEVTIKOD TPOTOVTOG. ZnTeital and Tovg enayyeAIOTIEG VYElNG VO
avaPEPOLY OTTOLEGONTOTE TIOUVOLOYOVEVES QVETIOOUNTEG EVEPYEIEG UEG® TOV €B0VIKOD GUOTNUATOG
ovapopds Tov avaypdeetor otollapdptnpa V.

4.9 Ynagpodocoroyia
To bosentan yopnynfnke o€ pepovopéveg d6ce1c mg kot ta 2 400 mg og vy dTopa Kot 6€ 60GELG G

Kot ta 2 000 mg/muépa eni 2 unveg oe aobeveic e GAAN VOG0, TANV TG TVELUOVIKNG OPTNPLOKNG
vréptaong. H o ovyv avemBbun avtidpaon frav kepaialyio ehappdg £0g LETPLOG £VTOOTS.
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YrepPoiikd peydieg 0OGELG EVOEYETOL VO OOTYIOOLY GE £VTOVT] VITOTACT], Y10 TNV OVIILETMTIC TG
omoiog amatteital evepyn kopdiayyelakn vrootnpién. Metd v KvkAopopio Tov papudikov, vepée
uia mepintwon vrepdocoroyiog, otV omoio Evag appevag enpog acbevig éaafe 10 000 mg Tracleer.
Eiye copuntopata vavtiag, euétov, vrotoong, CoAng, epidpmong kot Baumig opacns. Avéviye
EVTEADG eVTOC 24 pdV, e VTOGTNPIEN TNG Tieong Tov aipatog. Znpeimon: To bosentan dev
OTOUAKPOVETOL LECH TNG apokdBaponc.

5. DOAPMAKOAOT'TKEX IAIOTHTEX
5.1 ®@oppokodvvopiKES 1O10TNTES
Doppokobepamentikn katnyopio: dAAa aviwreptacikd, kwdikoéc ATC: C02KX01

Mnyoviooc dpdong

To bosentan givat £vag SITAOC avToy®VIGTHG VITOd0YE®V EvoobnAivng (dual endothelin receptor
antagonist — ERA) pe ynuikn cvyyéveld yuo ap@dtepoug Toug vtodoyeic g evoodniivng A kot B
(ETa kot ETg). To bosentan pPeldvel TOGO TIG TVELHOVIKEG OGO KOl TIC GUGTILLOTIKEG OYYELOKES
OVTIGTAGELG, 00N YDOVTOG GE ALENIEVT KOPOLOKT TOpOYT], XOPI avEnon e Kapdlokng cuyvoTnTaS.

H vevpooppovn evéobniivn-1 (ET-1) amoterel pio amd T1g 1GXVPOTEPES YVAOOTES 0y YELOCVOTACTIKEG
0VGiEG KO UTopEl emiong VoL TPOAYEL TNV VMG, TOV TOAALATAAGIOCUO TOV KUTTAP®OV, TNV KOPSLoKN
VIEPTPOPIN KL TNV AVASIAUOPPOOT], EVD EYEL TPO-PAEYLOVDOIN dpdon. Ot emdpdoelg avtég
EMAyOVTAL HECM TNG LVOESTG TNG EVOOONAIvNG e Tovg vtodoyeic ETa xar ETg mov Bpickovrtal oto
€vooOMA10 Ko 6T0 KOTTOPO TV AElV pudv Tov ayyeiov. Ot cvykevipooelg e ET-1 otoug 16100¢
Kol 6TO TAAGHO QLEAVOVTOL GE TTOALEG KOPIAYYEINKES SLOTOPAYES KOl VOGOV TOV GUVOETIKOD 1GTOV,
ocvumeptropPavouévne g ITAY, tov okAnpodépuatog, tng o&elag Kat Tng XpOvVIag KapILOKNG
OVETAPKELOG, TNG LOYOLUING TOV HVOKAPSIoV, TG GLGTILOTIKNG VIEPTACTC KoL TNG

apTNPLOCKAN pLVETG, TPy oL VTodnAdvel 6Tt 1) ET-1 mailel maboydvo poro o€ owTég TIC
acBéveleg. Te mepumtoelg [TAY kot kapdlokng aVETAPKELNG, ATOVGIN OVTUYMOVIGUOD TV VTOS0YEMV
g evéoBniivng, ot avénpévec ocuykevipmoels g ET-1 cvoyetilovtat ioyvpdg pe tn fapvtnta Kot
Vv TPOYVAOGCT AVTOV TOV VOCOV.

To bosentan avtaywviletot T ovvdeon g ET-1 kot dAhov nentidiov ET oe appdtepovg vrodoyeic
ETa xon ETs, pe ehappdg peyardtepn ovyyévela yio toug vodoyeig ETa (Ki = 4,1-43 nanomolar)
mapd yio Tovg vrodoyeic ETs (Ki = 38-730 nanomolar). To bosentan avtaymviletal €181k TOVg
vrodoyeic ET kot dev deouevetal o GALOVES VTOJOYEIC.

ATOTEAECUATIKOTNTO,

Zwka povtédo,

e {01k LOVTEAN TTVEVUOVIKTG DITEPTOOTG, 1 POV 0Td GTOUATOG XOpNynon bosentan peiwoe Tig
TIVEVLOVIKEG AYYELOKEG AVTIGTAGELS KO OVEGTPEYE TNV TVEVLLLOVIKT] OLYYELOKT] DITEPTPOPIO KOt TIV
vepTPOoRia TG Se1dg Kokiag. e £va (kO LOVTELO TVELHOVIKNG tvwong, To bosentan peiwoe tnv
gvamo0eon KOAAOYOVOD GTOVG TVEDLLOVEG,.

AmoteleopotinotnTo. o€ eVIAIKES AOOEVEIS e TVEDUOVIKY PTHPLOKH DTEPTOON

AVO TUYOLOTOUNEVEG, OITAG TVQAEG TTOAVKEVTPIKEG EAEYYOUEVES ILE ELKOVIKO PAPUAKO HEAETEG EXOVV
SeayBet og 32 (pehétn AC-052-351) kou 213 (perétn AC-052-352 [BREATHE-1]) evijlikeg
aoBeveic pe ITAY Aertovpying karnyopiog -1V katd WHO (npwtonadng mvevpoviki vréptoomn 1
TVEVUOVIKT] DVTTEPTACT OPEILOUEVT] KLPIWC 6T0 oKkANPOdepua). Metd amd 4 efdopnddeg yopnynong
bosentan 62,5 mg d1g NUEPNGIMC, 01 JOGELS GVVTINPNGNG TOL LEAETNONKAV OTIC LEAETEC QLTEG TV
125 mg 61 nuepnoing ot perétn AC-052-351 kor 125 mg d1g nuepnoing kot 250 mg di1g nuepnoing
ot perétn AC-052-352.
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To bosentan tpoctébnke oty Tpéyovca Bepancio TV 0cbevdv, N omoia UTOPOLGE Vo TEPILOUPAVEL
GLUVOLOCUO AVTIINKTIKAV, 0YYELOOOGTUATIKAOV (T.). ATOKAEIGTEC SLOWAWMY AGRECTION), SLOVPNTIKMV,
o&uyovou kat dryo&ivng, aArd Oyt emompoctevoing. H oudda tov acbevav eléyyov élafe etcovikd
QApHOKO EMTAEOV TNG TPEYOVCAG Depameiag.

To kOp1o TeMkd onueio kdOe perétng nrav 1 ueTafoin g amdctaong Padiong eviog 6 AenTOV, HETA
amd 12 efoopddeg ony Tpd T peAéTn kot 16 gfdonddeg otn devtepn perétn. Kat otig 0vo pelétec, n
Oepamneio pe bosentan 001 yNce o€ OMNUAVTIKY VENGON oTNV WKOVOTNTA Yo doknor). Ot dtopBopéveg g
TPOG TO EIKOVIKO PAPUOKO OVENGELS 6NV amdoTacn PASIONG, G€ GVYKPLION UE TIG APYIKES TULEC TV
76 pétpo (p = 0,02, t -test) ko 44 pétpa (p = 0,0002, U test twv Mann-Whitney) oto kOp1o telkd
onueio ke peréng, avtiotorya. Ot dapopég petald Tav dvo opddwv, 125 mg d1g Nuepnoimg Kot
250 mg d1g nuePNGime, dEV NTAV GTATIGTIKA CTULAVTIKEG, OUMICTMONKE OU®S o Tdor Pedtioong g
avOYNG 6TNV KOTT®o™ 6TV opada mov Elafe 250 mg dic nuepnoing.

H Beitioon oty andotacn Badiong NTav Tpo@avig LETA amo 4 gfdopnddec Bepaneiog, NTOV GOPAOS
gUQaVNG petd amd 8 efdouddeg Oepameiag kot dtarnpnOnke yia dSidotnuo. uéypt kot 28 gfdouddwnv
durhd TG Bepaneiog o€ £vo LTOGVUVOLO TOL TANOLGLOD TV 0GOEVAOV.

e uo avodpoutkn avaAven dedopuévav avtamokpiong ot Oepaneia Paciopévn ot petafoin g
amoéoToong Padione, e Asttovpyikng katnyopiag WHO kot tng dvenvolog teov 95 acbevav ot omoiot
evtayOnkav Toyaio otnv opdda bosentan 125 mg 51g nuepncing, 0TI LEAETEG PE EAEYYXO ELKOVIKOD
eapuaxov, Bpédnke 6T1 KoTd TNV 8N €fdoudada, 66 acbeveic eppdvicav Pektioon, 22 Tapéusvay
otabepoi kot 7 eppavicay emdeivaon. Awd toug 22 acbeveig mov mapéusvay otabepoi Katd v 81
gfodoudoa, o1 6 epeavicay Pertioon katd tnv 12/16 gfdopdda kot 4 eppdvicoy emdeivoon og
GUYKPLON LE TIG apyIKEG TWEG. Ao Toug 7 aoBeveig mov eppavicay emdeivoon katd tnv 8n
gfdoudoa, 3 eupavicay fertimon katd ) 12/16 efdoudda kot 4 eueavicay eTdeivmon oe GUYKPLION

LLE TIC OPYLKES TIUEG.

O1 emepPotikég apodvvoutkee Tapdpetpol a&toroyndnkay uévo otny tpotn peiétn. H Oepaneia pe
bosentan 001yNGE & ONUAVTIKY ADENGN TOL KapdtakoD deikTn, 1 omoia oyeT(OTAV UE GNUAVTIKT
peiwon oy mieon g TVELHOVIKNG apTNPLOG, OTIG TVEVUOVIKEG Oy YELOKES OVTIGTAGELS KOl OTH LECT
mieon Tov de100 KOATOV.

Koatd ™ Bepaneio pe bosentan mapatnpndnke peimon tov cvuntopdtov e [HAY. H pérpnon g
dvomvolag katd Tig dokipacieg Padiong £0eiée Peltimon otovg acbeveic mov Elafav bosentan. Xn
peién AC-052-352, 10 92% tov 213 acBevov ta&voundnkay apyucd otn Aettovpyikn katnyopio 111
ka1 to 8% oty katnyopia IV katd WHO. H Ogpaneia pe bosentan oorynce o€ ferticoon tng
Aertovpykng katdraéng kotd WHO o710 42,4% tov acbevav (sikovikd edppoko 30,4%). H cuvolikn
adlhayn g Aettovpyikng kKatdraéng katd WHO ot d1dpkeio kot Tov d00 HEAETOV NTAV GNUAVTIKA
KaAvTePN peTaéd Tov acbevav wov éhafav bosentan cg chyKpiomn pe Tovg acbeveic mov Ehafav
gwoviko edpuaxo. H Bepaneio pe bosentan cueyeTicTNKE |LE ONUAVTIKY] HEIDOT] TOV TOGOGTOV
KAMVIKT G emdeivmong og cOykplomn pe T Oepomeio pe icovikd eapuoko, petd and 28 gfdopdadeg
(10,7% évavti 37,1% avtictoyya, p = 0,0015).

g 10, TUYOLOTOMUEVT], SUTAG TVPAT), TOAVKEVTPIKY|, ELEYXOUEVT LE EKOVIKO pdppoKko peiétn (AC-
052-364 [EARLY]), 185 acbeveic ue ITAY Aertovpyikng katnyopiog I katd WHO (435 pétpa péon
amootoon Padiong 6 Aemtdv Katd v Evapén tng Oepameiag) EraPav bosentan 62,5 mg dVo Qopig v
nuépa yo téooepelg fdopadsc, Kot otn cvvéxeln 125 mg dvo popég v nuépa (n=93) 1| 1KOVIKO
oappako (1=92) yia €€ unveg. Ot acBeveig mov elonyOnoay oty perét site dev giyav AdPet
Oepaneio yio [TAY (n=156) | AdpPovav otabdepn 06om cildevapiing (n=29). Ta dvo kvplo
KOTOANKTIKG onpeio oy 1 eml To1g ekatd PHETOPOAN oTNV TVELHOVIKY ayyelakh avtiotaor (PVR) og
oyxéon pe v Evapén g Bepaneiog Kot n petaforn g andotaong PAdiong 6-AenT®V TOV £KTO UvVa
o€ oyéon ue v évapén g Bepaneiog, oe GUYKPION UE TO EKOVIKO Qappoako. Ot Tpokabopioueveg
AVOADGELS TOL TPMOTOKOAAOL TOPOVGLALOVTOL GTOV TOPUKAT® TIVOKOL.

| PVR (dyn.sec/cm®) | Amndotacn Padiong 6 Aent@v (m) |
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Ewkovuco Bosentan Ewkovuco Bosentan (n=86)

Qappoko (n =88) (n=80) Qappoxo (n=91)
‘Evopén (BL), Méon (SD) 802 (365) 851 (535) 431 (92) 443 (83)
Metafoin amod évapén, puéon 128 (465) —69 (475) -8 (79) 11 (74)
(SD)
Emdpdoeig Ospomeiog -22,6% 19
95% CL -34,-10 —4,42
P-value <0,0001 0,0758

CL=6p10 gumotocvvng, PVR = vevpoviky ayyswaxn avtiotaon, SD=tumkn andxhion.

H Oepaneio pe bosentan oyetiotnke pe peimon tov pubpod KAvikng emdsivoonc, opilopevng g
GLVOLOCUOC TNG TPOOOOV TV CLUTTOUATOV, TOV VOonAeldVY yio ITAY kot Oavdatov, Evavtt Tov
EIKOVIKOD QOPUAKOD (oYeTIKN pHeimon Kivdbvov 77%, 95% Sdotnua epumictocvvng [CI] 20-94%, p =
0,0114). H 0epamevtikn enidpaon cvvictotor oty BEATiOT TG TPOOSOV TV GLUVIGTOVIMV
ocvpntopatov. Yanpée pio voonieio oyetilopevn pe emdeivmon e [IAY oty oudda tov bosentan
K0l TPELG VOONAEIEG OTNV OUAS TOV EIKOVIKOV Qapudrkov. 'Evac povo Bdvatog onueiddnke oe ke
OepamenTikn opddo Katd T S1APKELN TG TEPLOSOV TV 6 UNVAV TNG SUTAG TVPANG LEAETNG, CUVETMG
dev umopel va e€oydel coumépacpa yio v emPioon.

Ta pokpoypdvia dedopéva Tposkvyay amd To cuvoro Tov 173 acbevav mov Elafav Bepaneia pe
bosentan otV eAeyyoueVn QAo Ko/ GAAAEAY Ao TO EIKOVIKO PApUaKo og bosentan KoTd T (Ao
eméktaong avolytng etikétoc g uerég EARLY. H péon dudpkeia £xbeong ot Oepomeio pe
bosentan ftav 3,6 £ 1,8 £ (éwg 6,1 £€11), pe 10 73% TtV acbevav vo Aappdvoovv Bepareia yio
TovAdyoToV 3 £t Kot 10 62% Yo TovAdytotov 4 €. Ot acBeveig pmopovoay va Adfovv emmAéov
Oepaneia g [TAY, 0nmg amarteiton oTNY EMEKTACT] AVOIKTNG ETIKETOG. XTNV TAELOVOTNTO TOV
acBevav dayvmcinie iomadng 1 kKAnpovoukn ITAY (61%). Fevikd, to 78% tov acbevav
mapéuevoy otn Aettovpyikn katnyopic WHO II. Ot exktuioeig yio v emiPioon katd Kaplan-Meier
ntav 90% kot 85% 3 kau 4 £t petd v Evapén g Bepaneiog avtiotorya. Xta 1010 ypovikd onpeia,
70 88% Kot 10 79% twv acbevav dev Tapovoiacav exdeivoon g ITAY (oplouevn wg Oavotoc
OTOL0GONTTOTE GITIOAOYIOC, LETAUOGYEVOT) TVEVUOVOL, KOATIKY O10QPPOYUATOSTOMIO 1) EVapén
evoopAEPLac 1 vtodoplag Bepaneiog pe mpootavoedn)). H oyetikr cupfoin tng mponyovpuevng
Oepameiog e EIKOVIKO QAPUOKO KOTA TN SUTAN TVPAT PaoT KabfdS Kot 1) GUUBOAT T®V AoV
QopUAK®V TToL EeKivioay KATd TN O1GPKELD TG TEPLOSOV EMEKTACTC OVOLYTNG ETIKETOG OV gival
YVOOT.

Y& Ui TPOOTMTIKT, TOAVKEVTPIKT], TUYOLOTOUNIEVT, OUTAG TUQAN, EAEYYOUEVT LE EIKOVIKO PAPUOKO
ueAétn (AC-052-405 [BREATHE-5]), aceveic pe [TAY komyopiog I kotd v WHO kot
ovotloroyia Eisenmenger oyetilopevn pe ovyyevn kapdtomddeia Erafav to bosentan 62,5 mg 600
@opEc TV NUéPa Yo 4 fdopddeg, otn cuveyela Elafav 125 mg dVvo popég TNy nuépa Yo GAieg 12
gfdoudoes (n =37, 31 ek tov omoiwv giyav aueidpoun avacTtOU®mGN, Kupimg and de&1d Tpog
aprotepd). O kdplog okomdg MTay va Kataderydel 61t To bosentan dev emdeivove v vro&opio. Metd
amd 16 efoopddes, o HEGOG Kopeapodg Tov o&uyovou avéninke oty opdda Tov bosentan katd 1,0%
(95% CI —0,7%—2,8%) cg cOYKPLON UE TNV OLADO TOVL EIKOVIKOD QUpUaKov (n= 17), KoTodEkviovTag
071 70 bosentan dgv emdeivaove v vro&auio. H péon nvevpovikn ayyelokn avtictaon eAattmonke
ONUOVTIKA 6TV opdde Tov bosentan (pe pa kKupiapyn dpdon 1 onoia wapoatnprONnKe TV VITOOUAdA
acBevav pe apeidpoun evookapdlaky avacotoumon). Metd and 16 gfdouddec, n uéon dopbouévn wg
TPOG TO EIKOVIKO Qappako avénomn oty amdctach fadiong 6 Aentodv Ntov 53 pétpa (p = 0,0079),
avtikatontpifovtag Pedtioon g avoyng oy Kommon. Elkoot €61 acbevelg cuvéyicav va Aapupdvooy
bosentan katd tn edon Tapdracng avolytng eTKETG drapkelag 24 efoopddmv (AC-052-409) g
perétng BREATHE-S (néon dwdpketa Oeponeiog = 24,4 + 2,0 eBO0O1AdES) KO OE YEVIKES YPOLLES
ST ONKE N ATOTELECUATIKOTNTO.

