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IEPIAHYH TON XAPAKTHPIZTIKQN TOY IIPOIONTOX



1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ambrisentan Viatris 5 mg emkodvppéva pe Aemtd vpévio diokia
Ambrisentan Viatris 10 mg exucolvppévo. pe Aentd vpuévio diokia

2. ITOIOTIKH KAI ITOXOTIKH XYNOEXH

Ambrisentan Viatris 5 mg emkoloupéva pe Aertd vuévio diokio

KaBe diokio mepiéyel 5 mg ambrisentan.

Exdoyo(a) ue yvwori dpdon

KaBe diokio mepiéyet mepimov 26 mg haktdlng kou mepinov 10 wkpoypappdpra allura red AC
aluminium lake.

Ambrisentan Viatris 10 mg emxoloupéva pe Aentd vuévio diokia

Kdabe diokio mepiéyel 10 mg ambrisentan.

Exdoyo(a) ue yvwori dpdon

KdBe diokio mepiéyet mepimov 52 mg haktdlng kot nepinov 20 wkpoypappdpia allura red AC
aluminium lake.

IMa tov TA7pN KaTdloyo TV ekddywv, PA. mapdypogo 6.1.

3. DOAPMAKOTEXNIKH MOP®H
Enucoloppévo pe Aemtd vpévio diokio

Ambrisentan Viatris 5 mg emkoloupéva pe Aertd vuévio diokio

Pol ypopatog, otpoyyvrod, opeikupto S16Ki0 EMKAAVUUEVO LE AETTO VUEVIO, e eyyapaén «M» ot
pia mAevpd kot «AN» oty GAAT, Le SIAUETPO TEPimov 5,7 mm.

Ambrisentan Viatris 10 mg emxoloupéva pe Aentd vuévio diokia

Pol, 9,9 mm X 4,8 mm woe1dég, appikupto, EXKOAVUUEVO e AETTO DUEVIO SIOKIO TTOL QEPEL EYYAPUEN
«M» o pia Tigvpd Kot «AN1» otnv GAAn.

4, KAINIKEX MAHPO®OPIEX

4.1 OgpamevTiKég EvOcielg

To Ambrisentan Viatris gvdsikvoton ya ) Ogpomeio g Tvevpovikng aptmprakng vréptaocng (IMTAY)
oe eviihikeg aoBeveig Aettovpykng katnyopiag (FC) II éwg 11T katd [TOY mepriapfoavouévng g
YPNONG G€ GLVIVAGUO pe GAAN Oepameia( PAETe mapdypago 5.1). H anotedespotikdtnTa £xel
dwmotwbei og 10omadn TTAY (IITAY) kot og [TAY oyetilopevn pe vOGO TOL GLVOETIKOD 16TOV.

4.2  Aocoloyio Kal TPOTOG yop1yNoNS

H aywyn Ba npénet va Egxvd amd yratpo pe gpumelpio otn OepameuTikny avIlHeT@moN acbevavy e
[TAY.



Aocoloyia

MovoBeparneio ue ambrisentan

To Ambrisentan Viatris 0a mpénet va Aopfdvetar amd 100 6TOHATOS, EEKIVOVTAG 0o T 60061 TV
5 mg dna& nuepnoiong mov propel va avéndei oe 10 mg nuepnciong, avaroya pe TV KAMVIK)
OVTOTOKPIGT KOL TV 0VOyT.

Ambrisentan oe 6VVOLAOUO e TOOOAAPIAY
Ortav ypnoiponoieitor 6 cuvdLOcUO pe Tadarapiln, To Ambrisentan Viatris Oa npénet va
Tithonoteitan ota 10 mg dmoé nuepnocing.

> peiétn AMBITION, ot acOeveic Aaupavav S mg ambrisentan nuePNoing yio. TIC TPAOTES

8 efoopadeg, mpv n d6om awéndel ota 10 mg, avaroya pe tnv avoyn (PAére mapdypapo 5.1). Otav
ypnoonotnke o€ cuvdvacud pe tadorapiin, ot acbeveic Eekivovoay pe Ayn 5 mg ambrisentan
ka1 20 mg Tadodapiing. Avaloya e TNy avoyn, n 06om g Tadoraeiing avavotay oto 40 mg petd
amo 4 gfdouddeg kot 1 d6on Tov ambrisentan avéavotav ot 10 Mg petd amd 8 efdopndadec. Avtd To
wéTuyav TePLocoTepPol and 90% twv achevov. O docelg pmopovcay eniong va petwfoiv, avaroyo pe
™mv avoyn.

[Tepropiopéva otoryeia vrodnAdvouy 6Tl 1 ardToun StoKom Tov ambrisentan dev oyetileTon e
vrotpomaiovca emdeivoon g ITAY.

Ambrisentan oe ovvovoouo ue kokloomopivy A

e evAiKeg, 6tav cuyyopnyeital pe Kokhoomopivn A, 1 d6on Tov ambrisentan Oa wpémet va
nepropiletar og 5 mg ana nuepnoing Kot o acdevig Oa Tpémel va mapoakorovdeital TPOGEKTIKA
(BAéme mapaypdoovg 4.5 kar 5.2).

Ewdwoi tAnbuouotl

Himawuévor Aev amouteiton tpomomoinon g d0ong o€ acheveic nlikiog ave tov 65 etov (PAéte
napdypapo 5.2).

Aobeveic ue veppixn dvoiertovpyio Agv amoteitol Tpomonoinomn g 00oN¢ 6€ acbeveic e veppikn
dvodettovpyia (BAéne Tapdypago 5.2). Yndapyel meplopiouévn epmelpia [ie To ambrisentan g dTopa
ue coPopn veppikn dvoiertovpyia (kabapon kpeatvivng <30 ml/min). H Ogpaneio mpémnet va Eexva
TPOGEKTIKG G€ aTN TNV LTOOUAdK Kot Vo, diveTar Wiaitepn Tpocoyn av n 0don avénbei ota 10 mg
ambrisentan.

Aobeveic ue nrotiky dvoiertovpyio To ambrisentan dev €yel pelet el og dropa e NTOTIKY
dvodettovpyia (He N yopic kKippwon). Kabmg ot khpieg 0doi petafoilopond Tov ambrisentan givot m
yAovkovpovidmon Kot 1 0EeIdwoT, PE ETaKOA0VON aTEKKPLOT GTY YO, 1| NTATIKY SUCAEITOVPYiN
umopei va avapéverol va ovénoet v £kbeon (Cmax kot AUC) oto ambrisentan. Emopévmg, dgv Oa
mpémel va Eekvd aymyn pe ambrisentan g ac0eveic e cofapr NTATIK SVGAELITOLPYIO 1] L KAVIKE
OMNUOVTIKES CLENUEVES TILES NTOTIKMV OUVOTPOVOQEPUC®V (LEYOADTEPES OO 3TAAGIES TOV OVMTATOV
@Lvooroytkov opiov (>3x ULN), BAére mapaypdpovg 4.3 kot 4.4).

Toudrorpikdc TANOvoudg

H aocedieia kot 1 amotelecpotikdOtnTa Tov ambrisentan ce Toudid Kot €piovg nAkiog KdTm Twv
18 etV dev £xel tekunplmbel. Agv vtapyovv Sabéciua dedopéva (PAEne Tapdypapo 5.3 oxeTikd pe
Ta Sbéoipa dedopéva og veapd (oa).

Tpomog yopnynong

To Ambrisentan Viatris npoopiletar yio xpion amd 10 6ToU. ZUVIGTATOL TO S10KI0 VO, KATAmiveTot
OALOKANPO Ko pmopel va, Aapavetar e 1 xopig Tpoen. uvictdtot to diokio va punv omdletal, vo unyv
Opoppotileton kot vo unyv Hoctétat.



4.3  Avrevositeag

YrepevoioOnoio 61N dpacTikn ovsia 1| 6 KAmo1lo amd To £KO0YA TOV AVOPEPOVTOL GTNV
mapdypoeo 6.1.

Konon (Bréne mopdypago 4.6).

IMuvaikec o avomapaymyikn nikio wov dev ypnoiporolovy a&omot uébodo avticOAANYNG (PAETe
Tapoypaeovg 4.4 kot 4.6).

OnAacpods (PAéne Toapdypago 4.6).
Yofapn nratikn dvoiettovpyia (pe N xopig kippwon) (BAéne mapdypao 4.2).

ApyIKéG TIEG NTOTIKAV AUIVOTPAVEPEPUCHOV (0GTOPTIKT aptvotpovopepdon (AST) kau/m
apwotpavoepdon g aravivig (ALT)) >3x ULN (BAéne mapaypdopovg 4.2 kot 4.4).