Mo avotyti, un ovykprtikn pedétn (AC-052-362[BREATHE-4]) d1e&nydn oe 16 acBeveic pe [TAY
Aertovpyng katnyopiog I katd tnv WHO oyetildpevn pe Aoipmén HIV. Ot acbeveig édafav
Oepameio pe bosentan 62,5 mg dVo Popég TNV NuEP Yia 4 efoopddeg axorovBoduevn amd 125 mg dvo
QopEc TV NUEPA Yo GAleG 12 efdopnddec. Metd amd 16 efdopnddeg Oepaneia, vIpEav GNUAVTIKES
BeAtidoelg amd TIg apyIKES TIES GTNV AVOYN OTNV KOT®OT: 1 péor avénomn o dokun Padiong 6
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Aemtov NTav 91,4 pétpa amod 332,6 pétpa Katd péco 6po omd tnv apyikn Ty (p < 0,001). Aev umopei
va e&aybel emionpo CUUTEPAGLLO CYETIKA LE TIG EMOPACELG TOV bosentan TNV ATOTEAEGUATIKOTITO
AVTIPETPOTK®V Qapudkav (BA. eniong Tapdypago 4.4).

Agv vtapyovv HEAETEG TTOL VO KOTASEIKVOOVY gVVOIKT EMidpact g Bepaneiog pe Tracleer oty
emPioon. Opwg, £xel Kataypapel 1 LokpoypoOvid KATACTOOT VYELNS Kot TV 235 acBevav mov éhafav
Oepameio pe bosentan oTig 600 TAOTIKEC, EAEYYOUEVES UE EIKOVIKO PappoKko peréteg (AC-052-351 ko
AC-052-352) ka1 611G 000 Un-eAeYYOUEVEG LE EIKOVIKO QAPLOKO, OVOLYTNG XOPTYNONG EMEKTAGELS
toug. H péom dudpxkela £kBeong oto bosentan tav 1,9 ypovia £ 0,7 ypdvia [edyiom 0,1 xpdvia,
uéytot 3,3 ypévia] kot ot acbeveic mapaxorovOndnkay yo uéon didpketa 2,0 £ 0,6 ypdévov. H
TAELOVOTNTO TOV 0COEVAV S10yVOCTNKOV MG £XOVTEG TPMOTOTAON TveLOVIKN vEépTacT (72%) Kot
Ntav Asrtovpyucot otadiov I katd v WHO (84%). 10 ohivoro avtov tov minbucpov, ot
exTynoelg yio v emiPioon kotd Kaplan-Meier ntov 93% kot 84% 1 ko 2 ypdvia, petd v Evapén
¢ Oepameiag pe bosentan, avrtiotoya. Ot ektiunocelc emPiwong TV YUUNAOTEPES GTNV VTOOUASN
tov acOevov pe ITAY devteponadn otn cuotnuatikn okAfpuven. Ot EKTIUACELS QVTEG UTOPEL VOl
emnpedotnKay amo v évapén Bepomeiog pe emompootevoln o 43 amd tovg 235 acheveic.

Meléres mov mpoyuotomoiOnkay oe TOIdIG, LUE TVEDUOVIKY OPTHPLOKYH DTEPTAOH

BREATHE-3 (AC-052-356)

Ta emucoloppéva pe Aemtd vpévio diokio bosentan a&loloynOnioy Gg Hid OVOIKTY, PN EAEYXOUEV
peAétn og 19 madiatpucong acbeveic pe ITAY nlkiog 3 émg 15 etdv. Avti 1 peAETn apyikd
oYEOIAOTIKE MG QUPUOKOKIVNTIKY peAétn (PA. mapdypoeo 5.2). Ot acbeveig giyav Tpotomadn
nvevpovikn véptaon (10 acbeveic) 1 ITAY oyetilduevn e cvyyeveic kapdromdbeieg (9 acbeveic) kan
aviKov apyikd gite otn Asrtovpywkn kotnyopia II (n = 15, 79%) 1 omv katyopia 111 (n =4, 21%)
katd WHO. Ot aoBeveic yoplomnkay o€ TPEIG OPAdES avAAOYO LE TO COUATIKO TOVS Bdpog Kot
Adppavay docelg bosentan wepinov 2 mg/kg 600 popég nuepnoing et 12 gfdoudadec. Ot ool amd
Tovg acbeveic kaOe opadag Aapupavay 1on enonpooteVOAN EVOoPAERimg Kol 1 00T TG
EMOTPOCTEVOING TTapEpeve otabepn kKaBOAN TN StdpKeLn TNG LEAETNC.

Ot arpodvvaptkég mapapetpot petpnonkoy oe 17 acbeveic. H péon avénon tov kapdiakov deikt, o
oyéon e TV apyiky Katdotoon, frav 0,5 L/min/m?, n péon eAdTtmon g TVELHOVIKAG aPTNPLOKTG
nieong Nrav 8 mmHg kot 1 péon eddrroon g PVR frav 389 dyn-sec-cm™. Avtéc ot apoduvapiiés
BeAtidoelg e oyéon Ue TV apYIKT KATAGTOOT TOV TOPOUOLES EITE e, giTe Ywpig cuyYopYyNoN
eMOTPooTeEVOING. O1 LETAPOAES OTIG TAPAUETPOVG TV SOKIHAGIDV Goknong otnv gfdopdada 12, o
oYE0M HE TNV OPYIKT KATACTOOT), TV EVPEWS HETOPANTEG KOt KOO OEV )TV OTLOVTIKT.

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

H FUTURE 1 fjtav po avotytg ETCHUOVOTG, 11 EAEYYOLEVT] LEAETN TTOV TPOYUATOTOMONKE IE TO
dloomelpduevo dtokio Tov bosentan to omoio yopnynHnke og 666M cuvtipnong 4 mg/kg 600 popég
nuepnoing o 36 acbeveic and 2 £mc 11 et@v. Apyikd oyed1AOTNKE MG PUPLOKOKIVITIKY ueAétn (BA.
Tapdypoeo 5.2). Katd v évapén, ot acbeveig eiyav 1d1omadn (31 acbeveic [86%]) 1 owkoyevn (5
aocBeveic [14%]) [TAY kot avikay ot Asttovpykn karnyopio I1 (n =23, 64%) 1 v katnyopia 11 (n
=13, 36%) xatd WHO. £ perétn FUTURE 1, 1 dudueon éxbeon ot Oepaneio g perémne nrov
13,1 eBdopdoeg (evpog: 8,4 éwg 21,1). 33 and avtovg tovg acbeveic EAafav cuveyduevn Bepaneia pe
dwomepopeva diokia bosentan oe d6on 4 mg/kg 000 Popég NuePNGimS 6T U eAeyYOUEVT Pdon
enéktaong FUTURE 2 ywo d1dueon cuvorikn odpketo Oepameiog 2,3 etdv (ebpoc: 0,2 émg 5,0 etmv).
2y évopén g perémng FUTURE 1, 9 acBeveic Aappavav emonpootevorn. 9 acbeveig Eafav yia
TPOTN Popd aywyn edkn yuo v [TAY o1t dudpkela g perémc. H ehevbepn copfaviov ektipnon
Kaplan-Meier yio v emdeivaoon g ITAY (0avotog, petapdoyevon Tvedpova 1 voonigio AOym
emdeivoong e [TAY) og 2 £ frav 78,9%. H extiunon kotd Kaplan-Meier g 6GuvoMKNG
emPioong ota 2 &t Nrav 91,2%.

FUTURE 3 (AC-052-373)

g QLTI TNV TUXOLOTOUNUEVT LEAETT] OVOLYTG EMIOT|LOVOTG L bosentan 32 mg diaomelpdpevo diokio,
64 moudud pe otabepn [TAY nAwciog omd 3 unvov éng 11 etov tuyaionomOnkav oe Oepaneio 24
gfdoudomv ue bosentan 2 mg/kg dvo popéc nuepnoing (n = 33) N 2 mg/kg Tpeic popéc nuepnoing (n
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=31). 43 (67,2%) tav > 2 ¢wg 11 etmv, 15 (23,4%) Ntav petald 1 ko 2 etov ko 6 (9,4%) tav
petadd 3 unvov kot 1 étovg. H pelémn apyikd oxedidotnke og oppokokivnTiky pekétn (BA.
TAPAYPOQPO 5.2), KOl TO, KOTOANKTIKG GMUELD ATOTEAEGLATIKOTNTOC NTOV LOVO dlepevvtikd. H
artoroyio e [TAY, odupmva pe v katnyoploroinon Dana Point, tepiedaupave v dionadn [TAY
(46%), v Kinpovopukn I[TAY (3%), T oxetilopevn I[TAY votepa amd dopBmtikn Kapdiokn
yewpovpywn enéppaon (38%) kot [TAY oyetilopevn pe cuyyev kapdlomadeia oyeTilOUEVT LE
GUYYEVEIG AVOGTOUDGELS TNG CLGTNLOTIKNG-TPOC-TVEVLOVIKT] KUKAOQPOPIaG, CUUTEPIAAUBUVOUEVOD
Tov ovvdpopov Eisenmenger (13%). Ot acBeveig avikay ot Aettovpyikn katnyopio I (n =19, 29 %),
v katnyopia Il (n =27, 42%) N v xatnyopia I (n = 18, 28%) katd WHO «katd v £vapén g
Oepaneiog g peréme. Katd v eicodo ot perétn, ol acbeveic Adupavay Oepaneieg yio v IIAY,
(cvyvoTeEpa OVAGTOAEN TG POGPOIESTEPACT|G TOTOV-S [GIAdevapiin] povo [35,9%], bosentan povo
[10,9%] ko1 cuvdvaoud bosentan, thompooTnG Kot oiAdevapiing [10,9%]) kot cuvéyioay ) Oepameio
tovg yio v [TAY ot didpketo TG peAétng.

Kot v évapén g neréng, Aryotepot amd Toug oovs cuppetéyovteg acbeveig (45,3% [29/64))
éoPav Bepaneio pe bosentan poévo ympic vo cvuvdvaotel pe aAAn Bepamneia yio v [TAY. To 40,6%
(26/64) cuvéyioe vo AauPavel povobepameio pe bosentan ot didpkela 24 fdouddwy g Oepameiog
g peAétng ympic va epeaviotel emdeivoon g [TAY. H avdivon tov cuvoiikod mtinbucpot (64
aoBeveic) €0e1&e OTL 1| TAgOVOTNTA £l)E Tapapeivel TOVAd IoTOV otabepn (dnAadn, xopic emdeivion)
ue Paon mv a&loldynon pe Aettovpytkéc karnyopieg katd WHO €1dikd yio un moudiotptkong
mAnBucpovg (97% 600 eopég nuepnoimg, 100% Tpeig popég NUePNOimS) KO T GUVOALKT KAVIKY
EVIVTI®OT TOL Y1aTpoL (94% 300 Popég nuepncing, 93% tpeilg popég nuepnoimg) otn dtdpkeld TG
mep1odov Oepamneiag. H extiumon yio v emdeivoon g [TAY kard Kaplan-Meier yopig
avembounteg evépyeleg (0AvaTog, LETAUOCYEVGT TVEDOVO, 1] Voonieia Adym emdeivmong g ITAY)
o€ 24 gBdopddeg frav 96,9% wot 96,7% otic opddeg 60cemV 600 POPES NUEPT OIS KoL TPELG POPEG
nuepnoiog, aviictolya.

Agv vimpye Kavéva, oTolyeio KAVIKob opélovg pe tn 6001 2 mg/kg TpEIg popEc NUEPT|CIMG CLYKPITIKG
pe t doon 2 mg/kg 600 popég nuepnoimc.

Melétn mov mpayuaromoiOnke oe Veoyva. e suUEVOvoa TVeLUOVIKT vIEPTaoH veoyvod (EITYN):

FUTURE 4 (AC-052-391)

[Ipoxkertar yror pio SIAA-TOQAT, ELEYYOUEVT UE EIKOVIKO QAPLOKO, TUYOLOTOINUEVT] LEAET OE TPOWDPL
Kol TeAeounva veoyvd (nikio kimong 3642 gfdouddwv) pe EITYN. Ot acBeveig pe vroPértiom
avTOTOKPIoT 6TO E16TVEOHEVO VITPIKO 0&L (INO), Tapd Tig TOLAGYIGTOV 4 hpeg cuveyols Bepamneiag,
é\oPav daomelpoueva dtokia bosentan og 66om 2 mg/kg 600 popég nuepnoing (N = 13) | Erafav
€1KoviKO @dpuaxo (N = 8) uécm pvoyaoTpiKod COANVOE O¢ CLUTANP®UATIKY Oepameio TaPAAANAL e
70 iINO €mg Vv mAnpn Swakonr tov iNO 1 €émg v anotuyio tng Bepameiog (mov opileTor wc avaykn
v Oepomeio eEwompotikng o&vydvoonc pe pepPpdvn [ECMO] i évapén evaldaktikod TVELILOVIKOD
OYYELOOUGTAATIKOD), Y10, LEYIOTO O1doTnue 14 nuepmv.

H dudpeon didpketa éxbeong ot Bepameio tng perétng rav 4,5 (evpog: 0,5-10,0) nuépeg otnv opdda
Tov bosentan ka1 4,0 (evpog: 2,5-6,5) nuépeg GtV OUAd EIKOVIKOD QUPUAKOV.

Ta anotehéopata dev vEdeiEav Tpocheto 6@eLog Tov bosentan 6g avTdV TOV TANBVGUO:

o O didpecog xpovog £mc v TANpN dtakonh Tov iNO ftav 3,7 nuépeg (95% Opia epumoTocvvNg
[CLs] 1,17, 6,95) ue to bosentan ka1 2,9 nuépec (95% CLs 1,26, 4,23) e TO EIKOVIKO QAPUAKO
(p=0,34).

. O d1Gpecog xpOVOC £MC TNV TANPN KON TOL UNYovikoy agptouo frav 10,8 nuépeg (95%
CLs 3,21, 12,21 nuépeg) pe to bosentan ka 8,6 nuépeg (95% CLs 3,71, 9,66 nuépeg) pe to
gwoviko edpuaxo (p = 0,24).

o "Evag acBevic otnv opdda Tov bosentan exdnimaoe amotuyia g Oepaneiog (vanpée avaykn yio
ECMO pe Baon tov opiopod tov TpmTokOALoL), 1oL dSNAmONKE e faon TG aLEAVOUEVES TIUEG
ToV OgikTn 0&VYOVAOOTG EVTOG 8 MPMOV UETA TNV TPOTN dOCT| TOV PAPUAKOL TNG HEAETNG. AVTOG
0 aoBgvng avappmaoe Kot TNV TEPiodo mapakorovOnong 60 nuepov.
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20VOVOOUOS LE EXOTPOOTEVOLN

O cvvdvacudc Tov bosentan pe ETOTPOSTEVOLY dlepevviOnke oe dvo peréteg: tic AC-052-355
(BREATHE-2) kou AC-052-356 (BREATHE-3). H peiétn AC-052-355 tav pio, ToAVKEVTPIKT,
TUYOLOTOMUEVT], SITAG TVPAT LEAETN TOPAAANA®V opddmy Tov bosentan £vovTl ELKOVIKOD QOPUAKOV
o€ 33 aoBeveig pe coPapn ITAY, ot omoior AdpPavay tavtdypova Oepaneia pie emonpootevorn. H
ueArétn AC-052-356 ftav pio avotktr, un ereyyouevn perét, katd v onoio 10 arnd tovg 19
Tad1aTpIKovg acbeveic akolovBovcav Tavutdxpovn Bepaneio bosentan kot ETOTPOCTEVOING KATA TN
duapkela Tov 12 efdopddwv g peréme. H acpdieio Tov cuvovacpon dev ftay S1opopeTIKT amd
QLT TOV AVOUEVOTOV GO T YOPNYNoN KADE popUOKEVTIKOD TPOTOVTOG EEYMPIOTA KOl M
ocvvdvaouévn Bepomeio Tay KAAG avekTn o€ Todd Kot eviAikes. To KAvikd 6@eA0C TOV GUVILAGLOD
dev &yel kataderyDel.

20OTHUATIKY OKAIPOVON e OOKTOAMKG KN

AVO TUYOLOTOINEVEG, OITAG TVQAESG, TOAVKEVTPIKEG EAEYYOUEVES LLE EIKOVIKO QAPUOKO LEAETEG EXOLV
deaybei o 122 (uerétn AC-052-401 [RAPIDS-1]) ko o 190 (uerétn AC-052-331 [RAPIDS-2])
EVNAIKEG 000EVEIG [IE GLOTNUATIKY] GKANPLUVON Kot SOKTOAIKA EAKN (giTE EVEPYA dOKTLALKA EAKN 1|
10TOPIKO SOKTVAKAOV EAKMV EVTOG TOL TPONYOVUEVOL £T0VG). XN perétn AC-052-331, o1 acBeveig
£MPETE VO £YOVV TOLAGYLGTOV VAL SOKTVLAIKO EAKOG TPOGOUTNG EVaping Kat 6Tig 000 perétec 1o 85%
TV aclevov glyav evepyd SakTuAkd EAKN Katd Ty Evapén g nerétng. Metd amnd 4 efoopddeg pe
bosentan 62,5 mg d00 Qopéc TV NUEPA, 1) OOGT GLVINPNONG TOV HEAETHONKE Kot 6TIG SVO aVTEG
ueAéteg tav 125 mg 600 popéc v nuépa. H dtdpketo e dumhd TupAng Oespaneiog tav 16
gfdoudoeg otn puerétn AC-052-401 kon 24 efdouddeg otn perétn AC-052-331.

®epoaneieg vTOPAOPOL Y10 GLOTNUATIKY] GKANPVVOT KoL SOKTUAIKA EAKT] EMTPETOVTAY £V TOPEUEVOLV
otabepéc Yo TovAdytotov 1 ufva Tpv v évapén e Oepameiog kot katd T S1ApPKELD THG TEPLOSOV
NG OUTAG TVQANG UEAETNG.

O ap1OuUog TV VEOV SAKTOMK®V EAKOV omtd TNV Evapén £0¢ To TEA0G TN LEAETNG NTAV TO TPMTEVOV
TEAIKO onueio kot otig 6v0 peréteg. H Oepaneia pe bosentan 0dnynce oe Aydtepa véo dAKTLUALKE, MK
Katd TN d1dpKela TG Bepameiog, CLYKPITIKA [LE TO EIKOVIKO @apuaKo. Xtn peiétn AC-052-401, katd
T Sudpkela 16 efdopddmv dSimhd TopAng Bepomeiog, ol acbeveic otV opdda Tov bosentan avénTvEay
KaTd HEGo 0po 1,4 véa SaKTUAIKA EAKN, EvovTt 2,7 VE®V SOKTUAIK®Y EAKOV GTNV OUAS0, TOV EIKOVIKOD
eoppaxov (p=0,0042). Xt perétn AC-052-331, katd tn Sidpketo 24 efSopddmv Sumhd TVPANG
Oepamneiog, o1 avtiotoreg TYéG NTav 1,9 évavtt 2,7 véov dakTtoMkdv eAkmv, avtictotya (p=0,0351).
Kot otic 800 perérteg, ot acbeveic vwd bosentan Ntov Arydtepo mibavd va, avoartdéovy ToAAATAL VEL
SOKTLALKG EAKT KOTA TN SLUPKELN TN LEAETNC KO ¥PEIGCTNKE TEPLGGOTEPOG YPOVOC Y10, VOl
avamtHEOVY KABE S1080Y KO VEO daKTLAIKO EAKOG o’ O,TL EKEIVOL VIO e1KOVIKO @appako. H dpdomn tov
bosentan 6t peiwon Tov aplOUOD VE®V SUKTLAIKGV EAKGOV 1Tay TTo EkdNAN o€ acbeveig pe Tolhamhd
SOKTVALKA EAKM).

e Kapio amo Tig dVo PeAETes, dev mopatnpnonie dpdomn Tov bosentan mg TPOg TO YPOVO ETOVANMCTG
TOV SOKTUMKAOV EAKOV.