Io10mang Tvevpovikn ivoon (IPF), pe 1 xwpig devteporadn mvevpovikn vaéptaon (PAéne
Topaypao 5.1).

4.4  E1dkég TPOELOOTOUNGELS KUL TPOPVAGEELS KATA TN (piom

To ambrisentan dev &xet peretnBel oe enapkn apBpd acbevov, dote va kabopiotel n avaroyio
opélovg/kvdvvou og TTAY Aertovpyikod otadiov I katd ITOY.

H amoteleopatikdtnta Tov ambrisentan og povoBeponeio dev €xet tekunplodel og acBeveic pe [TAY
Aertovpykov otadiov IV katd ITIOY. Xe nepintmon emdeivaong g KAVIKNG katdoToong, Oa mpénet
va g€etaleton To evdeyOuevo Bepameiog CLVIGTOUEVNC Yo TO GOPaPO GTAGI0 TNG VOGOV (TT.Y.
EMOTPOGTEVON)).

Hrotwkn Asttovpyio

AwTopayég e Nratikng Asttovpyiag Exovv cvoyetiotel pe IAY. Iepiotaticd copPatd pe
ovtodvoon Nratitida, cuureptAapavopévng mbavig EEapong VIToKeIEVNC avTodvoong NmoTitidug,
NraTikn PAGPN Kol avEnon tov nratikodv evOOHmVY, duvnTiK®g oyeTilopeva pe ) Bepamneia, £yovv
napoatnpndei pe to ambrisentan (PAEne Topaypdeovg 4.8 kot 5.1). Emopévmg, ot Tyég Tov NTatiKmv
apwvotpovopepac®dv (ALT kot AST) Oa mpémetl va petpmvral Tpv omd Ty Evapén e xopnynong
ambrisentan kot 1 oywyn dgv 0o tpénet va Eekivd o€ acbeveic pe Tipéc avagopdg ALT xovn AST
>3x ULN (BAéme mopdaypapo 4.3).

O1 acBeveic Oo Tpémel va TopakorovBodvol yio onueio nrotikng PAAPNG Kot cuvieTdton punvicia
mapakorlovOnon tov ALT kot AST. Av ot acbeveig eppavicovy otabepn, aveEnyntn, KAWVIK®G
onuavtikn avénon g ALT kavn g AST 1 av 1 avénon g ALT ka/n g AST cuvodedetar amod
onNuUElN N GLUTTOUATO NTATIKNG PAAPNS (7. TKTEPOC), N OywyN ne ambrisentan Oa wpémel va,
SLKOTTETOL.

X acBevelg yopig KAvikd cvpuntodpoto nratikng PAABNS 1 ktépov, propel va eEgtacbel to
EVOEYOUEVO EMAVEVOPENC TNG YOPNYNOTG ambrisentan UETE TV OMOKATAGTACT] TOV TIUOV TOV

nratik®v evidpwov. Zuviotdtot 1 GVPPOVAT NTATOAGYOV.

2VYKEVTPOON OLLOCQALPIVIC

Meimon 6T GLYKEVIPMGELS TS OUOCOUPIVIG KOl TOV ALUATOKPITN £(0VV GUGYETIOTEL LLE TOVG
AVTOYOVISTEG VTTodoYEV evooOnAivng (ERA), cuurepilapfavopévon tov ambrisentan. Ot
MEPLGGOTEPESG OO AVTEG TIG LELMOELG TOPATNPNON KAV KATA TIG TPpDdTEG 4 £fdoudoeg Bepameiag Kot 1
atpocpatpivn yevikd otabepomotnfnie HETA amd avtd To dtdotna. Ot LEGEC PEIMOELS O TNV aPYIKN



Tiun (mov kvpaivovtav oo 0,9 éwc 1,2 g/dL) oTic GLYKEVIPMGELS OUOGPALPIVIG TTOPEUEIVOY Y10, DG
4 &t Oepameiog pe To ambrisentan GTNY AvVOIKTOD GYESAGIOD LOKPOYPOVIO TOPATACT TV PACIKMV
KAWVIKQOV doKIUdV pdoemg 3. Katd tnv mepiodo petd v kuklopopio £xovv avapepbel mepioToticd
avopiag mov anartoboay petdyyion apocpapiov (PAéne Tapdypopo 4.8).

H évapén aywyng pe ambrisentan dev cuvictdtol o€ acOeveic pe Khvikd onuavtikn avoipio. To
enmimeda oLOGPUPIVIG KOV OUATOKPITI] GUVIGTATOL VO LETPAOVTOL KOTA TN SIAPKELN TNG OY®YNG ME
ambrisentan, ylo Topadetypa, 6tov 1 uiqva, 6Tovg 3 UNVEG Kol 0T GLUVEYELD TTEPLOJIKA, COLPMVA LIE
TV KAMVIKT TPOKTIKN. AV mopotnpndei KAVIKG onUovTiK) LEimon 6Ty apoc@alpivi | 6Tov
OLLOTOKPITN KoL £Y0VV amoKAEIoTEL GALEG autieg, Oa mpémel va eEeTAlETON TO EVOEXOUEVO EAATTMONG
g 06ong N dlakomng TS Bepaneiog. H cuyvotnta eppdviong g avaipiog ntav ocvénuévn 6tav to
ambrisentan yopnynonke oe cuvdvacud pe Tadaragiin (15% coyvomta avemBounTg eVEPYELNG),
GUYKPITIKA LE TNV EMIMTOON TNG avalpiog 0Tov To ambrisentan Kot 1 TadaAaQiAn xopnynnkav wg
povoBepamneieg (7% kot 11%, avtiotoyya).

Kotaxpdnon vypodv

ITeprpepikod oidnpa xel mopatnpndei pe ERA, copneptiapfoavopévon tov ambrisentan. Ot
MEPIGGOTEPEG TEPIMTMGELS TEPLPEPIKOV O1ONUATOC G€ KAWVIKEG LEAETEG e ambrisentan Tov NIoG £0¢
HETPLOG PapOTNTOG, OV KOL TO TEPLPEPIKO OIONUO. LTOPEL VO EUPOAVIOTEL LE PHEYOADTEPT GLYVOTNTO KOl
Boapvtnta og aobeveic >65 etmv. [leprpepikd oidnpa éxetl avapepbei cuyvotepa pe 10 mg ambrisentan
OTIC KAMVIKEG peAéTeg pukpng Suapketog (BAEne mapdypago 4.8).

Metd v KuKAoEOopio TOL TPOIOVTOG, AVOPEPHNKAV TEPUTTMCELS KATAKPATNONG VYPDV HECH GE
SloTnue Lepk®v Rdouddwmy amd tnv Evapén g xoprynong ambrisentan, 6€ OPIGUEVES Al TIg
omoieg ypeldotke TapEuPact e S1ovpNTIKd 1| voonieia yio pvouion Tov vypmdv 1| un
avTIPPOTOVLEVT] Kapdlok avemdpketa. Edv or acBeveic £xovv mpobmdpyovca vrepPOPT®ON VYPOV,
avTO TPETEL VO OVTIHETOTIOOEL KATOAMA®G KAWVIKA TTpty amd v Evapén yoprynong ambrisentan.

Av avamtuyfel KAMVIKG onuavTIK KoTakpdTnon vypodv Kotd ) didpkela Oepanciag pe ambrisentan,
pe M yopig oyxetilopevn avénomn tov copatikod Bapovg, o mpénet va yiveTol TEPAUTEPM EKTINOT
TPOKEWEVOL VO, TPOGOLOPLGTEL 1) attia, OTWC TO ambrisentan 1 VTOKEIUEVT KOPOLOKT UVETAPKELX,
KaODC Kot 1 EVOEYOUEVT] aVAYKN Yl EWOIKT oyy”n M dtakomn g Oepamneiog e ambrisentan. H
GLYVOTNTA ELPAVIONG TOV TEPUPEPLKOD OONUOTOG NTOV avENUEVT TV To ambrisentan yopnynOnke oe
ouvOVaGUO HE TadAAPIAN (45% cuyvotnta avemBOUNTNG EVEPYELNG), O CUYKPLON UE TNV GLUYVOTITA
EUPAVIOTG TOV TEPLPEPIKOD 01ONOTOC OTAY TO ambrisentan kot 1 Tadala@iin yopnynonKov ¢
povofepaneieg (38% war 28%, avtictorya). H epedvion mepipepikod odnpatoc nrav vyniotepn
€VTOG TOL TPAOTOL PNva and v Eévapén g Bepamneiog.