52 ®@appokokivTIKES 1O0TNTES

H oppakokivntiki Tov bosentan £yl kupimg tekunpimbei o vy dtoua. Iepropiopéva dedopéva, o
aoBeveig deiyvouv 011 1| ékBeom TV eviiikov acBevav pe ITAY oto bosentan givol mepimov dimhdoia
amo TV ékfeon TV VYOV EVAMKOV ATOU®V.

e vym dropa, To bosentan wapovGIALEL S0GOEEAPTMUEVT] KOl YPOVOEEUPTOUEVT QappakokivnTikn. H
KGBapon Kol 0 OYKOG KATOVOUNG HELDOVOVTAL OTOV avEAVOVTOL 01 EVOOPAEPLEG dOGELS Kal avEavovTal
UE TO XpOvo. MeTd ™ Yopnynon amd GTOUATOS, 1| CLOTNUOTIKY EkBeon elvar avdAoyn pe ™ doom,
uéypt v i tov 500 mg. e vyniotepeg 606¢€1g amd 6TOUOTOS, 1 Cmax Kot 70 AUC avédvovtan
AlYOTEPO A0 AVOAOYIK(, OE GYXECT UE TN dOON.
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Amoppdonon

Yta vym atopa, 1 amoAvTn ProdiabecipudtnTo Tov bosentan givar 50% mepimov ko dev emnpedleton
amd ™ AqYN TPoPnG. Ot UEYIOTEG GUYKEVIPDOGELS GTO TAUCUN ENLTVYYAVOVTOL EVTOS 3—5 @phV.

Koatavoun

To bosentan cuvdéetor oe VYNAS Padpo (> 98%) pe Tig TPWTEIVES TOV TAAGUATOG, KUPIWG LLE TNV
aAPovpivn. To bosentan dev gioépyetan ota puBpokvTTAPO.

[Ipoacdiopiotnke €vag oykog katavoung (Vss) mepinov 18 Aitpwv, petd and pia evoopréPia doom
250 mg.

Buopetooynuotiopnds kot orrooin

Metd and pio evéoeAéPia 60om twv 250 mg, n kBapon frav 8,2 L/h. O tehikdg ypdvog nuicelog
Cong amofoAng () givar 5,4 dpec.

Metd and moALamAEG SOGELG, 01 GUYKEVIPMOELG TOL bosentan 6T0 TAAGO LEOVOVTOL GTAOIUK( GTO
50-65% TV GLYKEVIPMOGE®DY TOL TAPATNPOVVTOL LETE atd TN Yopnynon piog pepovouévng doone. H
ueimon ot opeiletal TOOVOTATO GE AVTETAYMYN TOV NAATIKAOV VD@V TToL €vBHVOVTAL Y10, TO
petaforiopd. Ltabepd enimeda emruyydvovtal viog 3—5 nuepaVv.

To bosentan amoBaAlietar e YOMKY| OTEKKPLOT| LETH TO LETOPOAMGO TOV GTO NP ad T 160EVILUA.
tov Kutoypaopatog P450, CYP2C9 kor CYP3A4. Zta ovpa avaxtdtol 1o6octd pikpotepo tov 3% g
YOPNYOVUEVNG OO GTOUATOG HOOTG.

To bosentan oynuoatilel tpeig petaforitec, ek TV omoimv UOVOV 0 EVog Elval PUPUAKOAOYIKE EVEPYOC.
O petafoiitng owtdg anekkpivetal kKupimg o1 TNG YoANg apetdPAntoc. e evijlikeg acbeveig, n
éxbeon oto dpacTikd petafoAitn eivor peyolvtepn am’ 0Tl 6€ LY dTopa. Xe acOeveic pe evdeielg
mTapovciog yoAdoTaonc, 1 £kbeon oto dpactikd petafolritn umopei va givarl avénuévn.

To bosentan givat évag enaymyéag Tov CYP2C9 kot tov CYP3A4, kot mBavov kat tov CYP2C19 ko
g P-yhvkonpwteivng. In vitro, to bosentan avacTEALEL TV OVTAIN OTEKKPIOTG YOMKOV AAATOV GE
KOAAMEPYELEG NTATOKVTTAPOV.

Yroyeio amd in vitro peléteg kotédel&ay 0TL 10 bosentan dgv £YEl GNUOVTIKY AVOCTOATIKN EXidpoon
ota woévivua CYP mov doxudotnikav (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4). Zvvenac, T0
bosentan dgv avopéveTal Vo dENCEL TIG GUYKEVIPAGELS GTO TAACL TOV POPUOKEVTIKAOV TPOIOVTMV
7ov petaPorilovror amd ta 16oévivpo aVTa.

2oykplon netald Twv cuvhEcemy

e U0, 106 TAVPOVLEVT] QaPUaKOKIVITIKY HeAéTn (AC-052-116), 16 vyieic evihikeg acBeveic Elafov
62,5 mg bosentan ypnoipoTol®VTAG TN cHVOECT] EXUKOAVUUEVOL Le AETTTO VUEVIO O1oKiov ToV 62,5 mg
N 64 mg bosentan ypMGYLOTOIOVTAG TN cVVOEST d1ACTEPOLEVOL diokiov TV 32 mg. Katomy
Oepaneiog pe To droomelpduevo dtokio, n ékbeomn oto bosentan NTav YaUNAOTEPT GO EKEIVN LE TO
EMKAAVUUEVO pe AemTO VUEVIO d1okio (avaroyia Tov YeopeTptkadv pécwv Yo AUCo.. 0,87 [90% CI:
0,78, 0,97]). Ta Tmax KoL t12 TOV bosentan dev enNPEACTNKAV CLAVTIKG 0O TO €100¢ TNg cOVOEoTC.

DapuokoKivntikn o€ £101K00E TANOLGUOVE

Me Bdon to diepguvnBév evpog kabe petafAnTic, ol PapUAKOKIVITIKESG 1010TNTEG TOV bosentan dev
OVOPLEVETOL Vo ETNPEALoVTOL 08 GNUAVTIKO BaOpd and To pUAO, TO GOUATIKO PAPOC, TN LA 1| TNV
nAkia otov ViAo TAnbvoud.

Toidie,
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O1 QopLOKOKIVNTIKES 1010TNTEG peAeTHONKAY o8 Tandlatpikovg acheveic o€ 4 KMViIKEG LEAETES
(BREATHE-3, FUTURE 1, FUTURE-3 ka1 FUTURE-4, BA. mapdypago 5.1). E&attiog tov
TEPLOPIOUEVMV OEGOUEV®V GE TS0 NAKING KATO TOV 2 €TV, 1| apUoKoKivn Tk eakolovdel va
glval EAMTOS YOPAKTNPIGUEVT GE VTNV TNV NAIKIOKT Kot yopid.

H perétn AC-052-356 (BREATHE-3) extiunce Tig QOopUOKOKIVITIKES IO10TNTEC LOVIPOV KOl
TOALOTAGDV 0OGEMV A0 GTOHOTOG TNG SVVOESNG [IE EMUKOAVEVE e AEmTO VUEVIO dlokia bosentan Gg
19 moudid nikiog 3 €wg 15 etov pe ITAY, ot omoior Edafav 06GELG AvALOYEG UE TO COUOATIKO TOVG
Bapog pe 2 mg/kg dVvo Qopég nuepncimg. Xe avthiyv T ueAétn, N ékbeomn oto bosentan pelmOnke e To
¥POVO, LE TPOTO GLUPATO UE TIG YVIOOTEG GVTOETOYWYIKES 1010TNTEC TOL bosentan. Ot péoeg Tyuég AUC
(CV%) tov bosentan og maudiotpikovg acbeveig vrd Bepaneio pe 31,25, 62,5 11 125 mg dvo popég
nuepnoiong, ntav 3 496 (49), 5 428 (79) ko1 6 124 (27) ngh/ml, avtictouya, Kol Mooy YUUNAOTEPES A0
v Ty tov 8 149 (47) ngh/ml, wov mapatnpndnke ce eviikeg acOeveic pe [TAY mov Adupavoy

125 mg 600 @opéc nuepnoing. Ze otabepn KATAGTACT 1| GLOTNUATIKY EkBEoT TAdATPIKAOV acOevmV
pe copotikd Bapog 10-20 kg, 20-40 kg o > 40 kg qrov 43%, 67% war 75%, avtictorya, 6€ oyéon |e
TN GLGTNUATIKNY EkBE0T TOV EVNAMK®V.

2 peiétn AC-052-365 (FUTURE 1) yopnynOnkav dwaoneipopeva diokia oe 36 moudid pe [TAY
nikiag 2 éwg 11 etdv. Agv TapatnpnOnkKe avaAoykdTTe TOV 00GE®V, KOUOMS 01 GLYKEVTPMOGELS GTO
T doua tov bosentan og otafepn katdotacn Kot ot TipéEG AUC ftov mopOUoleg Yo TIG amd GTOUATOG
doceig tov 2 kot 4 mg/kg (AUC:: 3 577 ng-h/ml ko 3 371 ng-h/ml yio. ta. 2 mg/kg 600 popég
nuepnoing kot ta 4 mg/kg dvo popéc nuepnoing, avriotoya). H péon éxbeon oto bosentan 6e avtovg
TOVG TAUSLOTPLIKOVG 0ioBeveig NTay mepimov oTo NUIGL TG kBeomg Yo Tovg eviiAikeg aobevelg ot
doo1 cuvtnpnong Tv 125 mg 600 opéc nuepnoing oAld vanpée ueydAn courtoon pe v ékbeon
GTOVG EVAAIKEC.

> peiét AC-052-373 (FUTURE 3), 6mov yopnyndnkav diocmepdueva diokia, n ékBeon oto
bosentan 6tovg acbeveic mov AauPavay 2 mg/kg d00 opic NUEPTCIMG HTAY GLYKPICLUN UE EKEIVN TNG
perétng FUTURE 1. Xtov cuvolikd mAnBoopod (n = 31), ta 2 mg/kg 000 popég nuepnoing elyov mg
amotéleoua po nuepnote ékbeon 8 535 ng-h/ml. H iy AUC ftav 4 268 ng-h/ml (CV: 61%). Z¢
aoBeveic nhikiag amd 3 uvov £oc 2 etov n nuepfola Ekbegon Ntav 7 879 ng-h/ml. H tyun AUC ftav
3939 ng-h/ml (CV: 72%). Xe acOeveic nhikiag amd 3 unvov €oc 1 €tovg (n = 2) | tiun AUC ftav
5914 ng-h/ml (CV: 85%), kou o€ acbeveig amd 1 £tovg Emg 2 etdv (n = 7) 1 AUC:tav 3 507 ng-h/ml
(CV: 70%). Xtovc acheveic avm tov 2 etdv (n = 22)  nuepnota ékbeon nrav 8 820 ng-h/ml. H
AUCftav 4 410 ng-h/ml (CV: 58%). H d6on bosentan 2 mg/kg tpeig popég nuepncing dev avénoe
v ékBeon. H nuepnota éxbeon frav 7 275 ng-h/ml (CV: 83%, n=27).

Bdaocel tov evpnudrov tov peletdv BREATHE 3, FUTURE 1 xon FUTURE 3, paiveton 6111 €kBeom
o710 bosentan @Odavel og opilovtioon (plateau) otovg ToUdLOTPIKOVG 0GOeVEIC o8 YOUNAOTEPES OOGELG
amd 0,71 6TOLG EVAAKES Kol OTL dOCELS LYNAOTEPESG TV 2 mg/kg dVo popég nuepnoing (4 mg/kg 600
eopéc nuepnoing N 2 mg/kg Tpeig popéc nuepnoing) dev Ba empépovy peyarvtepn £kbeon oto
bosentan y1o, Tovg ToudloTPIKOVG acbeveic.

2 perétn AC-052-391 (FUTURE 4) mov mpaypotonomOnke og veoyvd, ol cuyKevIphoelg bosentan
avéNOnKay apyd Kot GLUVEXOUEVH KATE TO TPMTO SLAoTN U 00GO0A0YI0C, 00NYDVTAS GE YaunAn £kbeon
(AUCqy.12 oto ol aipa: 164 ng-h/ml, n = 11). Ze ot08epn xartdotaon, n AUC: fjtav 6 165 ng-h/ml
(CV: 133%, n=17), mov gival mapopoto, pe v ékbeon mov mapotnpnonke og evilikeg acheveic pe
ITAY mov Adupavav 125 mg 500 popéc nuepnoiog Kot Aapufavovtog vawoyn AOYo KOToVOUNS
aipatog/mAdopa pe tipn 0,6.

O1 GUVETIELEG TOV EVPNUATOV OVTOV 0€ GYEOT UE TNV NTaToToEIKOTTA gV givarl Yvootés. To OAO Kot
1 oLYYOoPNYNON EVOOPAEPLOG ETOTPOGTEVOANG OEV ElYOV CNUAVTIKN EMIOPACT TNV QOPUOKOKIVITIKN

Tov bosentan.

Hrozikn dvalertovpyio,
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e aoBeveig pe ehappd datapaypuévn nrotikn Asttovpyio (Child-Pugh, otédio A), dev
TapoTNPNONKAY ONUAVTIKES OAAAYEC OTIG PappaKkoKvnTikég 1010tnTeg. H AUC otabepnig katdotoong
Tov bosentan Ntav katd 9% vymAotepn kot 11 AUC tov gvepyod petafoiritn, Ro 48-5033, ftav katd
33% vymAdtepn oT0VG aebevels pe Lo NIOTIKY SuoAeltovpyia, amd 0,TL GTOVE VYiEic e0eAovTEG.

H enidpaon g petpiong dwotapaypévng nratikng Aettovpyiog (Child-Pugh otadiov B) otig
QOPUOKOKIVITIKES 1010TNTEC TOV bosentan kot Tov kKOplov petafoAritn tov, Ro 48-5033, e€etdotnke ot
peAétn mov mepthapPave 5 acbeveic pe [TAY oyetilopevn pe ToAoio LVIEPTACT KOL NTATIKY|
dvodertovpyio Child-Pugh otadiov B, kabdg kot 3 acheveig pe TveLplovIKT apTNPLOKT VTEPTAOT)
oxetil{Opevn Ue GAAEC OLTIEC KOl PUGIOAOYIKT TTOTIKY Agttovpyio. e 0oOEVEIS [LE NTOTIKY
dvorettovpyio Child-Pugh otadiov B, n puéon (95% CI) AUC otabepng Kotdotacnc tov bosentan
nrav 360 (212-613) ng h/ml, dnAadn| katd 4,7 popég vynAdtepn, evd M péomn (95% CI) AUC tov
gvepyov petoPoiritn Ro 48-5033 frav 106 (58,4—192) ng h/ml, dniadn kotd 12,4 eopéc vynAdtepn
am’ 6,11 6 acbevelg pue puololoyikn nrotikn Asttovpyio (uéom [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
apBpdc Tov acbevav Tov EVIaONKay NTOV TEPLOPIGUEVOS KAl VYNANG LeTaBANTOTNTAS, Ta dedouéva
VT KATAGEIKVDOLY GNUAVTIKT avénom g £ékBeonc oto bosentan kot otov KOplo petaforitn tov,
Ro 48-5033, oe acBeveig pe petpimg datapayuévn nrotikn Aettovpyio (Child-Pugh ctadiov B).

O1 QoproKOKIVNTIKEG 110TNTEG TOL bosentan dev £yovv pekembei oe aocbeveic e nmaTikn
dvorertovpyio Child-Pugh otadiov C. To Tracleer avtevdsikvuton o acbeveig pe pétpla émg coPapn
nratikn dvcAertovpyia, oniadn Child-Pugh otadiov B 1 C (BA. mapdypaeo 4.3).

Neppixn ovolertovpyio

e aoBeveic pe Poprd veppikn dvciertovpyia (kaBapon kpeatvivng 15-30 ml/min), o1 GLYKEVTIPMGELS
Tov bosentan oto TAdopa petwdnkoy kotd 10% mepimov. H cuykévipoon tov petafoiitdv tov
bosentan 610 TAAGHO dLERONKE KOTA dVO TEPITOV POPEG GTOVE 0IoDEVELG VTOVC, GE GUYKPLON UE
GTOULO [LE KOVOVIKT] VEQPIKT AELTOVPYia. AgV ATOITEITOL TPOGAPLOYT TNG 000N GTOVG 0cOevelg Le
veppikn ducAettovpyio. Agv vdpyel eEeldikevUEVT KAVIKT umelpio o acBeveic mov vroPdAilovral
og apokdBapon. Me Baon Tic eUoTKoYNUKES 1010TNTEG Kol TOV VYNAO Babud TpaoTeivikng 6écuevong,
70 bosentan dev avopéveTol va anopokpuvlet amd v kukhogopio o onpavtikd Baduod pe v
apokdBapon (BA. Tapdypapo 4.2).

5.3 IIpoxlvikd dogdopéva Yo TNV A6QIAELQ

Mia 01T HEAETN KOPKIVOYEVETIKOTITOG OE TOVTIKOUE £3€1EE ALENUEVT CLVOVAGUEVT] GLYVOTNTA
NTOTOKLTTOPIKDV AOEVOUATOV KOl KAPKIVOUATOV GE APGEVIKODE TOVTIKOVE, AALL Oyt o€ OnAvKOUG,
0€ GUYKEVIPAOCELG TAAGUOTOG 2 £10C 4 POPEG LEYAADTEPES OO TIG CLYKEVIPMGCELG TOL EMLTVYYAVOVTOL
ue v avlpamvn Bepomentikn 6001, LTOVG ETIUVES, 1) YopNyNon bosentan amd oTOHOTOC €L 2 ¥pOVIKL
TPOKAAEGE LUKPT, CNUOVTIKT 00ENGT GTI GUVIVAGUEVT] GLYVOTNTA AOEVOUATOV KOl KAPKIVOUATOY
TV GLAKIOOOV KLTTAP®V TOV BLPE0EIBOVG GE OPCEVIKOVS EMIIVESG, OAAY Ol o€ OnAvkolc, pe
OLYKEVTPMOELS TAACUATOG 9 mG 14 popég mepimov peyaAdTEPEG OO TIG CLYKEVIPDOGELG TOL
gmtvyydvovion pe v avlpamivn Bepamevtikn d0or). To bosentan £6woe apvNTIKG ATOTEAEGLOTO OTIC
dokpacieg yovidtoto&ikotnrag. [lapovoidotniay evoei&elg enaymyng pog EAAPPAg oVIGOPPOTIG TV
Bupeocdikdv oppovav amd to bosentan 6tovg emipveg. Agv vnpéay Opmg evdeiEelg emidpacng Tov
bosentan ot Asrtovpyia tov Bupeoetdovg (Bvpo&ivn, TSH) otov dvBpmmo.

H enidpaon Tov bosentan 6tn Agtrtovpyia TV ptoyovopimv givar AyvooT.

To bosentan £ygt amodeiydei T€p0TOYOVO GTOVG EMIUVEC, OE GUYKEVTIPMGEIS TAACUATOS VYNAOTEPES
amd 1,5 popéc amd TIG GUYKEVIPADGELG TTOL EMTVYYAVOVTOL PE TNV avBpmmvn Bepamevtikn d6on. H
TEPATOYOVOG OPACT), TOV CUUTEPIAGUPAVE TOPAUOPP®GCT] TG KEPAANS, TOV TPOCHTOV KoL TOV
puellovov ayyeimv, nTov 00coeaptdevT. Ot OUOIOTNTES GTA TPOTLTO, TV TAPAUOPPDCEWDY TOV
mapotnPeiOnkay pe GAlovg aviaywviotég vtodoyéwv ET kot 6€ movtikobg e amevepyonomuévo
yovidwo ET (knock-out) vrodeikvbouv v dmapén eXOPACEDY YOPAKTIPIOTIKOV TNG KOTIYOPLoGC.
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[pémer va AneBovV KatdAiniec TPoPLALEELS Yo Yuvaikeg pe duvatdtnta Tekvomoinong (PA.
Tapoypaeovg 4.3, 4.4 kar 4.6).