T'vvaikeg o€ avamapaymyikn nAkio

e yovaikeg ovamapaymyikng nikiog dev 0o mpénel va Eekiva Bepaneio ue Ambrisentan Viatris, extog
€0V TO aMOTEALEGLOL TOV TEGT KVNGEWG TPV T Bepameia eivar apvnTikd Kot ypnotpomoteiton pio
a&omion pebodog avticOAANYNG. Edv vrapyet apeifolio oyxetikd pe o oo odnyio tpémet vo dobel
Yo QVTICVAANYN o€ KABe acBevi Eeympiotd, Oa mpémel va eEeTdleTon T0 evOEXOUEVO GLUPOVANG amd
YOVAIKOAOYO. ZUVIGTOVTOL UNVIOio TEGT KUNGEMS KaTd TN d1dpkelo tng Oepomeiog e ambrisentan
(BAéme mapaypapovg 4.3 kot 4.6).

DLeBo0mTOPPOKTIKY TVELUOVOTTAOELOL

"Eyxovv avaeephel mepioToTiKG TVEVUOVIKOD O1ONUATOG LE OYYEIOOOGTAATIKA (POPUAKEVTIKH TPOTOVTA,
onwg eivatl ot ERA, 6tav ypnoiponolovvial o€ actevei e AEBOOTOPPAKTIKT TVELLOVOTTAOELD.
Enopévog, edv ot acBeveig e ITAY gppavicovy 0&0 mvevpovikd oidnpa katd T StdpKeo Aymg Tov
ambrisentan, Oa wpénel va e€etdleTon TO EVOEXOUEVO PAEPOOTOPPAKTIKNG TVEVUOVOTADELNS.



2uyyopnynon Ue GAAO QOPUOKEVTIKA TPOIOVTQ,

Ot acBeveic mov Aappdvovv ambrisentan Ba mpénet va mopakorovbovvrol gteva 6tav apyilovv
Oepancia pe prpapmikivn (PAére mapaypdeovg 4.5 kot 5.2).

"Exdoya

Aoxtoln

To Ambrisentan Viatris nepiéyet Aaxtoln. AcBeveic pe omdvia kKAnpovopukd tpofinuata Svcave&iog
o™ YoAaKTOLN, OAKNY AVETAPKELD AOKTAGNG 1| SuGOTOPPOPNOT| YAVKOING-YolakTdlNng dev Ba Tpémet
va AapBavouy auTtd T0 QUPUUKEVTIKO TPOIOV.

Allura red AC aluminium lake
To Ambrisentan Viatris 5 mg nepiéyet mv alwypwotikn allura red AC aluminium lake (E129), n
omoio eVOEXETAL VO, TPOKAAEGEL AALEPYIKES OVTIOPACELS.

Nazpro
To Ambrisentan Viatris 5 mg nepiéyet Arydtepo amd 1 mmol vatpiov (23 mg) ava diokio, eivatl avtd
mov ovopudlovue «ehevbepo vatpiovm.

45 Almiemopdocseig pe GAlo QUPUUIKEVTIKE TPOTOVTO Kol GAAES popPES arlinlemiopaong

To ambrisentan dgv avactéliel, ovte emdyel pdong I 1 11 évlopa mov petaforilovv @dproaka og
KAVIKG, oNUaVTIKEG GUYKEVTPAOGELS 6€ iN VItro kat in VIVo un kKAvikég pedétec, Tov onuaivel 4t
VIApyEL KPR TOavOTNTO TO ambrisentan Vo, TPOTOTOUGEL TO TPOPIA PAPUUKEVTIKMY TPOTOVTOV TOL
petaforilovial LEG® OVTOV TMV 0dMV.

H mbavomta enoywyng g dpactnprotnrog 1ov CYP3A4 and 1o ambrisentan digpguvniOnke o€ vyieic
€0elovtég Kot To amoteAéSpOTA 0150V ATOLGTn ETOY®YIKNG dpAcNG TOv ambrisentan 6to 160Eviv O

CYP3AA4.