H avéntuén atpopiag TV GTEPUATIKOY COANVAPIOY TOV OPYEDV KOL 1] LELWUEVT YOVILOTNTO EXOVV
oLvoeDEl e TN POVIL YOPN YO OVTOY®VIGTMOV TOV LITOS0YEN EVOOONAIVIG OTO TPOKTIKA.

Y& UEAETEG YOVIUOTNTOG O OPGEVIKOVG Kot OnAvkolg emipveg, dev mapotnpndnkay eXdpacel; oToV
apBpd, Ty KvnTikdTTa Kot TN Proctudtnta tov oneppotoloapiov, otny amddocT KoTd T0
Cevydpopa 1 otn yoviuotnta og ekbécelg mov frav 21 kot 43 eopéc Tdve and To avoueEVOUEVO
Oepamentikd eninedo oTovg avOpOTOVG, avTticToyo, Kot dev vVINPEay avemBOUNTEC EMOPACELS OTNV
avamtuén Tov euPpvov TP TV ELPVTEVCT 1} KOTA TNV ELPHTEVOT).

EXappdc avénuévn cuyvotnto eLeavionc oTpoeiag TV CTEPUATIKMOY COANVIPIOY TV OpYE®V
mapotnpionke o€ emipveg mov Adupavay bosentan amd to oTOUN GE 00GElG TV 125 mg/kg/muepncing
(mepimov 4 popég T pUéyloTn dOCT TOV GLVVICTATOL Yio ToLG avOpdmovg [MRHD] kot T1g kaTmTaTEG
e€etaldueveg 060¢€1Q) Yo dVO £T1), ®OTOGO O)L 6 LYNAEG dOGELS oV EPBavay £m¢ Ta

1 500 mg/kg/muepncing (mepimov 50 popéc v MRHD) yior 6 ufvec. Xe pehétn to&kottog o€
VEOPOLG EMIIVESG, OTTOL 01 emipveg EAafav Oepaneia and v Huépa 4 uetd tov toxeto €mg v
evnAioon Tovg, Tapatnpnonkay PEIOUEVO amOAVTO BAPOG TV OpYE®V Kot TNG EMOOVUISOG Kot
UEL®UEVOG aplOuog oneppotolmapiov oty extdidvpida petd tov amoyaiaxticnd. H tyuq NOAEL
nrav 21 eopéc (v Huépa 21 uetd rov toxeod) ko 2,3 popéc (Huépa 69 wetd tov toxeto) méve amd
v avBpomvn éxbeon ot Bepaneia avtictorya.

Q61660, dev aviyvedTNKAY ETOPACELS 0T YEVIKN €EEMEN, TV avamTuén, TV aentmploky Kot
YVOGTIKN AEITOLPYIO KOl TV OVATOPAY®YIKY| tkavotnta pe €kfeon otn Bepaneio katd 7 (apoevid)
Kat 19 (Bnlokd) popég peyardtepn g avBpomivng ékbeong otn Oepaneio v Huépa 21 perd tov
toxeto. Xty evihikn {on (Huépa 69 uetd tov toxeto), dev aviyvevtnke kapio exidpacr tov bosentan
otav 1 ékbeomn ot Oepameio NTov Kotd 1,3 (apoevikd) kot 2,6 (ONiukd) eopég pueyaddtepn g
éxBeong mov mapatnpnOnke ota Taudid pe IAY.

6. DOAPMAKEYTIKEX ITAHPO®OPIEX
6.1 Koatdaroyog ekdoymv

Kvttapivn pikpoxpuotailikn

AcPéotio 6EIVo POGPOPIKO GVLOPO
Kopuehddln votptovyog d106TavpOvLEV
IMuprriov 0&eidlo KOALOEDEG AVOPO
Tpoywod o&H

BeAtiwtiko yevong Tutti frutti
Aocmaptaun (E951)

AKEGOLVAPALY KAALOVYOG

Mayviolo oteaTiKod

6.2 AocvppotoTnTeg

Agv epapuodletat.

6.3 Awdpkera Long

5 ypovia

Ta vEoXolTo TUAUATE TOV SLOLPEUEVOD FLUGTELPOUEVOD IOKIOL UTOPOVV VO, PLAAGGOVTOL OE
Oeppokpacio dopatiov kot TpEREL va, ypNoILorotn0ody evidc 7 nuepmv.

6.4 Iowitepeg Tpo@uAGEELS KOTE TN PVAAEN TOV TPOiIGVTOG
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Mn puAdooete og Beppokpacio peyorvtepn tov 25°C.
6.5 @von Kol GLOTATIKG TOL TEPLEKTT

‘Peel-push’ koyéreg alovpviov/arovpviov Tov tepiéyovy 14 dacmelpopeva dioxia.
Ta kovtud TEPLEyovy 56 drocmelpdueva dioKia.

6.6 Iowitepeg mpo@uLAAEEIS amoppryns Ko GAAOG YELPLONOS
To duomelpdevo d1oKio TEPIEYETAL GE KOYEAN OCPAAEINS Yo TO TTOUSLA.

Kabe dwaomeipopevo diokio pmopei vo, 010Av0el o€ vEPO MOTE VO TPOKDYEL EVOL PAPLLOKO GE VYPN
Hopoen, TPochETovTag To 01okio o€ Aiyo vEPO GE Eva KOVTAAL, ¥PTCLLOTOIMVTOS EXAPKN TOGOTNTO
vepou mote va KalveOeil 6A0 10 diokio. Otav 10 diokio £xel TANPOG dtaAvbel, YopMyNnoTe 10 VYPO GTOV
acBevn.

Edv givon amapaitnto, to dtaonepdpevo diokio umopei va dropedei omalovids to Katd pnKog tov
YOpay®dV oL gival yopayuéveg oty empaveia. Kpatnote to diokio peta&d tov avtiyelpa Kot Tov
deiktn omd Kabe TAEVPA NG UIOG EK TOV YOPOYDV, LLE TN XOPAYT VO, OELYVEL TPOC TA TAV® KOl GTAGTE
70 d1oKi0 KoTd UKog TS Yapoyns (BA. Topakdto oynua).

"

Ta vEOXoTo TUAUATE TOV SLOLPEUEVOD FLUGTELPOUEVOD SIOKIOL UTOPOVV VO, PUAGGGOVTOL OE
Oepuokpacio dopatiov kot TpEREL va, ypNoILorotn0ovy evidc 7 nuepmv.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

8. APIOMOI AAEIAY. KYKAO®OPIAX

EU/1/02/220/006

9. HMEPOMHNIA IMNPQTHE ETKPIZHX/ANANEQXHY. THX AAEIAX
Huepounvia tpodng £ykpiong: 15 Maiov 2002

Huepounvia tedevtaiog avavémong: 20 Arpiiiov 2012

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY
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Aemtouepeic TANpoeopieg Yio 10 TOPOV POUPUOKEVTIKO TPOIOV givor S100EGILEG GTOV SIKTLOKO TOTO
tov Evponaikod Opyoviopov Gapudkav: https:// www.ema.europa.eu.
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ITAPAPTHMA 11

IHAPAXKEYAXTHYX YIIEYOYNOX I'TA THN
AIIOAEEMEYZXH TQN ITAPTIAQN

OPOI'H ITEPIOPIXMOI XXETIKA ME TH ATIAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXZEIX THX AAETAX
KYKAO®OPIAX

OPOI'H TEPIOPIEMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEZMATIKH XPHZH TOY ®PAPMAKEYTIKOY
MPOIONTOX

52



A. TIAPAXKEYAXTHX YIIEYOYNOZX I'TA THN AITOAEXMEYXH TQN ITAPTIAQN

‘Ovopuo kot d1e06vven Tov TapaoKELAOTH TOL £ival VTEVOVVOC Y10 TNV ATOOEGLELOT) TOV TOPTIOWV

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

270 évTumo (PUAAO 0OMYLOV XPNOTG TOV POPUUKEVTIKOD TPOIOVTOG TPEMEL VO, AVAYPAPETAL TO OVOLLOL
Kol 1 d1e¥BVVOT| TOL TAPACKELOGTH TTOV Eival VTELOHLVOG YO TNV ATOSEGUELCT TNG GYETIKNG TAPTIOAS,

B. OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH

Doppokevtikd TPOIOY Y10, TO OTOI0 OmaLTEITAL TTEPLOPICUEVT TPtk cvvtayn (PA. mopdptnua I:
[TepiAnym v Xopaktnpiotik®v tov [Ipoidvtog, mapdypapoc 4.2).

I. AAAQOI OPOI KAI AITAITHZEIX THX AAEIAY. KYKAO®OPIAX
o Ex0¢oe1g meproduic mapakorovOnong g acpdieras (PSURs)

Ot anmoutioelg yo v vrofoin twv PSURSs, cupneptrapfavopévev tov nratikdv ekfécemv, yio 1o ev
AOY® QopHOKEVTIKO TTPOTIOV 0pilovTol 6TOV KATAAOYO pE TIg NUEpounVvies avapopdg s Evoong
(xotdroyog EURD) mov mapatibetar oty moapdypago 7, tov apbpov 107y, e odnyiag 2001/83/EK
Kol kéOe emakdAovOng eTKaponoinong OTWS SNUOGIEVETAL GTNV EVPMTOIKT SIKTVOKT TOAT] Y10, TO

QapLoKaL.

A.  OPOI'H IEPIOPIEMOI XXETIKA ME THN AX®AAH KAI ATOTEAEXMATIKH
XPHIH TOY ®PAPMAKEYTIKOY ITPOIONTOX

. Yyé010 orayeiprong Kivovvov (ZAK)

O Kdroyog Adelag Kvkiopopiag (KAK) Ba die&aydyet Tig amoitodpeveg dpacTnploTnTes Kot
TAPEUPAGELS PUPUOKOETOYPVOTVIIONG OT¢ Tapovotdlovial oto cupenvniéy ZAK mov mapovcidaletan
otV evotnra 1.8.2 g ddetag KukAoQopiog Kot 0TolEcONTOTE ETOKOAOVOES EYKEKPIUEVES
avabempnoelg tov ZAK.

"Eva emucaporompévo XAK Oa wpémel va katatedei:

. Metd and aitnpa tov Evponaikov Opyovicpod Ooapudkov.

o OnoTedNTOTE TPOTOMOLEITAL TO GVGTNUO, oY EIPLONE KIVOHVOD, EI0IKE MG ATOTEAEG L ANYNG
VE®V TAPOPOPIDOV TOV UTOPOVV VO EMUPEPOVY CTUAVTIKT] OAAQYT) OTN GYECT] 0PELOVC-KIVOHVOL
N O¢ amTOTEAEGUA TNG EMITEVLENC EVOC GNUAVTIKOD 0POOGTUOV (QPOPUOKOETAYPOTTVIION 1
glaylotomoinon Kvévvov).

. EmnpdécOeta pétpa ehayiotomoinons Kivovvou
To exmadevtikd Tpodypappa aroteleitol and pio Kapto YrevOoong Acbevoig, n omoia puAdcoeTal
amd tov acBevr). O telkdg otdyog g Kdptag YrevOdpong AcBevoug eivor va ekmotdedcel Tovg

ao0eVEIG OYETIKA LLE TIG OUOVTIKEG TANPOPOPIEG AGPAAELNG TOV TPENEL VO, YVOPILOVV TPV Kol KOTA
T duapketa g Oepameiog ue Tracleer.
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H Képta YrevBopiong AcBevoig, 1 omoio TapéyeTol g HEPOG TNG CLOKEVAGING TOV TPOIOVTOG, £XEL
610)0:

. Vol SIEVKOADVEL TNV EVNUEPMOOT] TOV AGHEVDV GYETIKA LE TNV OVAYKT Y10 TOKTIKEG EEETAUCELG
ailaTog MOTE Vo EAEYYETOL 1) AELTOVPYiC, TOV NTATOG.
. VoL EVIUEPMVEL TIG 0oBevelg OTL TPEMEL vl AmOPOYOVV Lol EVOEYOUEVT KUT|ON KOt VL Sl PaAilet

TN (PNON ATOTEAEGUATIKMDV UETPOV AVTIGOAATYNC.
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ITAPAPTHMA II1

EINIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. ENIXHMANXH
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ENAEIZEIX ITOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA
KOYTI ME 14, 56 KAI 112 AIXKIA

EZEQTEPIKO KOYTI/XYXKEYAXIEYX KYYEAHX (BLISTERS)

| 1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Tracleer 62,5 mg emkaAvUpIEVA [LE AETTO VUEVIO dloKia

bosentan

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

Kabe emcodoppévo pe Aemtd vuévio diokio mepiéyetl 62,5 mg bosentan (w¢ povoddpikd)

3.  KATAAOI'OX EKAOXQN

| 4. GOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

14 emkoAvppéva pe Aemto vpévio dlokio
56 emikoAvupévo e AemTtd VUEVIO d1oKia,
112 emucaivppéva e Aemtd vuévio dtokia

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

Amo6 otouaTOC YpTIoT
AwPaote 10 PUALO 0INYIOV XPNOTG TPV OO TN XPT oM.

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

Na puidooetal o€ 0éon, TV onoia dev PAETOVY Kt dgv TPooeyyilovy Ta OO

[7. AAAH(EZT) EIAIKH(EX) IPOEIAONOIHZH(ELY), EAN EINAI AAPAITHTH(EEY) |

|8.  HMEPOMHNIA AHEHX

EXP {MM/EEEE}

| 9. EIAIKEX XYNOHKEYX OYAAEHX

Mn puAdooete og Beppokpacio peyarvtepn tov 25°C
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10. TAIAITEPEX IPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHOAEIMMATQN I1OY HPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

12. APIOMOX(OI) AAEIAY KYKAO®OPIAX

EU/1/02/220/001
EU/1/02/220/002
EU/1/02/220/003

13. APIOMOX ITAPTIAAX

Lot

| 14. TENIKH KATATAEH I'TA TH ATIAGEXH

| 15. OAHTIEX XPHIHZ

16. TIAHPO®OPIEX XE BRAILLE

Tracleer 62,5 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A160106T0T0C YPOUUU®TOS KDOIKAGS (2D) Tov épEL ToV TEPIANPOEVTO LOVASTKO aVOyVOPLOTIKO KOOTKO.

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

PC
SN
NN
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ENAEIZEIX ITOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA
KOYTI ME 56 KAI 112 AIZKIA

EZEQTEPIKO KOYTI/XYXKEYAXIEYX KYYEAHX (BLISTERS)

| 1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Tracleer 125 mg emikodvppéva pe Aemtd vEVIO diokia

bosentan

[2.  TYNOEXIH XIE APAXTIKH(EZ) OYXIA(EX)

Kabe emxodvppévo pe Aentd vpévio diokio mepiéyel 125 mg bosentan (wg povoiopkod)

| 3. KATAAOI'OX EKAOXQN

| 4. GOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

56 gmoAvppéve e AETTO VUEVIO OloKial
112 emucaivppéva pe Aemtd vuévio dtokia

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

Amo6 otouaTOC YpTIoT
AwPaote 10 PUALO 0INYIOV XPNOTG TPV OO TN XPT oM.

AEN ITPOZEITIZOYN TA ITAIAIA

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI

Na puidooetar o€ Béon, v onoia dev PAETOLY Kot dev Tpoceyyilovv Ta TAd1dL.

[7. AAAH(EZ) EIAIKH(EX) IPOEIAOMOIHZH(EIL), EAN EINAI ATAPAITHTH(EX)

|8.  HMEPOMHNIA AHEHX

EXP {MM/EEEE}

| 9. EIAIKEX XYNOHKEYX OYAAEHX

Mn puAdooete og Beppokpacio peyarvtepn tov 25°C
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10. TAIAITEPEX IPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHOAEIMMATQON IIOY HPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

12. APIOMOX(OI) AAEIAY KYKAO®OPIAX

EU/1/02/220/004
EU/1/02/220/005

13. APIOMOX ITAPTIAAX

Lot

| 14. TENIKH KATATAEH I'TA TH ATIAGEXH

| 15. OAHTIEX XPHIHZ

16. IAHPO®OPIEX XE BRAILLE

Tracleer 125 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A163106T0TOG YPOUU®TOS KddKag (2D) Tov pépet Tov TEPIANPOEVTO LOVASTKO avayVOPLOTIKO KOJOTKO.

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

PC
SN
NN
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ENAEIZEIX ITOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA
KOYTI ME 56 AIZKIA

EEQTEPIKO KOYTI/XYXKEYAXIEYX KYYEAHX (BLISTERS)

| 1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Tracleer 32 mg dwuonepdpeva diokia

bosentan

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

Ka0e dwacmeipopevo diokio mepiéyet 32 mg bosentan (¢ povobdpiko)

3.  KATAAOI'OX EKAOXQN

Aocmaptaun (E951), BAéne To pUALO 0dNYIDV XPIONG Y10 TEPAUTEP® TANPOPOPIEG
H aomoptaun (E951) umopel va ivor emPrafng oe acbeveig pe potvoiketovovpio

| 4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

56 dwomelpopeva doxio (14 x 4)

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

Amo6 otouaTOC YpTIoT
Awfaote 10 PUALO 0INYIOV XPNOTG TPV O TN XPT oM.

AEN ITPOZEITIZOYN TA ITAIAIA

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI

Na puidooetar o€ Béon, v onoia dev PAETOVY Kot dev Tpoceyyilovv Ta TAd1dL.

[7. AAAH(EZ) EIAIKH(EX) IPOEIAOMOIHZH(EIZ), EAN EINAI ATTAPAITHTH(EX)

|8.  HMEPOMHNIA AHEHX

EXP {MM/EEEE}

| 9. EIAIKEX XYNOHKEYX OYAAEHX

Mn puAdooete og Beppokpacio peyarvtepn tov 25°C
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10. TAIAITEPEX IPO®YAAZEEIX I'TA THN ATIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN ‘H TOQN
YIHOAEIMMATQN ITIOY HPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

12.  APIOMOX(OI) AAETAY KYKAO®OPIAX

EU/1/02/220/006

| 13. APIOMOX ITAPTIAAX

Lot

| 14. TENIKH KATATAEH I'TA TH ATAGEXH

| 15. OAHI'IEX XPHXHX

16. IAHPO®OPIEX XE BRAILLE

Tracleer 32 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A163106T0T0G YPoUU®TOS KDdKAS (2D) Tov pépet Tov TEPIAN@OEVTA LOVOSTIKO aVayVOPIoTIKO KOOIKO.

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

PC
SN
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NN

ENAEIZEIX ITOY ITPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA KAI
XTH XTOIXEIQAH XYXKEYAXIA
KOYTI ME 56 AIZKIA

EEQTEPIKO KOYTI & ETIKETA ®IAAHY/PIAAEX

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Tracleer 62,5 mg emucolvppéva, e Aemtd VUEVIO dloKia

bosentan

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

Kabe emcodoppévo pe Aemtd vpévio diokio mepiéyetl 62,5 mg bosentan (w¢ povoddpikd)

| 3. KATAAOI'OX EKAOXQN

| 4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

56 emikoAvupévo e AemTtd VUEVIO d1oKia,

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

Amo6 otouaTOC YpTIoT
AwPaote 10 PUALO 0INYIDOV XPNOTG TPV Ol TN XPT o).

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

Na puidooetal o€ 0éon, TV onoia dev PAETOVY Kt dgv TPooeyyilovy Ta OO

| 7. AAAH(EY) EJIAIKH(EX) TPOEIAOIIOIHXH(EIX), EAN EINAI ATTAPAITHTH(EX)

Mnv katomivete TV ENPOVTIKY 0vGia.

| 8. HMEPOMHNIA AHEHX

EXP {MM/EEEE}
Xpnowomnotgite evtog 30 nuep®V HETE TO TPATO AVOTYLLOL

Hupepounvia avolypartog:
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| 9. EIAIKEYX XYNOHKEYX OYAAEHX

10. TAIAITEPEX TIPO®YAAEZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKON ITPOIONTQN 'H TQN YIIOAEIMMATON
IHOY INPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

12.  APIOMOX(OI) AAETAY KYKAO®OPIAX

EU/1/02/220/007

| 13. APIOMOX ITAPTIAAX

Lot

| 14. TENIKH KATATAEH I'TA TH ATAGEXH

| 15. OAHTIEX XPHEIHX

16. IAHPO®OPIEX XE BRAILLE (IXXYEI MONO I'TA TO KOYTI)

Tracleer 62,5 mg

17. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AIXATAXTATOX TPAMMQTOX
KQAIKAYX (2D) IXZXYEI MONO I'TA TO KOYTI)

A163106T0TOG YPOUU®TOS KDdKAS (2D) Tov pépet Tov TEPIAN@OEVTA LOVOSTIKO aVayVOPIoTIKO KOIKO.

18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO (IXXYEI MONO I'TA TO KOYTI)

PC
SN
NN
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ENAEIZEIX ITOY ITPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA KAI
XTH XTOIXEIQAH XYXKEYAXIA
KOYTI ME 56 AIZKIA

EEQTEPIKO KOYTI & ETIKETA ®IAAHY/PIAAEX

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Tracleer 125 mg emucolvoppéva pe Aentd vuévio diokio

bosentan

[2.  TYNOEXIH XIE APAXTIKH(EZ) OYXIA(EX)

Kabe emxodvppévo pe Aentd vpévio diokio mepiéyel 125 mg bosentan (wg povoiopkod)

| 3. KATAAOI'OX EKAOXQN

| 4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

56 emikoAvupévo e AemTTO VUEVIO dloKia

| 5. TPOIIOX KAI OAOX(0OI) XOPHI'HXHX

Amo6 otouaTOC YpTIoT
AwPacte T0 PUALO 0INYIOV XPAONG TPV 0T TN XPNOT).

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

Na pvidooetar o€ BEon, v onoia dev PAETOLY Kot dev Tpoceyyilovv Ta TAd1dL.

7. AAAH(EZ) EIAIKH(EX) TPOEIAOIIOIHEH(EIT), EAN EINAI ATTAPAITHTH(EY)

Mnv katomivete TV ENPOVTIKY 0vGia.

| 8. HMEPOMHNIA AHEHX

EXP {MM/EEEE}
Xpnowonoteite evtog 30 nuep®V HETE TO TPATO AVOTYLLOL

Huepounvia avolyparoc:

| 9. EIAIKEX XYNOHKEYX OYAAEHX

10. TAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKON ITPOIONTQN 'H TQN YIIOAEIMMATON
IHOY INPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI
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| 11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

[12.  APIOMOZX(OI) AAEIAX KYKAO®OPIAL

EU/1/02/220/008

| 13. APIOMOX ITAPTIAAX

Lot

| 14. TENIKH KATATAEH I'TA TH ATAGEXH

| 15. OAHI'IEX XPHXHX

16. HAHPO®OPIEX XE BRAILLE (IXXYEI MONO I'TA TO KOYTI)

Tracleer 125 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMOQTOX
KQAIKAX (2D) (IEXYEI MONO T'IA TO KOYTI)

A163106T0T0C YPOUUU®TOS KDdIKAS (2D) Tov épel Tov TEPIANPOEVTO LOVASTKO avayVOPLOTIKO KOOTKO.

18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO (IXXYEI MONO I'TA TO KOYTI)

PC
SN
NN
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EAAXIXTEX ENAEIZEIX IIOY IPEITEI NA ANAT'PA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

BLISTERS

| 1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Tracleer 62,5 mg Siokia

bosentan

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Janssen-Cilag Int

| 3. HMEPOMHNIA AHEHX

EXP {MM/EEEE}

| 4. APIOMOX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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EAAXIXTEX ENAEIZEIX IIOY IPEITEI NA ANAT'PA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

BLISTERS

| 1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Tracleer 125 mg dioxia

bosentan

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Janssen-Cilag Int

| 3. HMEPOMHNIA AHEHX

EXP {MM/EEEE}

| 4. APIOMOX ITAPTIAAX

Lot

‘ 5. AAAA ETOIXEIA
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EAAXIXTEX ENAEIZEIX IIOY IPEITEI NA ANAT'PA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

BLISTERS

| 1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Tracleer 32 mg dwuonepdpeva diokia

bosentan

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Janssen-Cilag Int

| 3. HMEPOMHNIA AHEHX

EXP {MM/EEEE}

| 4. APIOMOZX IAPTIAAX

Lot

‘ 5. AAAA XTOIXEIA
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KAPTA YIIENOYMIXHX AXOENOYX

((Front cover)) ((Back cover))
Inpoavtikég vrevlopiocels ac@areiog yio Tovg a60eveic mov Aapfdavouv AvTicOAMyn
Tracleer (bosentan) Xpnolomoteite | TAPVETE TOPO AVTIGVAANTTIKA;
I Not 0Oy

H kdpta avt mepiéyet onpovtikég mAnpopopies oyetikd pe to Tracleer. [apakoiovpe , , ,
Av Noi, onleidoTE TIG OVOHOGIEG TOVG E6M:

SofdoTe VT TNV KAPTO TPOGEKTIKA TPOTOL apyicete T Bepaneia pe Tracleer.

To ovopatenmvoud cog:

TMatpdc mov yopnynoe ™ cvvtayn:

ITapte pali oag avtv TV KEAPTO KATH TNV EMOUEVN EMICKEYN OAG OTOV Y10TPO 1|

Edv éxete amopieg oyetikd pe 1o Tracleer, potiote 10 yotpd cag. ’ T ) . ’ ; f
Yuvaikohdyo cag kat ovtdg 1 avth Ba eivorl oe BEon va cag cupPfoviedoet ghv Ba

Janssen-Cilag International NV TPETEL VO, YPNGLOTOLEITE EMTAEOV 1] EVOALOKTIKY OVTIGUAANTTIKY 1EB0SO.
((Inside 1)) ((Inside 2))
Edv giote yovaike og avoropayoykn nhkia, swefdote avtny ™ cehida mpocsektikd | EEéTaon aipatog Yo Tov £Aeyy 0 TNS NTATIKAG AgtTovpYyiag
Kinon Opiopévor acbeveig mov Aappavovv Tracleer epedvicav pn euololoyKég
To Tracleer evdéyetar va BAGyel TNV avamtuén tov gpfpdov. Qg ek TovTOL, deV TPETEL NROTKEG TIHES 0TS SOKILOTIES ELEYYXOL TNG NTATIKNG Agttovpyioc. Katd
va AapPavete o Tracleer edv giote £yKvog Kat, eniong, dev Tpémet va peivete £yKvog dupkera g Bepameiog pe Tracleer, o ylatpdg oag Oa kavovicet T dievépyeia
Katd To ddotnpa mov Aappdavete to Tracleer. TOKTIKOV £EETACEWOV OULLOTOG Y10 TOV EAEYYO OAAQYDV GTNV NTOTIKY GOG
Emumdéov, av mdoyete amd TVELLLOVIKT VIEPTAGT), 1] EYKVLOGUVY UITOPEL VO ETOEVACEL Agttovpyia.
cofapd To GUUTTOHOTO TG VOoOV. AV EyeTe VITOYiEG OTL €I0TE £YKVOG, AVOQEPETE TO Na Ovpdote va kGvete kKGOe piva eE€Tacn aipatog Yo Tov ELEYY0 TG
OTOV Y1TPO 1} TOV YOVOIKOADYO GOGC. NTOTIKNG AerTovpyiag.

Metd amd avEnon g 00061MG, TPEMEL va Yivel pua tpdodetn e&étaon petd
AvticoAinyn and 2 efoopnaodsc.
H avticOAMnyn mov €xet Baon g Tig OpUOVES - OTMG atd GTOUATOS OVTIGLAANYN 1 Hupepounvia mpdng unviaiog e€étaong:
AVTICVAANTITIKA YATTio, OPUOVIKESG EVEGELS, ELPLTEVUTO 1) OLOOEPIIKA emBEpTA - OEV [pdypappo pnviaiog e€€Taons oipaTog TG NTATIKNG AEtTovpYiag:
gumodifovv v gykvpoovvn pe admioto Tpdno og yuvaikeg Tov maipvovv Tracleer. @o | [ Iowv. [ Mdog [ Xemt.
TPEMEL ENIONG VO YPNOYLOTOLEITE [iol aVTICVAINTITIKY HEB0SO PpayHoY - OTTmG ] Dep. [ Iovv. 7 Oxkt.
TPOPLAAKTIKO, SLAPPAYLLO 1] KOATIKO OTTOYYO - EMTAEOV OTOLUGONTOTE AO QVTES TIG ) Mapt. [ TouA. ) Nogj.
OPUOVIKESG OVTIGVAANTITIKEG HeBOSOVG. Ba TPEMEL Vo GLLNTICETE OTOLEGONTOTE AMOPIES " Anp. 1 Avy. 7 Aek.

G0G e TOV Y1uTpd 1] TOV YOVOUIKOADYO GOG - GUUTANPADOTE T 6TOLXEl0 6TO o™ PEPOG
g KapTog Kot Tapte TV pali cog oty endpevn EXioKEYN GOG GTOV YOTPO 1| GTOV
YOVOUKOAOYO GOG.

Bo mpémel va KaveTe dokipacio kKunoems Tpv Ty Evapén g Oepanciog pe Tracleer
kabmg emiong kot kabe Pvo katd Tt didpkela g Bepoameiog axdpa ki av dev vopilete
011 gloTe £YKLOG.

Huepounvia mpdng punviaiog e€€taong
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B. ®YAAO OAHI'TQN XPHXHX

71



®vrho oonyIOV ypions: [IAnpoeopicg yia Tov prjoty

Tracleer 62,5 mg emwkoioppéva pe Aemtd vuévio dokia
Tracleer 125 mg emkoAvppéva pe Aertd vpévio d16Kia
bosentan

AP aOTE TPOGEKTIKE OLOKANPO TO PVAAO 0ONYLOV YPNOIS TTPLY UPYIGETE VO TAIPVETE AVTO TO

PaPROKO, O10TL TEPLAAUPAVEL CNUAVTIKES TANPOPOPIES Y10 GUG.

- DurdEte avTd TO EUALO 0dNYIDV Yprone. Towg ypelaotel va to dupdoete Eava.

- Edv éxete meportépw omopieg, pOTRGTE TOV YOTPO GOG 1] TOV QUPLOKOTOLO GOG,.

- H ovvtayn yio avtd 10 ¢approko xopnyndnke amokAloTiKd Yio 60G. Agv TPEMEL VO SDGETE TO
@AaproKo o€ AAALOVG. Mmopel va TOLG TPOKAAESEL PAAPT), KO Kol OTOV TO CUUTTAHOTO TNG
acBéveldc Toug eivor 01 e ToL O1IKA oag.

- Edv mapotnpnoete kamoto avemBOunTn evépyela, EVIUEPOOTE TOV YIATPO 1) TOV POPLOKOTOLO
c0G. AvTd 1oyvel kot yuo KaOe mhovi avemBOUNTN EVEPYELD TTOV JEV AVAUPEPETAUL GTO TAPOV
@OAAO 00N YLDV YPTONG.

T Tepréyer 1o mapév evAro 00N YLOV

T eivon to Tracleer kot mowa givai n yprion Tov

T mpénet vo yvopilete mpv mapete 1o Tracleer

g vo mépete 1o Tracleer

[MBavég avemBounteg evépyeleg

IMog va puidcoete to Tracleer

[Tepieydueva, TG CLGKEVAGING KoL AOUTEG TA|POPOPIES

AN

1. Tu givan To Tracleer kot wowa ival 1 yp1on Tov

Ta dwokia Tracleer mepiéyovv bosentan, To 0moio amoKAEIEL (ol PUGIKT OPUOVT, TNV EVOOONATV-1
(ET-1), n omoia mpoxodel otévmon tov apopopmv ayyeiov. Eropévag, to Tracleer mpokaiei
SLOGTOAN TOV GLLOPOPMV AYYEIDV KO AVIKEL GTNV KOTNYOPio TV QOPUAK®OY oL ovoudlovtal
‘OVTOYOVIOTEG TOV VTTOO0YXEMV EVOOOMAIVIG’.

To Tracleer ypnoonoteitot yio ) Oepaneio:

. Tng aveopovikig aptnprokig vaéptaons (ITAY): H ITAY eivar pio wéOnom coPfapnc
OTEVOOTC TOV QUOPOP®V AYYEIMV GTOVG TVEDUOVES TOV £XEL MG OMOTEAEGLLOL TNV VYNAT TiEOT
TOV Q{HLOTOG OTO CLLOPOPO. ayYEi (OTIG TVEVHOVIKEG OPTIPIEC) TOL OTTOL0L LETAPEPOVY L0l OLTTO
TNV Kapdldl GTOVE TVEVIOVEG. AVTN 1) TEON UELDVEL TNV TOocOTNTA 0ELYOVOL TTOV UITOPEL VoL
€16éA0€1L 670 aipo HEGO 0TOVC TVEDUOVEG, KOOIGTOVTOC SUGKOAOTEPT TN PLGIKT SPACTNPLOTNTA.
To Tracleer 106TEALEL TIG TVEVHOVIKES OPTNPIEG, SIEVKOAVVOVTUG TNV KapdLd Vo ovTAEL aipa
SUESOV OVTAOV. AVTO LEIDMVEL TNV TECT TOV OIUATOG KOl AVOKOVPILEL TO CUUTTMOUOTO.

To Tracleer ypnowonoteitan yuo ) Oepaneia acOevav pe ITAY katyopiog I yio ™ Pektioon tng
avoyNG oTNV KOTMo (Tng KavotnTag S1e&aymyng LGIKNG OpacTNPIOTNTAS) Kl TOV CLUTTONATOV. H
“katnyopio” avtavakid ™ cofapodtnto g vocou: N “katnyopia III” mepiiapfaverl a&loonueinto
TEPLOPIoUO TNG PLGIKNG dpacTnNPLOTNTUC. Mepikéc BeAtTidoelg Exovv emiong eppaviotel o€ acbeveig e
ITAY xatnyopiog II. H “xatnyopia II” meptlapfavel o meplopiopnd g euoikng dpactnprotntoc. H
ITAY 1o tv omoia evdeikvutal to Tracleer pmopel vo eivar:

o TpmTomadng (yopig kapio kabopiopévn attio 1| KAnpovouikn),

o 0PEINOUEVT G OKANPOOEPLLA (YVOOTH KOl OG GLUGTNUOTIKY GKANPLVOT, o acBévela oty
omoia viTdpyel TaBoAoYIKN avATTLEN TOL GLVOETIKOD 16TOV TOL oTNPILEL TO dEPLLOL KO TO
VOO OPYALVL),

o OPEOEVT] GE GLYYEVEIG (K YEVETNG) KOPILUKES AVOTTOUNDCELS (OVAUOAEG d1OS0VG) TOV
TPOKUAOVY TAHOAOYIKT POT) TOV QUIOTOC SLUEGOL TNG KAPOLAC KOL TOV TVELLOVOV.
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o TV SOKTVMK®OV EAKOV: (TANYDOV 6T SAYTUAN TV YEPIDV KoL TOV TOODV) GE EVIIAKESG
aoBeveig pe o voco mov ovoudletor oxinpddepua. To Tracleer peidvet tov apBpod tov vémv
EUPAVILOUEV®V EAKADV GTO SAYTLAN TOV YEPLOV KOl TOV TOJDV.

2. T péner va yvopilete mpv mwapete To Tracleer

Mnv ndpete 10 Tracleer

. o€ mepinTOon arhepyiog oto bosentan 1| 6€ 0T01001TOTE AAAO OTO TO, GVLGTOTIKG AVTOD TOL
QopraKov (OvVaPEPOVTOL GTNV TAPAYPUPO 6)

. 0E TEPITTOON OV £YETE NTATIKA Tpofinuata (cupfovievteite Tov yaTpd 60Q)

. 0E TEPITTOOT TOV €i6TE £YKVOG, 1| MOAVOV Vo PEIVETE £YKVOG S1OTL JEV YPTCILOTOLELTE

a&omioteg pefddovg avTicOAANYNC. AfacTe TIC TANPOPOPIEG TNV TOPAYPAPO
“AvTioANTTIKE” Kot “AlAa eapuako, kot to Tracleer”

o o€ TEPITTOON OV AopuPavere Kukhoomopivy A (£va QAPHOKO TOV (PN CILOTOLEITAL LETE Od
pio petopdoygvon 1 yo t Oepameio g yopioong)

Edv omolodnmote amd autd 1oy0EL Y10 EGAC, EVIUEPDGTE TOV YIUTPO GOC.

Ipocidomou]oeis Kot TPOPUVAAEELS
E&erdoseig mov 0o tpaypatomorjost o y1atpég cac mpiv T Oepansio

o e&étaon aipatog yuo va eEAEYEEL TNV NIATIKY| GOG AEITovpyia
o eEétaon aipatog yio EAeyy0o TG avolpiog (YOUNAn T oposeatpivng)
. doKiocio KUNGEWMS €AV EI0TE YUVAIKQ, LLE AVOTAPOYOYIKT SuVATOTNTA

Opiopévor acBeveic mov Aapfavovy Tracleer mapatnpnOnke 6T TOPOLGINGAY UM PVCIOMOYIKES TIUEC
OTIG eEETAOELG EAEYYOV TNG NTOTIKNG AEITOVPYIOG, KAOMOG Kot avarpio (OUNAn Tun cposeaipivig).

Eetdosig mov 0o mpaypatomonosl o Yiatpog 60g KoTd TN orapkela g Oepameiog

Kotd m dudprela g Oepaneiog pe Tracleer, o yiatpdc cog Oo Kavovicel T SlEVEPYELD, TOKTIKMV
eetdoe®V alPaTog Yo TovV EAEYYX0 LETAROAMV GTNV NTOTIKN GO AETOVPYIN Kol OTO EMITESA TNG
OLOcPUIPivIG.

IMoa 0)eg avtéc T1g e&etdioeig mapakareicOe va deite emiong v Kdpta YrevBouiong Acbevoic (ot
ocvokevaoio Tov dlokiov Tracleer). Etvat onpovtiko va Tpoypotonoleite antég Tig TaKTIKEG eEETAGELG
aipartog yio 660 didotnua taipvete Tracleer. Xag GUVIGTOOUE VO GUEIDVETE TNV NUEPOUTVIQ TNG TTLO
TPOCPOTNG Kot TNG ENOUEVNS eE€TaoTG (POTNOTE TOV YIOTPO GOG Y1 TV nuepounvia tg) otnv Kapta
YrevOopiong AcBevoug, mpdypa mov Oa cog fonbnocetl va Bupdote TOTE TPEMEL VOL KAVETE TNV EXOUEVN
oo eE€tao.

Eetdosig aipatog y1a Tov £Aeyy)0 TG NTOTIKNG AEITOVPYiNG
Avtég Oa paypotomotovvTol Kabe uiva ko’ 6An ) dudpkela Oepaneiog pe Tracleer. Metd amd pua
avénon g 06on¢ Ba Tpaypatonoteitor pa Tpochetn eE€taom LeTd amd 2 efOoUAdES.

Eerdosig aipatog y1a Tov £heyyo TG avalpiog
Avtég Oo TpaypotomotovvTol Kabe uiva Kot toug 4 Tpdtoug univeg Oepameiog kot kébe 3 unqveg ot
ouvéyela, Kabmg ot acbeveic mov Aappdvovy Tracleer umopei va mapovoidcovv avaipia.