Kvkhoomopivn A

H ovyyopnynon ambrisentan ko kukAoomopiving A og 6Tabepr| KATAGTOOT EXE MG OTOTEAEG O
duthdoia avéneon oty ékbeon og ambrisentan g vyleic éBehovtés. Avtd pmopel va opeiletal otV
OVOGTOAN OO TNV KUKAOGTOPIvI A LETAPOPE®VY Kol LETAPOMKDV EVEOU®V TOV EUTAEKOVTIOL GTV
QOPUOKOKIVNTIKY] TOL ambrisentan. Emopévac, n 6601 tov ambrisentan o mpénel vo meplopiletal o
5 mg dra& nuepnocing 6tav cuyyopnyeiton pe kKokAoomopivn A (PAEre Tapdypapo 4.2). IToAlamAEg
d0celg ambrisentan dev giyav enidpaon oty £kBeon oty KuKAOGTOPIvN A, GUVERMOC eV amatteiTol
poOIo TG 860N TG KukAooTopivng A.

Pipoumikivn

H ovyyopnynon prpapmikiving (evog ovacToAEn TOADTERTIOON LETAPOPAG OPYOVIKADY
oviovtov[OATP], woyvpov enaywyéa tov CYP3A kat tov 2C19 kot emaywyéa tov P-gp kot twv
0VPLOLVO-JP®SPo-yYAvkovpovocsvAtpavopepacmv [UGT]) oyeticnke pe mapodikn (repimov
duthdoa) avéEnon g €kBeong og ambrisentan PETA amd apyIkég 00GELG o€ VYieic eBelovtég. (QoTdGO,
¢ v Npépa 8, 1 YopnyNom PLaumikivng oe otafepn KatdoTaom Ogv elye KAMVIKA OMILOVTIKY
enidpaon oty ékbeon oe ambrisentan. O1 acOeveic Tov Aappdvovy ambrisentan Oo tpémet vo
mapoakolovBovvtal oteva 6tav apyilovv Bepaneio pe proapmicivn (PAEne Tapaypdeovg 4.4 kot 5.2).

AvaoTtoleic QOGEOECTEPAONC

H ovyyopnynon ambrisentan pie avaoToAE0 POGEOIIESTEPAOTG, T CIAIEVAPIAN gite TadAAAPIAN
(ko ta 000 vmooTpodpota Tov CYP3A4) o vyieig eBehovtéc, dev emnpéace onUavVTIKE T
QOPUOKOKIVITIKT] TOV OVAGTOAEN TG PMGPOJIEGTEPAOTG 1] TOL ambrisentan (BAéne mapdypago 5.2).



Allec otoysvuévec Oepameiec yio tnv ITAY

H amoteleopatikdTta Kot 1 ac@aAelo Tov ambrisentan 0tav cuyyopnyeitan pe ahieg Oepameieg yia
v [HAY (7). TpooTovoeldn Kot S1AVTOl SIEYEPTEG TNG YOVAVLAIKNG KUKAGONG) dev €xel peletnOel
€101kd og eleyyoueves KMVIKEC pedéteg oe aobeveic pe TTAY (PAére mapdypao 5.1). Aev avapévovio
E01KEG POPUAKEVTIKEG AAANAETOPAGELG LLE TOVG OLAAVTOVG SIEYEPTES TG YOLOUVUAIKNG KUKAAGNG M TOL
TPOoTOVOEWN UE Bdon Ta YvooTd dedopéva Propetacynuaticpod (PAére mapdypopo 5.2). Qotoc0,
dev &yovv de€ay el e101KEC PEAETEG PAPUAKEVTIKDY OAANAETIOPAGEDV UE QVTES TIG OPUCTIKEC OVGIES.
ZUVENWMS, GUVIGTATOL TPOGOYN OE MEPIMTOGT CLYYOPYNONG.

And ToV oTOUOTOC OVTIGLAANTTTIKG,

e pio kKAvikn dokiun og vyieic e0elovtég, docoroyio atabepnc Katdotaong e ambrisentan 10 mg
amaé nuepnoimg 0ev EXNPENCE GNUAVTIKA TNV QOPLOKOKIVNTIKN €QAmas 00GEMS TG
aBVLAOIGTPUSIOANG KOt TNG VOPEDIVOPOVIG, CLGTATIKMV EVOG TOBEPOD GLVOLOGLLOV
OVTICVAANTTTIKOD amd Tov otopatog (PAéme Tapdypoeo 5.2). Me Bdon avti T QOpUAKOKIVITIKY
HeAETT), To ambrisentan dgv avapéveTal vo ennpedlel onuavTikd v £K0eon 68 AVTIGLAANTTIKA TOL
£yovv ¢ Paocm oloTpoyoVa | TPOYESTAYOVO.

Bapoeapivn

To ambrisentan dgv €lye EMOPAGELS GTI POPHAKOKIVNTIKY 6TABEPNS KOTAGTOONG KOl 5TV
AVTITNKTIKY Opdon g Pappapivig oe pia pehétn og vyieig eBeloviég (PAéne mapdypapo 5.2). Eniong
N Papeopivn dev mapovsinse KAIVIKG OTUOVTIKEG ETOPACELG 0T QUPHOKOKIVITIKY TOV ambrisentan.
EmumAéov, o acbeveic, To ambrisentan dev mapovoiace Koo, GLVOALKN enidpacn otnv gfdopadiaio
SO0 TOV AVTITNKTIKOV TOmov Popeapivig, atov xpovo tpobpouPivne (PT) kot oto International
Normalised Ratio (INR).

Ketoxovaldin

H yopniynon ketokovaloing (evog ioyvpot avactoréo CYP3A4) ce otabepn Katdotaon dev 0dnynoe
o€ KAVIKG onuavtikn avénon g ékbeong oe ambrisentan (PAéne mopdypago 5.2).

Enidpoon tov ambrisentan o€ EEvoloTikoOE LETOPOPELS

In vitro, To ambrisentan dgv giye OVAGTOATIKY ENIOPAGT GTOVE OVOPOLIVOVG UETAPOPEIC 6 KAVIKA
OMNUOVTIKEG GLYKEVTIPMGELS, cupmeptiapfavouévne g P-yAvkonpwteivig (Pgp), e mpoteivng
avtioTaong tov kapkivov tov pootov (breast cancer resistance protein — BCRP), ¢ npoteivng
draotavpoduevng avroyng 2 (multi-drug resistance related protein 2 — MRP2), g avtiiag eEaywyng
yolkav ardtov (bile salt export pump — BSEP), towv moAvnentidiov pHetapopds opyavikdy ovidvimv
(OATP1B1 kot OATP1B3) kot Tov TOALTENTIHOL GUUUETOPOPED TAVPOYOALKOD VaTpiov (sodium-
dependent taurocholate co-transporting polypeptide — NTCP).

To ambrisentan givon éva vidoTpopa ekpong pécm Pgp.

In vitro ueléteg oe nmatokvTTAp apovpaiov £detEav, emiong, 6Tl To ambrisentan dgv emxnyaye TV
ékppaon tov tpoteivov Pgp, BSEP 1 MRP2.

H yopnynon oe otabepn katdotacn ambrisentan og vyleic e0ehovtég dev eiye KMVIKG GNUOVTIKES
EMOPACELS OTN PAPUAKOKIVITIKT TNG EPamas doong dryo&ivng, evog vootpmpotog Pgp (BAéne
Topaypao 5.2).



4.6 Tovipotnra, kMo ku yerovyio.

Tvuvaikeg ovamopaywyikne nAKiog

e yuvaikeg avomapaymyikng nitkiog ogv o mpénet va Eekivd Oepameio pe ambrisentan, eKTOG €AV TO
OTOTEAEC IO, TOV TEGT KVNGEMG TPV T Bepoameia elval apvnTiKd Kot ¥pnoiponoteiton pio a&lomo
HUEBOSOG AVTIGLAANYNG. ZVVIGTAOVTOL UNVIoia TECT KUNGEMS KaTd T Stdpkela tng Oepaneiog pe
ambrisentan.

Kvnon

To ambrisentan ovtevdeikvotor Katd Ty Kdmon (PAéne moapdypago 4.3). Meréteg oe {da Exovv deiket
OT1 T0 ambrisentan £ygl TepaTOYOVO OpdcT. Agv vILapyEL epmepio oTOV AvOpOTO.

Ot yuvaikeg mov Aappdvovy ambrisentan TpEmel va, EVILEPDOVOVTAL Y10, TOV Kivouvo PAGENG Tov

guPpvov ko va yivetor aAlayr Oepaneiog edv mapovctootel eykvpoovvn (BAérne mapaypdaeovg 4.3, 4.4
Kot 5.3).