Edv ovtd ta amoteAéopato ivol Un QUGIOAOYIKE, 0 Y TPOC GO UTOPEL VO OTOPUGIGEL VO LELMGEL TN
doon cog M va otopatnoet ) Oepaneia pe to Tracleer, kot vo KAVEL TEPUITEP® EEETAGELS YLOL VOL
dlepeguvnoel Ty attia.

Iowa ko £épnpor

To Tracleer dev cuvioTdtan o€ TOSATPIKOVS OGOEVELG LLE CLGTNHOTIKY CKATPVVOT| Kol EEEAIGGOUEVT
VOG0 SUKTUVAIK®V eAk@V. AvatpéEte emiong oty mapdypaeo 3. Ilog va mépete to Tracleer.
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Alha @appoxo. ko Tracleer

Evnuepdote Tov ylotpd 1 TOV QOpUAKOTOL0 GOG EAV TAIPVETE 1) £XETE TPOCPATO TAPEL AALL PAPLLOKOL,
aKOUO Kol 0T TOV 0eV Gog Exovv yopnyndei pe cuvtayn. Etvat idwaitepo onpavtikd vo evnuepmoeTe
ToV Ylotpd oog 4v TaipveTe:

. KuKloomopivi) A (§va @APIOKO TTOV YPTCULOTOLEITOL LETA OO LETOUOCYEVCELG KOL Y10 TN
Oepaneio ™ yoplaong), n onoia dev TPEmel va ypnoionoteital Tovtodypova pe To Tracleer.
o sirolimus 1} tacrolimus, Ta ooia ival EAPUOKA TOV XPNCLOTOLOVVTOL UETE 0T

UETAPOTYEVOELS, KAOMDG ovTd 6V cuVIeTATOL VO, YprotporotovvTot pali pe to Tracleer.

o yAPevAapidn (éva eappako yio to dtafntn), proapmikivy (Eva eapuaKo yio T upaTioo),
@AoVKOVaLOAN (£va @APUAKO YO TNV AVTIUETOTIOT TOV WOKNTIOCIK®V AOUMEEDVY),
KketokovaloAn (éva eappako yia tn Bepaneio Tov cuvdpopov Cushing) 1 vefipamivn (va
oappaxo ywo tov HIV), kabdg avtd ta odpproaka dev cuvioTdTol va xpnoiporotovvtol poli pe
7o Tracleer.

o Ao eappaxa yuo T Bepameio g Aoipwéng HIV, n omoia pmopei va yperdleton £101kn
mapakorlovOnen, edv ypnoiporotovvtor pali pe Tracleer.

o OPUOVIKG, AVTIGVAANTTIKG, KOO®DS avTA OgV Eival amoTEAEGLOTIKG ™G 1) LoV LEB0dOC
avTiovAANyg 6tav taipvete Tracleer. Méoa o1 cuokevacia tov diokimv Tracleer Oa Ppeite
pia képtoa vaevid o aclevovg tny ool mpénet vo, dafdoete Tpocektikd. O YiaTpog Ko/ o
yovaukoAdyog oag Oa kabopicovy tn 1éB0d0 avTIGVAANYNG TTOL Eival KATAAANAN Y10 GOC.

o Ao eappaka o T Oeparmeior TG TVELILOVIKNG VITEPTAONC: GIAOEVOQIAT Kol TASAANPIAN,
. Bappapivn (avTimnKTikog Tapdyovtog),
o owPactarivn (ypnoomoteitor yia ) Ogpameion TN VITEPYOANGTEPOLUUING).

00onyNon Ko YEPLOROS PN UV LATOV

To Tracleer dev &xel kopio 1 xel apeAntén eXidpacT GTNY IKOVOTNTA 03NYNONE KoL YEPIGUOD
pnyovnudtov. Qotoco, o Tracleer uropei va npokoiécel voTooT (LElMOT TG APTNPLUKNG THEST|S),
1 omoia Umopel va 6oG KAVEL va VIMGETE (OAT, VO EMNPEACEL TNV OPOCT] GOG KOl VO, EXNPEACEL TNV
TKOVOTNTO 001 YN OGS KO XEPIGUOV unyavnudtov. Etouévag, edv vidoete {GAn 1 6T 1 6pact| 6og
glvar o evod maipvete to Tracleer, unv odnyeite kot un yepileote epyaieio v,

I'vvaikeg 6€ avamapaymyki nakio
MHN rnaipvete to Tracleer edv giote £ykvog 1 oyed1aleTe Vo LeiveTe £YKLOG.

AoKipacisg Kinong

To Tracleer pmopel vo PAGyEL To ayévvnto, Lopd, TOV 0moimv 1) cOAANYN £Yve TPV amd TV Evapén M
Katd tn ddpketn tng Bepaneiog. Eqv elote yuvaika mov pumopel va petvel £ykvog, o yatpog oag o cag
{ntoel va kdvete va Te0T KUNGEWG TPV apyioete vo maipvete Tracleer, Kot avd Taxktd dteoThnpaTo
evooo maipvete Tracleer.

AVTIGUAM|TTIKG,

Edv givar mBavo va peivete €ykvog, ypnoytoromote po a&lomiotn péhodo aviicOAANYNg 660
naipvete Tracleer. O yotpog 1 0 yovakoAdyog cag 0o coc cupPoviedoel GYETIKG (e TN XPNOT
a&omotov pefddwv avticOAANYNG Katd ) didpkela tng Aqyng tov Tracleer. Emeion to Tracleer
UTOPEL VO KATAGTAGEL TNV OPUOVIKT OVTIGOAANYT (.. TN XOPTYOVUEVT ad GTOUATOG, TNV EVEGIUN,
TNV EUPLTEVGIUTN M TO STUOEPUIKA EMOEUATOA) OVOTOTELECUATIKT, AT 1 LEB0SOC amd udvn g dev
glvar a&omotn. Enopévac, av yprnoyionoteite oppovikd avticVAANTTIKG O Tpénel emiong va
YPTOLOTOLEITE Kot [, LEBOSO PPayIoV (T.). TPOPVACKTIKO Y10 YOVOIKES, SLAPPAYLLA, OVTICUAANTTIKO
ondyyo N Oa TPETEL 0 GVVTPOPOG GAG VAL YPNCLOTOLEL TPOPLANKTIKO). MEca 6T GLGKELUGIN TOV
dwokiwv Tracleer Oo Ppeite po Kapto YrevOopong Acbevoic. Tpémet va T GOUIANPOCETE Kot Vo,
v népete poll 6o Katd TV EXOUEVN EMICKEYT GO OTOV YTPO GG MOTE O YIOTPOG 1) O
YOVOKOAOYOG o0 va ival o€ BEom va EKTIUNGEL AV (PEBEDTE EMMAEOV 1] EVOAAUKTIKEG OELOTIOTES
AVTIGVAANTITIKEG HEBOOOVG. ZVVIGTATAL 1] SIEVEPYELD, UINVII®V SOKIUACIOV KUGEWMC, EVOCM TOUPVETE
Tracleer ko iote o€ avamopay®yKn NAia.

Evnuepmote tov yotpd oag apéowns edv peivete £ykvog v maipvete Tracleer, 1§ oyxedialete va
UEIVETE £YKVOG GTO KOVTIVO UEANOV.
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Onlaopdg

To Tracleer mepvd 6T0 UNTPIKO YAAO. ZUVIGTATOL VO GTAHOTNCETE TO ONAaCUO €0V GOg
ocvvtayoypaenbdei to Tracleer, 016t1 dev eivat Yvwoto edv 1o Tracleer oto untpikd Yoo pmopet va,
PAdwyel To popod coc. Amevbuvbeite otov YloTpd GO OYETIKA UE QTO.

TCovipétra

Edv giote avrpog kot Aappdvete to Tracleer, eivat mhavo antd T0 PAPUAKO VO LELDGEL TOV aplOuod
TV oneppoTolmapinv oag. Agv umopel vo amoKAEIGTEL TO EVOEYOLEVO VO EXNPEACTEL 1] IKOVOTNTA GOG
va aroktnoete Toudi. [0 omolecdnmote amopieg 1 TPOPANUATIGHOVS OYETIKA e avTO, amevduvleite
GTOV YLTPO GOG.

To Tracleer wepiéyer vatpro
To @appakxo avtd mepiéyel Arydtepo amd 1 mmol vatpiov (23 mg) avd diokio, ival avtd Tov
ovoudlovpe «erevBepo vatpiovy.

3. Ilog va napete 10 Tracleer

H Oepaneio pe Tracleer mpénet va apyilet kot va maparkoiovdeitor povo and yiotpd mov Exel epmelpio
ot Oepomeio g [TAY 1 ot cvoetnuotiky ckAnpovon. [Iavtote va Taipvete To QAPUOKO QVTO
aVGTNPE GVUPOVO. LE TIG 00N YiEg TOV YiaTpo¥ cag. Edv éxete appifories, potote Tov yiatpd 1 Tov
(QOPHLOKOTOLO GOC.

To Tracleer pg Tpo@1] Kot 1016
Mmnopeite va mapete To Tracleer pe 1 yopic tpoemn.

ovieTopevn 66on

Evijlikeg

H Ogpaneio otovg evilikec cuvnbmg Eekvdet pe 62,5 mg d0o Qopéc Ty Nuépa (Tpwi Kot Ppdov) yia
TIG TPOTEC 4 €fOOUAdEC Ko TN GLVEXELN O Y1TPOG Goc cuvnbmg o cag cuoTnoeL va Ttaipvete Eva
dwokio Tov 125 mg d0o popég v nuépa, avaroya pe v ovtidpact| cog oto Tracleer.

IHowora kon £enpor

H obotaon yia ) d60om o€ modid mpoopiletar povo yia v [TAY. Eto moudid nAuciog 1 £tovg kot
avo, n Bepaneia pe Tracleer Eekivael cuvBwg pe 2 mg ava kg Bapovg cdpatog 60 Popég NUEPNGIMS
(mpwi ko Bpdodv). O yatpdc cog Bo cag GLUPBOVAEYEL GYETIKG [LE T 00GOAOYI0 COC.

Inuewwtéov, to Tracleer dwatifetan emiong wg oxedooa daomelpduevav diokimv 32 mg, Tov uropel
Vo SIEVKOADVEL T1) GMGTI YOPNYNo™ TS 600MG Y10 Tondld Kot acOeVeEiS e YoaUNAd COUATIKO BAPOC T
Ue SVOKOAEG OTNV KOTATOGT TOV EMKUAVUUEVOV IE AETTO VUEVIO S1OKIMV.

Edv égete v eviommon 611 1 enidpaor tov Tracleer eivon gite viepforikd ioyvpn eite vrepfoiikd
adVVALLY, EVIUEPDGTE TOV YIUTPO GO TPOKELEVOL Vo LabeTe edv TTpémel vo. TpomomomOei 1 doom).

g va napete To Tracleer
Ta diokia wpémet va, Aapfdavovtar (Tpwi kKot Bpdidv), katomivovtdg ta pe vepd. Ta diokio umropodv va

Aappdvovton pe 1 xwpic Tpoe.

Edv mapete peyarvtepn 66on Tracleer amwd TNV Kavovik
Edv népete meprocoTEpa d1oKio amd 060 GOG EXOVV TEL VO, TUIPVETE, EXIKOVOVIGTE OUECHOG LUE TOV
Y1aTpd GOG.

Eav Eeyboete va wapete To Tracleer

Edv Egydoete va mapete to Tracleer, mapte pio 066om poiig to Bounbdeite kot petd cuveyiote va
maipvete ta d1okio cog oTig Tpokabopiopéves dpeg. Mnv mapeTe SIMAN SOCT Y10 VO OVATTANPDOGETE TO.
dwokia wov Egydoare.
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Eév otapoatiocete va naipvere to Tracleer

H amotoun dwokonn g Oepamneiog pe Tracleer evdéyetar vo mpokaAécel emdeivooT TV
CUUTTOUATOV g MnVv otapatioete T Ay tov Tracleer, EKTOG €0V GOG TO GVGTAGEL O YIUTPOS
c0G. O yluTpdg oG EVOEXETAL VOL GOG GUOTNOEL T LEIOT) TNG 000NG €L PLEPTIKES NUEPEG, TPV
OTOUOTNOETE EVIEAMG TN Bepameia.

Edv éxete meplocdtepeg EpMTNGELS GYETIKA LE TN XPTOT ALTOV TOL POPUAKOV, POTNOTE TOV Y1TPO N
TOV POPLOKOTOO GOG.
4. MBavéc avemBOuNTEG EVEPYELES

Onwg dha To pApLOK, £TGL KOL GVTO TO QAPUAKO LTOPEL VO TPOKAAESEL AVETIOOUNTEC EVEPYELEC, OV
Kol 6gv Tapovclalovtal 6€ OAOLS TOVG AVOPMOTOLG.

O1 o coPapég avemBOunTeg evépyeleg pe to Tracleer givan

. Mn @LGLOAOYIK NAATIKY AELTOLPYiC TOV pmopel vo exnpedost Tepiocotepa amd 1 oto, 10
dTopo
. Avoupio (yopnAég Tiuég epulpdv arpoceolpimv) Tov propel va exnpedoovy éog 1 ota 10

aropo. H avopio pmopet vo xpeldletol mepIoTAGIOKA LETAYYIOT OLOTOC

To Amap Kot o1 apetoloyikéG Tapduetpoi cog Oo Topakorovfovviol Kotd T didpkela TNE Oepameiog
pe 1o Tracleer (PBA. mapdypoeo 2). Eivatl onuovtikd va kévete avtég Tig eEETAGEIG COUPOVA LE TIC
001 YiEC TOV YLUTPOV GOG.

ZOUTTOHOTO OTL TO AP GO UTOPEL VoL U1 AEITOVPYEL CWOTA Elvat:

vavtia (tédon yuo EpeTo)

€UETOC

mopetdg (VynAn Beppokpacia)

7TOVOG 6TO GTOUAYL GOg (KOTAA)

ikTePOG (KITPIVIoHO TOV SEPUUTOC GOC ) TOV AELKOV HEPOVE TOV HOTIOV GOG)
GKOVPOHYPWLLO. 0VPaL

KVNGUOG GTO OEPUA GOG

AMBapyog N kO6Twon (acvviBiot kKobpaon i e€dviinon)

YPITROONG cuvOpoun (TTOVOC GTIS aPOPAOCELS KL TOVG UG LLE TUPETO)

Edv mapatnpioete omotodnmote and ovtd To GUUTTMUUTO EVI|LEPADGTE TOV YLUTPO GOG UUECOG.
AlAeg avemBOUNTES EVEPYELEG:
IHoA0 cvyvéc (umopel va emnpedoovy Teprocdtepa and v ota 10 dtopa):

o ITovoképaiog
o Oidnua (TpERo TV KAT® AKPOV KOl TOV 0oTPAydAmV 1 AN onpeio KOTOKPATNONG VYPAOV)

Yoyvéc (umopel va emmpedoovy émg kan £va, ota 10 dtopa):

Ewova £€ayng 1 epuBpodtnTa oto déppa

Avtidpacelg vrepevaictnciog (6mwg eAeypovn déppatog, eoyovpa kot eEavOn L)
Taotpootsopayikn ToAvopouncn (TaAvdpouncn o&éwv)

Aldppota

Yvykonn (Mmobvpia)

AtcOnuo Ttolpodv (Ypryopor 7 akavovioTol Kopdlokoi TaAuol)

XounAn mieomn oipatog

P oopedpnon
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Oy ovyvég (umopet va ennpedoovy g ko éva ota 100 dtopa):

o ®popporvtraponevia (YopumAoc oplBpdc oponeTaiinv)

o Ovdetepomevia/ievkonevia (YapunAdg aptBpdc AEVK®V OHOGPaLPimY)

o AvEnuéveg Tég NmaTikng Asttovpyiog pe nratitido (PAEYLOVH TOV TATOG),
CLUTEPILOUPAVOUEVIIC EVOEXOUEVNC EMOEIVOGNC VITOKEIEVNC NTtaTiTId0G, KovT iktepog (Kitpvn
ATOYPMOT] TOL SEPLOTOC 1] TOV AEVKOV HEPOVG TV LATIDV)

Yravieg (Umopet va ennpedoovy émg ko éva 6ta 1 000 dtopa):

o Avaevro&ia (Yevikn oAAepyikn avtiopoon), ayysooionua (oidnua, cuvnbéotepa YOopw and o
pdria, ta yeidn, T YA®Goo 1 To Adpuyya)

o Kippwon (ovAég) tov fmatog, nmatikn overdpkela (cofapn datapoyn Tng Asltovpyiog Tov
Nmatog)

H Oaumn 6pacn €xel emiong avagepbei og un yvootc cvyvotrag (n ocuyvotnto dgv umopel vo
extiunOei pe Pdon ta drwbéoipa dedopévar).

AvemOopnteg evépyeieg 6€ TaoLd Ko @r)fovg
O avemBountec evépyeteg mov £yovv avaeepbel oe madd wov maipvouv Tracleer sival ot 1d1eg e
EKEIVEG IOV EUPOAVIOTIKOAY OE EVIIMKEG.

Ava@opd avemBuuNTOV EVEPYELOV

Edv mopatnpnoete Kamoto avemiBountn evépyeln, EVIUEPDOGTE TOV YLOTPO 1| TOV QAPUAKOTOLO GOG.
Av10 1oy0et Ko Yo kdOe mhovr avemBountn evépyela mov 0gv avaQEPETAL 6TO TAPOV GUAAO 00N YLDV
yphonc. Mropeite emiong va avagépete avemBounteg evépyeleg ansvbeiag, Léow Tov fvikony
GULGTILOTOG OVAPOPAS TTOV avaypaeeTor otollapdptua V. Mécm g avapopdg avemBountmv
gvepyelmv pnopeite vo, fondnoete ot GLAAOYN TEPIGCOTEPDV TANPOPOPIDV CYETIKA LUE TNV ACPAAELL
TOV TTOPOVTOS POPUAKOV.

5. Iog va puidooete To Tracleer

To @appoko ovtd TPETEL VO PLAACCETAL GE PEPT] TOV OgV TO PAETOVV Kol OV TO POAVOLY T TOdLA.
No un ypMoIULoToLEITE 0VTO TO PAPLOKO UETE TNV NUEPOUNVie, ANENGS TOV AVOPEPETOL GTO KOVTL Kol
oto blister petd  “AHZEH”.

O1 Aevkég QLaAeg ToAvaBVAEVIOV VYNANG TVKVOTNTOG TPETEL VA, Y PN GLLOTOI00VTOL VTOG 30 NuepDV

LETH TO TPMOTO AVOLYLLOL.

I'oa 115 ovokevacieg kuyéing (blister) and PVC/PE/PVDC/aiovuivio:
Mn gpuAdooete og Oeppokpacio peyardtepn tov 25°C.

IMoa 115 Aevkég raAeg moALABVAEVIOV DYNANG TUKVOTNTOG:
To @oappoakenTikd ovtd TPoidv dev amattel Waitepec cuvONKeS PUAAENC.

Mnv metdite @APUAKO GTO VEPD TNG ATOYETELONG 1 OTA OKLHKA amoppippata. Potote tov
(OPLOKOTOLO GOG Y10l TO MG VO TETAEETE TOL PAPUAKO TTOL OEV YPNOUOTOIEITE Tl AVTd T pPéETpa Ol
Bondncovv oty Tpoctacic tov TepPaAiovtog.

6. Iepreyodpeve TS 6VOKEVAGING KO AOUTEG TANPOPOPiEg

T nepréyer To Tracleer

- Tracleer 62,5 mg emkoloppéva pe Aewto vuévio dwokio: H dpaotikn ovsia eivatl o bosentan
¢ povovdpud. Kabe diokio mepiéyel 62,5 mg bosentan (wg povoddpiko).
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- Tracleer 125 mg emkaioppéva pe Aentd vpévio ookia: H dpactikn ovsia eivar To bosentan
¢ povovdpukod. Kabe dioxio mepiéyel 125 mg bosentan (mg povoidpuko).

- Ta GALo GVGTOTIKE TOL TEPLEYOVTAL GTOV TUPTVO TOL d1oKIOV glvar AUvAO apofocitov,
polelaTVOTTONUEVO AVA0, Gpvio kapfoévuebvimpévo vatprovyo (Tomov A), mopdovn,
S Peyevikog eatépag TNG YALVKEPOANG Ko poyviolo oteatikd. H emkaioyn vpeviov mepiéyet
vpopeAAOln, Tpo&ikn YAVKEPOAN, TAAKT, Titaviov d10&eidio (E171), odnpov o&eidto kitpivo
(E172), cdnpov o&eidio epubpd (E172) kat abvrokvttapivn.

Epgdavion tov Tracleer kon wepieydpeva TG 6VoKEVAGIOG
Tracleer 62,5 mg emikolvppévo pe Aentd vuévio diokia:

Tracleer 62,5 mg emucodoppéva pe Aemtd vpévio dtokia lvatl GTPOYYVAQ, ETIKAAVUUEVA LUE AETTO
VUEVIO OLoKiO, YPDOUATOG TOPTOKAAI-AEVKOV, UE Yopayuévn v Evoelén “62,5” ot pia mhevpd.

Kvoyéres PVC/PE/PVDC/arovpviov mov mepiéyovv 14 emkaioppéva pe Aento vpévio owokia.
Kovtid mov mepiéyovv 14, 56 1 112 emaroppéva pe Aemtd vpévio dokia (Tracleer 62,5 mg
EMKAAVUUEVD LE AETTO VUEVIO dloKin).

AgVKEG PraAeg ToAVAIBVAEVIOV VYNANG TUKVOTTOG e TVPLTIKY] TEAN @G ENpavTik] ovoia, Tov
TEPEYOLV 56 emkaAvUUEVL Le AETTTO LUEVIO dlokio. Kovtid tv 56 emikolvppévov pe Aentd vuévio
dwokiov (Tracleer 62,5 mg emicolvppévo e Aemtd vUEVIO diokia).

Mnyv katomivete TV ENpaviikn ovacia.

Tracleer 125 mg emikodvupévo, pe Aemntd vuévio diokia:
Tracleer 125 mg emkodvppéva pe Aemtd VPEVIO O1oKia Eival MOELDT, EMKAAVUUEVO LE AETTO DUEVIO
dtokia, YPMUATOC TOPTOKOAI-AELKOD, UE Yopayuévn Ty £voeitn “125” ot pia wievpd.

Kvoyéheg PVC/PE/PVDC/aiovpviov mov mepiéyovv 14 emukaioppéva pe Aemtd vpévio diokia.
Kovtid mov mepiéyovv 56 1 112 emkaivppéva pe Aemwto vuévio dokia (Tracleer 125 mg
EMKUAVUUEVD LE AETTO VUEVIO dloKin).

AgVKEG PraAeg ToAVAIBVAEVIOV VYNATNG TUKVOTTOG e TUPLTIKY] TEA @G ENpavTik] ovoia, Tov
mepEyovv 56 emkaivppéva pe Aemto vpévio dokio. Kovtid tov 56 emucoloppévav pe Aentd vuévio
dwokiov (Tracleer 125 mg emikoivupévo pe Aemnto vuévio diokia).

Mnyv katomivete TV ENpaviikn ovcia.

Mropei va, unv KoKAOPOPOUV OAEG 0L GLOKEVAGIEC.

Kdroyog Aderog Kvkhogopiag:
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

HopookevaoTig:

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

IMa omo1adnmote TANPOPOPIo. GYETIKA WE TO TOPOV PUPLOKEVTIKO TPOIOV, TAPUKAAEIGTE VO,
angvBuvheite otov Tomiko avimpdswno Tov Katodyov g Adetag Kukhopopiog.

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Tel/Tél: +32 14 64 94 11 Tel: +370 5 278 68 88
janssen@jacbe.jnj.com It@its.jnj.com
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Bbarapus

»KoHCBH & JxoHCchH bearapus” EOO/]]
Temn.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland
Janssen-Cilag GmbH
Tel: +49 2137 955 955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal

Tel: +372 617 7410
ee(@its.jnj.com

E)ado
Janssen-Cilag ®appaxevtikn A.E.B.E.
TmA: +30 210 80 90 000

Espaia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75 /+33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.

Tel: +385 1 6610 700
jisafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

fsland
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen(@yvistor.is

Italia
Janssen-Cilag SpA
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Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +3176 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Roménia SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.

Tel: +386 1 401 18 00

Janssen safety slo@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy



Tel: 800.688.777 /+39 02 2510 1
janssenita@its.jnj.com

Kvnpog
Bapvépoc Xotinmavaynig Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija
Tel: +371 678 93561

lv@its.jnj.com

Puh/Tel: +358 207 531 300
jactfi@its.jnj.com

Sverige
Janssen-Cilag AB
Ttn: +46 8 626 50 00
jacse@its.jnj.com

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

Tel: +44 1 494 567 444
medinfo@its.jnj.com

To mapév @vALo 00N YIOV YprioNS avadempOnke Y10 TELEVTAIN POPA OTIS

Aemtouepeic TAnpoeopieg yio To pdappako avtd eivar drabéoipeg 6to dikTvakd TOTo ToL Evporaikon
Opyaviopuot @apudxmv: https://www.ema.europa.eu.
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®vrho oonyIOV ypions: [IAnpoeopicg yia Tov prjoty

Tracleer 32 mg owacmelpopeva drokio,
bosentan

AWPaoTe TPOGEKTIKA OAOKANPO TO GVALO 03N YLV YPNGIS TPLY UPYICETE VO TAIPVETE AVTO TO

PappoKo, o10TL TEPLAGUPAVEL GNUAVTIKES TANPOPOPIES Y10 GUG.

- DuidEte avtd TO EUALO 0dNYIDV Yprone. Towg ypelaotel va to dofdoete Eavda.

- Edv éxete mepautépm amopiec, poTioTE TOV Y10TPO GOC 1) TOV POPLAKOTOLO GOG.

- H ocvvtayn yio avtd 10 ¢approko xopnyndnke amokAloTIKA Yio 60G. Agv TPEMEL VO SDGETE TO
QApUOKO GE AAALOVE. MTopel Vo TOVG TPOKAAEGEL PAAPT), KOO KOl OTOV TO CUUTTOUOTO TNG
aoBéveldc Toug eivat 101 e ToL OIKA OO,

- Edv mapatnphioete kamoto avemBOunTn evépyeld, EVIUEPMOOTE TOV YIATPO 1) TOV PUPUAKOTOLO
60G. AT 1oyvel Kat yo KaOe mhoavn avemBOuNT eVEPYELD TTOV JEV OVAPEPETOL GTO TAPOV
@OAAO 00N YLDV YPTONG.

T epLéyeL 1o Tapov GUALO 00N YOV

T eivon to Tracleer ko ol givat n yprion Tov

T mpénet va yvopilete npv mapete 1o Tracleer

g va mapete o Tracleer

[MBavég avemBounteg evépyeleg

IMwg va puidococete to Tracleer

[Tepieydueva. TG CLOKEVAGING KoL AOUTEG TA|POPOPIES

SN A LN

1. Th givan To Tracleer xon wowa gival 1 p1jo1) TOV

Ta dwokia Tracleer mepiéyovv bosentan to 0oio amoKAgiEl Lo GUGIKY OpUOV, TNV EVEOOMATVN-1
(ET-1), n omoia mpoxodel otévmon tov apopopov ayyeiov. Eropévmg, to Tracleer mpokaiei
SLOGTOAN TOV GLLOPOPOV QY YEIDV KOl AVIKEL GTNV KOTNYOPio, TV QOPUAK®Y TTov ovoudlovtal
‘OVTOYOVIOTEC TOV VTTOS0YEMV EVOOOMAIVIG’.

To Tracleer ypnowonoteiton yio ) Oepaneior:

o Tng mvevpovikig aptnprokig vaéptaong (IIAY): H ITAY eivar po wébnom coPfapng
OTEVOGTC TOV AUOPOP®V AYYEIMV GTOVG TVEDUOVEC TTOV £XEL MG ATOTEAEGLO. TNV VYNAN TTigom
TOV Q{LOTOG OTOL ALOPOPO. ayYEi (GTIG TVEVHOVIKEG OPTPIEC) TOL OTTOL0L LETAPEPOVY QL0 OLTTO
TNV Kapdldl GTOVG TVEVHOVEG. AVTN 1 TESN UELMVEL TNV TOcOTNTA 0EVYOVOL TOV UTOPEL VOl
€16€A0€1 670 aipo PLEGO 0TOVC TVEDUOVEG, KOOIGTOVTOC SUGKOAOTEPT TI PLGIKY|
dpactnprotnto. To Tracleer S1AGTEALEL TIC TVEVIOVIKEC OPTNPIES, SLEVKOAVVOVTAS TV KapdLd
va avTtAel aipo SIoHEGOL AVTAV. AVTO LELDMVEL TNV TECT TOL OiHATOG KOl avakovpilet To
GUUTTOLOTO.

To Tracleer ypnowonoteitan yuo ) Oepaneia acOevav pe [TAY katyopiog I yio ™ Pektioon g
avoyNG oTNV KOTmon (TnNg KavotnTag S1e&aymyng LOIKNG OpacTNPLOTNTAS) Kol TOV CLUTTONAT®OV. H
“katnyopio” avtavakid ™ cofapodtnto g vocou: N “katnyopia III” mepiiapfaverl a&loonueinto
TEPLOPIOUO TNG PLGIKNG dpacTnPLOTNTUGC. Mepikéc PedTidoelg £xovv eniong eppaviotel o€ acbeveig pe
ITAY xatnyopiog II. H “xatnyopia II” meptlopfavel o meplopiopnd g euoikng dpactnprotntoc. H
ITAY 1o tv omoia evdeikvutal to Tracleer pmopel vo eivar:

o TpmTomadng (yopig kapio kabopiopévn attio 1| KAnpovouikn),

o 0PEOUEVT G OKANPOIEPLA (YVMOOTH KOl 0OG CLGTNOTIKY GKAN|pLVOT), Lo acOévela oty
omoia viTdpyel TaBoAoYIKN avATTLEN TOL GLVOETIKOD 16TOV TOL oTNPILEL TO dEPLLOL KO TO
VOO OPYALVL),

o OPEIOLEVT] G GLYYEVEIS (8K YEVETNG) KOPOOKES OVOGTOUDGELS (AVOUOAESG d1OO0VG) TOV
TPOKAAOVV TAHOAOYIKT POT) TOV GULOITOC SLOUEGOV TNG KAPOLAC KoL TV TVELUOVOV.
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o TV SaKTVMK®OV EAKOV: (TANYOV 6T, SAYTLAN TOV XEPLOV KOl TOV TOSIDV) GE EVIAIKEC
aoBeveig pe o voco mov ovoudletol oxinpddeppa. To Tracleer peidvet tov apBpuo vémv
EUPAVILOUEV®V EAKAOV GTO SAYTLAN TOV YEPLDV KOl TOV TOJDV.

2. T péner va yvopilete mpv mwapete To Tracleer

Mnv ndpete 10 Tracleer

. o€ mepinTOon arhepyiog oto bosentan 1| 6€ 0T01001TOTE AAAO OTO TO, GVLGTOTIKG AVTOD TOL
QopraKov (OvVaPEPOVTOL GTNV TAPAYPUPO 6)

. 0E TEPINTTOON OV £YETE NTATIKA Tpofinuata (cupPfovievteite Tov yaTpd G0Q)

. 0E TEPITTOOT TOV €i6TE £YKVOG, 1| MOAVOV Vo PEIVETE £YKVOG S1OTL JEV YPTCILOTOLELTE

a&omioteg pefddovg avTicOAANYNC. AfacTe TIC TANPOPOPIEG TNV TOPAYPAPO
“AvTIcVAAMNTTTIKA” Ko “AlAa eapuako, kot to Tracleer”

o o€ TEPITTOON OV AopuPavere Kukhoomopivy A (£va QAPHOKO TOV (PN CILOTOLEITAL LETE Od
pio petopdoygvon 1 yo t Oepameio g yopioong)

Edv omolodnmote amd autd 1oy0EL Y10 EGAC, EVIUEPDGTE TOV YIUTPO GOC.

Ipocdomouoeis Ko TPOPUVAGEELS
E&etrdosig mov 0o tpaypatomon)oel o y1otpog cag mpy T Oepaneio

o e&étaon aipatog yuo va eEAEYEEL TNV NIATIKY| GOG AEITovpyia
o e€étaon aipatog yuo EAeyy0o TG avolpiog (YOUnNAn T oposeatpivng)
. dokocio KUNGEWMS €4V EI0TE YuVaiKa LLE AVOTAPOYOYIKT duvaTdTNTA

Opiopévor acBeveic mov Aapfavovy Tracleer mapatnpndnke 6TL TOPOLGIOGAV UM PVCIOAOYIKES TIUES
OTIG eEETAOELG EAEYYOV TNG NTOTIKNG AEITOVPYIOG, KAOMOG Kot avarpio (OUNAn Tun cposeaipivig).

Eetdosig mov 0o mpaypatomon]osl o YioTpog 60g KaTd T1 drdpkera TG Oepaneiog

Kozd m dbpkeia g Ogpaneiog pe Tracleer, o yratpdc cog Oo Kavovicel T SlEVEPYELD, TOKTIKMV
eetdoe®V alPaTog Yo TovV EAEYYX0 LETAROAMV GTNV NTOTIKN GO AETOVPYIN Kol OTO EMITESA TNG
OLOcPUIPivIG.

IMoa 0)eg avtéc T1g e€etdoelg mopakareiche va deite eniong v Kdpta YrevOopiong AcBevoig (ot
ocvokevaoio Tov dlokiov Tracleer). Etvat onpovtiko va Tpoypotonoleite antég Tig TaKTIKEG eEETAGELG
aipartog yio 660 didotnua taipvete Tracleer. Xag GUVIGTOOUE VO GUEIDVETE TNV NUEPOUTVIQ TNG TTLO
TPOCPOTNG Kot TNG ENOUEVS eE€TaomG (POTNOTE TOV YIOTPO GOG Y1 TV nuepounvia tg) otnv Kapta
YrevOopiong AcBevoug, mpdypa mov Oa cog fonbnocetl va Bupdote TOTE TPEMEL VOL KAVETE TNV EXOUEVN
oo eE€tao.

E&etdosig aipatog y1a Tov £Aeyy0 TG NTATIKNG AE1TOVPYiag
Avtég Oa mpaypotomotovvTol Kabe uiva ko’ OAn ) dudpkela Ogpaneiog pe Tracleer. Metd oo o
avénon g 06on¢ Ba Tpaypatonoteitor pa Tpochetn eE€taom LeTd amd 2 efOoUAdES.

Eerdosig aipatog y1a Tov £heyyo TG avalpiog
Avtég Oo TpaypotomotovvTol Kabe uiva Katd toug 4 Tpdtovg uivec Oepameiog kot kébe 3 unqveg ot
ouvéyela, Kabmg ot acbeveic mov Aappdvovy Tracleer umopei va mapovoidcovv avaipia.

Edv ovtd ta amoteAéopato ivol Un QUGIOAOYIKE, 0 Y TPOC GO UTOPEL VO OTOPUGIGEL VO LELMGEL TN
doon cog N va otopatnoet ) Oepaneia pe to Tracleer, kot vo kavel mepaltépm eEETAGELC Y10, VAL
dlepeguvnoel Ty attia.

Iowa ko £épnpor

To Tracleer dev cuvioTdtan o€ TOSATPIKOVS OGOEVELG LLE CLGTNHOTIKY CKATPVVOT| Kol EEEAIGGOUEVT
VOG0 SUKTUVAIK®V eAk@V. AvatpéEte emiong oty mapdypoeo 3. Ilog va mépete to Tracleer.
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Alha gappoke kot Tracleer

Evnuepdote Tov ylotpd 1 TOV QOpUAKOTOL0 GOG EAV TAIPVETE 1) £XETE TPOCPATO TAPEL AALL PAPLLOKOL,
aKOUO Kol 0T TOV 0eV Gog Exovv yopnyndei pe cuvtayn. Etvat idwaitepo onpavtikd vo evnuepmoeTe
ToV Ylotpd oog 4v TaipveTe:

. KuKloomopivi A (éva @APUOKO TTOV YPTCLLOTOLEITAL LETA OO LETOUOCYEVGELG KOL Y10 TN
Oepaneio ™ yoplaong), n onoia dev TPEmel va ypnoionoteital Tovtodypova pe To Tracleer.
o sirolimus 1] tacrolimus, Ta owoia ivat EAPLOKA TOV XPNCLOTOLOVVTOL LETE O

LETAROCYEVOELS, KAOMDS auTd dev cLVIGTATOL VO, YprotporotovvTot pali pe to Tracleer.

o yAPevAapidn (éva eappako yio to dtafntn), proapmikivy (Eva eapuaKo yio T upaTioo),
@AovKOVaLOAN (£va @APUAKO YO TNV OVTIUETOTION TOV LUKNTIIGIK®OV AOWMEEDVY),
KketokovaloAn (éva eappako yia tn Bepaneio Tov cuvdpopov Cushing) 1 vefipamivn (va
oappaxo ywo tov HIV), kabdg avtd ta odpproaka dev cuvioTdTol va xpnoiporotovvtol poli pe
7o Tracleer.

o Ao eappaka yuo tn Oepameio tng Aoipméng HIV, n omola pmopei va yperdletor £101kn
mapakolovOnen, edv ypnoiporotovvrotl pali pue Tracleer.

o OPUOVIKG, AVTIGVAANTTIKG, KOO®DS avTA OgV Eival amoTEAEGLOTIKG ™G 1) LoV LEB0dOC
avTiovAANyg 6tav taipvete Tracleer. Méoa o1 cuokevacia tov diokimv Tracleer Oa Ppeite
pio képtoa vaevid e aclevovg Ty onoio mpénet vo, dafdoete TpooekTikd. O YiTpog Ko/ o
yovaukoAdyog oag Oa kabopicovy tn 1éB0d0 avTIGVAANYNG TTOL Eival KATAAANAN Y10 GOC.

o Ao eappaka o T Oeparmeior TG TVELILOVIKNG VITEPTAONC: GIAOEVOQIAT Kol TASAANPIAN,
. Bappapivn (avTimnKTikog Tapdyovtog),
o owPactativn (ypnoomoteital yio T Oepameio TN VITEPYOANCTEPOLUUING).

00onyNon Ko YEPLOROS PN UV LATOV

To Tracleer dev &xel kopio 1 xel apeAntén eXidpacT GTNY IKOVOTNTA 03NYNONE KoL YEPIGUOD
pnyovnudtov. Qotoco, to Tracleer umopei va mpokorécet vrotTaot (LelmoN TG APTNPLOKNG THEOTS),
1 omoia Umopel va 6oG KAVEL va VIMGETE (OAT, VO EMNPEACEL TNV OPOCT] GOG KOl VO, EXNPEACEL TNV
TKOVOTNTO 001 YN OGS KO XEPIGUOV unyavnudtov. Etouévag, edv vidoete {GAn 1 6T 1 6pact| 6og
givar Ooumn eved maipvete to Tracleer, unv odnyeite kot un xepileote epyaieio n unyaviLoT.

I'vvaikeg 6€ avamapaymyki nakio
MHN rnaipvete to Tracleer edv giote £ykvog 1 oyed1aleTe Vo LeiveTe £YKLOG.

AoKipacisg Kinong

To Tracleer pmopel vo PAGWYEL Ta ayévvnTo, Lopd, TOV 0oimv 1) cOAANYN £Yve TPV amd TV Evapén M
Katd tn ddpketn tng Bepaneiog. Eqv elote yuvaika mov pumopel va petvel £ykvog, o yatpog oag o cag
{ntoel va kdvete va Te0T KUNGEWG TPV apyioete vo maipvete Tracleer, Kot avd Taxktd dteoThnpaTo
evooo maipvete Tracleer.

AVTIGUAM|TTIKG,

Edv givar mBavo va peivete €ykvog, ypnoiporomote o a&lomiotn péhodo aviicvAANYNg 660
naipvete Tracleer. O yotpog 1 0 yovakoAdyog cag 0o coc cupPoviedoel GYETIKG (e TN XPNOT
a&omotov pefddmv avticOAANYNG Katd tn didpkela tng Aqyng tov Tracleer. Emeion to Tracleer
UTOPEL VO KATAGTAGEL TNV OPUOVIKT] OVTIGOAAN YT (.. TN YOPTYOVUEVT atd GTOUATOG, TNV EVEGUN,
TNV EUPLTEVGIUTN M TO STUOEPUIKA EMOEUATOA) OVOTOTELECUATIKT, AT 1 LEB0SOC amd udvn g dev
glvar a&omortn. Enopévag, av ypnoylonoleite oppovikd aviicvAinmrikd 0o npénet emiong va
YPTOLOTOLEITE Kot [, LEBOSO PPayIoV (T.). TPOPVACKTIKO Y10 YOVOIKES, SLAPPAYLLA, OVTICUAANTTIKO
ondyyo N Oa TPETEL 0 GVVTPOPOG GAG VAL YPNCOTOLEL TPOPLANKTIKO). MEGa 6T GVCKELOGIN TOV
dwokiwv Tracleer Qo Ppeite po Kapto YrevOopong Acbevoic. Ipémel va T GOUIANPOCETE Kot Vol
v népete poll 6o Katd TV EXOUEVN EMICKEYT GO OTOV YTPO GG MOTE O YIOTPOG 1) O
YOVaKoAOYOG oag va givar o€ BEom va eKTIUNGEL €AV (PelEoTE EMMAEOV N EVOALOKTIKEG AEIOTIOTEG
AVTIGVAANTITIKEG PHEBOSOVG. ZuvieTdtal 1) SIEVEPYELD UNVII®V SOKILACIOV KUGEMC, EVOCMH TOIPVETE
Tracleer ko iote o€ avamopay®yKn NAia.

Evnuepmote tov yotpd oag apéowns edv peivete £ykvog v maipvete Tracleer, 1§ oyxedialete va
UEIVETE £YKVOG GTO KOVTIVO UEANOV.
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Onlaopdg

To Tracleer mepvd 6To PNTPIKO YA, ZUVIGTATOL VO GTAUOTNCETE TO ONAACUO GV GOG
ocvvtayoypaenbdei to Tracleer, 016t1 dev eivat Yvwoto edv 1o Tracleer oto untpikd Yoo pmopet va,
PAdwyel To popd coc. Arevbuvleite oTov YloTpd GO OYETIKA UE QTO.

TCovipétra

Edv giote avrpog kot Aappdvete to Tracleer, eivat mbavo avtd 10 PAPUAKO VO LELMGEL TOV aplOuod
TV oneppoTolmapinv oag. Agv umopel vo amoKAEIGTEL TO EVOEYOLEVO VO EXNPEACTEL 1] IKOVOTNTA GOG
va amoktnoete Toudi. [0 omoleodnmote amopieg 1 TPOPANUATIGUOVS GYETIKA e aVTO, omevBuvleite
GTOV YLTPO GOG.

To Tracleer mepiéyel acmapTdun Ko vaTpro

To @dppaxo avtd mepiéyel 3,7 mg Acmoptaung oe kébe dtoomepopevo diokio. H aomaptaun
etvar Tynq eowvvroravivng. Mropet va etvon emBAapng dv kdmolog £xel @avvAkeTovovpia
(PKU) pio omavio yevetikn datapoyn otV omoio 1 ovuAAOViVI] GUCCOPEVETAL EMEON TO
oo dev pmopel va v amoPAAAel GUGIOAOYIKAL.

To @appaxo avtd mepiéyel Arydtepo amd 1 mmol vatpiov (23 mg) avd diokio, ival avtd Tov
ovopdlovpe «erevBepo vatpiovy.

3. o va wapete To Tracleer

H Oepancio ue Tracleer mpémet vo, apyilet kot va mapakorovdeitor pdvo omd yiotpod mov Exel epmelpia
ot Oepomeio g [TAY 1 ot cvoetnuotiky ckAnpoven. [Iavtote va Taipvete To pAPUOKO QVTO
aVoTNPE SOUPOVA LE TIG 00N YiEg TOV YaTpo¥ oag. Edv éxete appiforieg, potiote Tov yiotpo 1 Tov
QOPUOKOTOLO GOC.

To Tracleer pe Tpo@1] Kol TOT6
To Tracleer pmopet va Aapfavetor pe 1 yopic Tpoem.

YovieTOpev 0601

Evijlikeg

H Ogpaneio otovg evilikeg cuvnbmg Eexvdet pe 62,5 mg d0o Qopég Ty Nuépa (Tpwi Kot Bpdov) yia
TIg TPDTEG 4 €fOoNAdEC Kot TN cuvEXELR 0 Y1aTpdg 60 cuvnBmg Ba cag cuoTnoel va Ttaipvete Eva
dwokio Tov 125 mg d0o popég v nuépa, avaroya pe v ovtidpact| cog oto Tracleer.

Moword ko £pnpor

H obotaon yia ) d6om o€ moudid mpoopiletar povo yo v MAY. Eta modid nAwciog 1 €Tovg kot Gvo
n Bepomeio pe Tracleer Eekivael cuvnbwg pe 2 mg ava kg fapovg cdpatog 600 POpEC NUEPNCIMG
(mpwi kot Bpdov). O yatpdc cog Bo cag GLUPBOLAEYEL GYETIKG [1E T 00GOAOYI0 COC.

Edv givon amapaitnto to daonelpdpevo diokio pmopei va dropedel Kot PKog TV Yapoydv og
Téocepa ioa TUNUATA.

Edv égete v evivommon 611 1 enidpaon tov Tracleer eivan eite vepfoiikd ioyvpn| gite vrepforika
adVVALLT, EVILEPDGTE TOV YIUTPO GOG TPOKEEVOL Vo HABETE eV TTpEmeL VoL TpomomomBei 1 doom).

g va napete To Tracleer
Ta diokia wpénet va Aapfavovtar (mpwi Ko Bpdidv), katomivovidg ta pe vepd. Ta diokio uropodv va
Aappdvovton pe 1 xwpic Tpoe.

To dwomepdpevo diokio mepiéyetal o€ blister acpaleiog yio To Todid.

IMoa va agapéoete 10 dlaomelpOuEVO d1oKio:
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1. Awywpiote pio koyeAida Tov blister ota didtpnto onueia.
2. Apapéote TNV ENAVO UeUPpavn
3. [Tiéote T0 PapUAKELTIKO TPOTOV PESH O TO PUAAO cAovUViOV

Ka0e dwaomeipopevo diokio Tracleer pmopel vo dtadlvbel o€ vepd yia vo, TPOKOWEL PAPUAKO GE LYPN
popon. o va eTiaEETE TO PApROKO GE VYPT LOPPT, PAATE TO S10Ki0 GE £val KOLTAAL e AlyO VEPO.
XpNOLOTOGTE EXOPKT TOGOHTNTA VEPOL Y10, VO KAALEOEL OAO0 TO d1oKio. APNOTE Yo TEPIMOL Eval
AETTO, £0C OTOV T0 d1oKio dlahvOel MANPOC Kot LeTE kaTomieite OA0 T0 VYPO. [Ipocbéate axoun Aiyo
vepd GTO KOLTAM Kol KATATIEITE OAO TO VYPO, MGTE VO GLYOVPEVTEITE OTL £YETE TWAPEL OAO TO PAPLAKO.
Edv givon duvatov, mpénet va mieite £va motnpt vepo Y10, va S1oo@oAIGETE OTL OAO TO PAPLOKO EXEL
AnoBei.

Edv etvon amapaitnro, to dtoonepdpevo diokio pmopel va dtopedel katd UKo TV Yopaydy.
Kpatnote to diokio peta&d tov avtiyelpa kot Tov deiktn amd kabe TAevpd TG Xopayne, LE TN XOpoyn
va delyvel Tpog o mive. Xwpiote o€ ot omdlovTtog To S1oKio KoTd UfKog TaV Yapoaydv (BA. To
TOPOKATO GYNHOL).

"

Edv napete peyorvtepn 66on Tracleer amd Tnv kKavoviki
Edv népete meprocoTEp d1oKio amd 060 GOG EXOVV TEL VO, TUIPVETE, EXIKOIVOVIGTE OUECHG LUE TOV
Y1aTpd GOG.

Eav Eeyboete va wapete To Tracleer

Edv Eeydoete va mapete to Tracleer, mwapte pia 660m poiig to Bounbdeite kot petd cuveyiote va
maipverte ta d1okio cog oTig Tpokabopiopéves dpeg. Mnv mapeTe SIMAN SOCT Y10 VO OVATANPDOGETE TO.
dwokia wov Egydoare.

Eév otapoatiocete va naipvere to Tracleer

H amdtoun dwakonn tng Oepaneiog pe Tracleer evdéyeton vo TpokaAécel EMOEIVOOT TOV
CUUTTOUATOV cac. MnVv otapatioete T Ay tov Tracleer, EKTOG €0V GOG TO GVGTAGEL O YIUTPOS
c0G. O ylTpdg oG EVOEXETAL VOL GOG GUOTNOEL T LEIOT) TNG 000NG €L LEPIKES NUEPEG, TPV
OTOUOTNOETE EVIEAMG TN Bepameia.

Edv éxete meplocOTEPES EPOTNOELS CYETIKA LLE TN YPNOT] AVTOV TOV QUPUAKOV, POTACTE TOV Y10TPO 1)
TOV POPLOKOTOLO GOG.

4. MBavéc avemBOuNTEG EVEPYELES

Onwg dha To pApUOK, £TGL KOL GVTO TO QAPUAKO LITOPEL VO TPOKAAESEL AVETIOOUNTEC EVEPYELES, AV
ka1 6gv Tapovclalovtal 6€ OAOLG TOVG AvEPMOTOLG.

O1 o coPapég avemBOuNTeG evépyeleg pe to Tracleer givan
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. Mn @LGLOAOYIKY NAATIKY AELTOLPYiC TOV pmopel vo exnpedost Tepiocotepa amd 1 oto, 10
dTopo

. Avoupio (yapnAég Tinég epubpdv alpoocealpimv) Tov uropet va exnpedcoovy Eog 1 ota 10
aropo. H avopio pmopet vo ypeldletol mepIoTAGIOKA LETAYYIOT OLOTOC

To Amap Kot o1 apotoAoyikég Tapduetpoi cog Oo Topakorovfodviol katd T ddpkelo TG Oepomeiog
pe 1o Tracleer (PBA. mapdypoeo 2). Eivatl onpovtikd va kdvete avtég Tig eEETAGELG COLPOVA LE TIG
001MYiEC TOV YLUTPOV GG,

ZOUTTOHOTO OTL TO AP GO UTOPEL VoL U1 AEITOVPYEL CWOTA Elvat:

vavtia (tédon yuo EpeTo)

€UETOC

mopetdg (VynAn Beppokpacia)

7TOVOG 6TO GTOUAYL GOg (KOTAA)

ikTEPOG (KITPIVIoHO TOV SEPUUTOC GOC ) TOV AELKOV HEPOVS TOV HOTIOV GOG)
GKOVPOHYPWLLO. 0VPaL

KVNGUOG GTO OEPUA GOG

AMBapyog N kO6Twon (acvviBiot kKobpaon i e€dviinon)

YPITROONG cuvOpoun (TTOVOC GTIS aPOPAOCELS KL TOVG UG LLE TUPETO)

Edv mapatnpioete omotodnmote and ovtd To GUUTTOUUTO EVI|LEPADGTE TOV YLUTPO GOG URECOG.
AlAeg avemBOUNTESG EVEPYELEG:
IHoA0 cvyvéc (umopel va emmpedoovy Teprocdtepa and £va ota 10 dtopa):

o ITovoképaiog
o Oidnua (TpERo TV KAT® AKPOV KOl TOV 0oTPAydAmV 1 GAAN onueio KOTOKPATNONG VYPAOV)

Yoyvéc (umopel va emmpedoovy émg kat éva, ota 10 dtopa):

Ewova £€ayng 1 epuBpotnTa dEpatog

Avtidpacelg vrepevaicnciog (6mwg eAeypovn déppatog, eayovpa kot eEavOnua)
Taotpootsopayikn ToAvopouncn (TaAvdpouncn o&Ewmv)

Aldppota

Yvykonn (Mmobvpia)

AtcOnuo molpodv (Ypnyopor | akavovioTol Kapdlakoi TaAuol)

Xounin mieomn aipatog

Pwucn ooppdpnon

Oy ovyvég (umopel va emnpedoovy £mg kou éva 6t 100 dtopa):

o ®poupokvtraponevia (Yoo aplOudc oponetaiiov)

o Ovdetepomnevia/ievkomevia (YapunAdc aptOudc AsVK®Y oUocPapiny)

o AvEnuéveg TUEG NIATIKNAG Agttovpyiog pe Nratitido (PAEYLOVH TOV TATOG),
CLUTEPILOUPOVOLEVIC EVOEXOUEVNG EMOEIVMON G VITOKEILEVNC NTTaTiTIONG, KOUT 1kTepOg (Kitpvn
aTOYPMON SEPUOTOC 1) TOV AEVKOD TOV HOTIOV)

Yrawieg (umopel va ennpedoovy émg kot éva ota 1 000 dropa):
o Avaevro&ia (yevikn aAlepyn avtidpaon), ayyeooidnua (oidnua, cuvnbéotepa YOP® Amd TaL
Hatia, T YEIA, T YA®GGO 1 TO AApLyya,)

o Kippwon (ovAég) tov Nmatog, mratikn avemdpkelo (cofapn droTapayn TS AELTovpyiog TOv
NmaTOg)
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H Boumn 6pacn €xel emiong avagepbei og pn yvootg cvyvotrag (n ocvyvotnto dev pmopei vo
extiunOei pe Pdon ta dwbéoipa dedopévar).

AvemOopnteg evépyeieg 6€ TaoLd Ko @r)fovg
O avemBounTec evépyeteg mov £yovv avaeephel oe madd wov maipvouv Tracleer gival o 1d1eg e
EKEIVEG IOV EUPOAVIOTIKAY GE EVIIMKEG.

Ava@opd avemBuunTOV EVEPYELOV

Edv mopatnpnoete Kamoto avemiBountm evépyeln, EVNUEPDOGTE TOV YLOTPO 1| TOV PAPUAKOTOLO GOG.
Av10 1oy0et Ko Yo kdOe mhavr avemBountn evépyela mov 0ev avaQEPETAL 6TO TAPOV EUAAO 00N YLDV
yphonc. Mropeite emiong va avagépete avemBounteg evépyeleg anevbeiag, Léow Tov 0vikony
GULGTILOTOG OVAPOPAS TTOV avaypaeeTor otollapdptua V. Mécm g avapopdg avemBountmv
gvepyelmv pnopeite vo, fondnoete ot GLAAOYN TEPIGCOTEPDV TANPOPOPIDV CYETIKA LUE TNV ACPAAELL
TOV TTOPOVTOG POPUAKOL.

5. Iog va guidooete To Tracleer
To @appoako ovtd TPETEL Vo PLAACCETAL GE PEPT] TOV OgV TO PAETOVVY KoL OV TO POAVOLY T TOdLA.

No pun yp1CIULOTOLEITE 0V TO TO PAPLOKO UETE TNV NUEPOUNVID, ANENGS TOV AVOPEPETOL GTO KOVTL Kol
oto blister petd  “AHZEH”.

Mn gpuAdooete og Beppokpacio peyardtepn tov 25°C.

Ta vroOoTo KOUUATIO OO EVOL SIULPEUEVO SLOCTEIPOUEVO O10KI0 LTOPOVV VO PLAAGGOVTOL OE
Oeppokpacio dopatiov Kot TPETEL VO YPNCUYLOTOLOVVTOL EVTOC 7 NUEPDV.

Mnv metdite @APUAKO GTO VEPD TNG ATOYETELONG 1 OTA OKLHKA amoppippate. Potote tov
QOPLLOKOTOLO GOG Y10, TO MG VO TETAEETE TO, PAPUAKO TOL OEV YPTCLOTOIEITE T, AVTE Ta,
uétpa Bo fondfcovy oty TpocTacio Tov TEPPAAAOVTOC,.

6. Iepreyodpeve TS 6VOKEVAGTIOG KO AOTEG TANPOPOPiEg
T nepréyer To Tracleer

- H dpaoctikn ovoia gival to bosentan w¢ povoddpikd. Kabe draomeipduevo diokio mepiéyet 32 mg
bosentan (wg pLovoIPKo).

- Ta GAAo cLGTATIKA €lval KVTTAPIVI] WKPOKPLGTIAAIKY], acPECTIO 0EIVO pOGEOPIKO GVLOPO,
KapUEALO(N VOTPLOVYOC O10GTAVPOVEVT, TLPLTIOL 0EEIdI0 KOALOEWDES AVVOPO, TPVYIKO 0ED,
BeAtiwtcd yevong tutti frutti, aomaptaun (E 951, dofdote mepiocdtepec mANPOQOpiec 6TO
TEAOG TNG TOPAYPAPOL 2), AKECOVAPAUIKO VATPLO, LOYVIOLO CTEATIKO.

Epgdavion tov Tracleer kon wepieydpeva g 6uokevAGiag

Ta daomepdpeva diokia Tracleer 32 mg gival YpOUOTOG AvoLyTOD KITPIVOL £10C VITOAEVKOV, GYNLOTOC
TPUPLAALOD, TETPOTOUNUEVE, OTT| [io TAEVPA KO Yopayuévn TV £voeln “32” atnv GAAN TAgLPAL.

“Peel — push” koyéleg Tov mepiéyouvv 14 dacmelpopeva d1okio: KOLTIE Tov TEPIEXOVY 56
dwomelpdueva diokia.

Kdroyog Aderog Kvkhogopiag:
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo
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Hapaockevaoctic:

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

IMo omoladnmote TANPOPOPio. GYETIKH LLE TO TOPOV POPHOKEVTIKO TPOIOV, TAPUKAAEISTE VO
angvBuvleite otov Tomikd avtimpdswno Tov Katodyov g Adetag Kvkhopopiag.

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbarapus

»KoHCBH & JxoHCchH bearapus” EOO/J]
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland
Janssen-Cilag GmbH
Tel: +49 2137 955 955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee(@its.jnj.com

E)ada
Janssen-Cilag ®appaxevtikn A.E.B.E.
TnA: +30 210 80 90 000

Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75 /+33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska
Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
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Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV
Tél/Tel: +32 14 64 94 11

janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Romaéania SRL
Tel: +40 21 207 1800



jisafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen(@yvistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog
Bapvapoc Xoatinmavaynig Ato
TmA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija
Tel: +371 678 93561

lv@its.jnj.com

Slovenija

Johnson & Johnson d.o.o.

Tel: +386 1 401 18 00
Janssen_safety slo@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

Tel: +44 1 494 567 444
medinfo@its.jnj.com

To wapdév ULA0 00N YOV Yp1ioNS avaOe®pPOnKe Yo TEAEVTAIO POPE GTIS

Aemtouepeic TAnpoeopieg yio To epappako avtd eivar drabéoipeg 6to dikTvakd TOTo ToL Evporaikon
Opyaviopuot @apudxmv: https://www.ema.europa.eu.
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