ONnAaGUOS
Agyv givonl yvooto €dv To ambrisentan amekkpivetol 6to avOpamvo untpikd yéia. H amékkpion tov
ambrisentan 6to UNTPKo yaha dev Exel peret el oe {ma. Xvvenmg, o OnAacudc avievdeikvotal o

acbeveig mov Aappdvovv ambrisentan (BAEne mapdypapo 4.3).

Avopkn yoviuotnta,

H avéntuén atpopiog TV opyikdv coinvapiov og apoevikd (oo £yel GUGYETIOTEL LE TN YpdVIa
yopnynon ERA, counepiiappavopévov tov ambrisentan (PAéne mapdypoeo 5.3). Av Kot 6T HEAETN
ARIES-E dgv Bpébnke capnc £vosién duouevoic emidpacng TG Lakpoypoviag Ekbeong og
ambrisentan ctov ap1Bud TV onepuatolmapiov, n xpovia yopnynon ambrisentan oyeticOnke pe
petaforég otoug deikteg omeppatoyéveong. [apatnpnonke peioon g cuykévipmong inhibin-B oto
T dopa kol avénon g ovykévipmong FSH oto mAdopa. H enidpacn oty avOpdmvny avopikn
yoviudtnta, Ogv elval Yvooth aALG pio eTOEiVOGOT TG OTEPUATOYEVEGTC OEV LITOPEL VO ATOKAEIGOEL.
e KAMVIKEG PHEAETEG 1) xpdViaL YOpyNoT TOL ambrisentan dev GUOYETIOTNKE LE PETABOAN TNG
T€0T00TEPOVN G TAAGLLOTOG.

4.7 Emopaceig 6TV IKOVOTNTA 001]Y1|61G KL (EIPICHOD PUNYOVI|LATOV

To ambrisentan ygt pukpn 1 LETPLO EXLOPOOT) GTIV IKAVOTNTO OO YNONG KL XEPIGUOD UNYAVI|LOTOV.
H ikvikn| katdotoon Tov acbgvoig kot 1o mpogil TV avemBountmv evepyeldv Tov ambrisentan
(6nwg vrdToom, Cain, advvapio, kénwon) Ba Tpémet va Aapfdavovtot vroyn otav alloroyeiton n
KOVOTNTO TOL 000EVOVG VoL EKTEAEL EPYOIGIEG TTOV AOITOVV KPIoT Kol KIVITIKES 1) VONTIKEG IKUVOTITEG
(BAéme mapdypogo 4.8). Ot acbeveic mpénet va gival evipepot yia To TOg Oo pmopodoay va
EMNPENCTOVV Od To ambrisentan ptv TNV 0d1yNON 1 TN YPNON UNYXOVINUATOV.

4.8  AvemOOunteg evépysreg

TIepiinyn Tov TPOEIA acQAAEiOG

Teprpepikod oidnpa (37%) kot keporodyio (28%) Mtov ot o cvyvég avemBOUNTES EVEPYEIES TOV
mapatnenOnkay pe ambrisentan. H vynAdtepn d6om (10 mg) cvoyeticOnke pe vyniotepn cuyvotnta
EUQAVIONG OVTAOV TV OVETIOVUNTOV EVEPYELDY KOl TO TEPLPEPIKO 01O £TEVE VA glvan TTo GoPapd
og aobeveig nhikiog >65 e1dV oTig KMVIKEG neréteg pikpng duapkelag (BAEme Topdypapo 4.4).

Yofapég avemBounteg EVEPYELEC TOV GYETIGTNKAY LE TN YPNON TOL ambrisentan Tav 1 avoupio
(pertopévn apocearpivn, LELOUEVOS OLOTOKPITNG) KOt 1] NTOTOTOEIKOTNTA.



O1 LEUDOELS GTIG GUYKEVIPADGELS TG ALILOCOUIpivig kot otov arpatokpitn (10%) £xovv cuoyetiotel pe
ERA cvumepirapfavopévou tov ambrisentan. Ot mepiocdtepes amd avTEG TIG LEIMOELS aviyveDONKov
Katd Tic TpoTeG 4 efdouddeg tng Oepameing Ko, YEVIKA, 1 opos@atpivn otabeponoOnke ot
ovvéyela (PAéne mapdypago 4.4).

Avénoeic tov nratikdv eviopav (2%), nratikny PAEPN kot avtodvoon nratitida (tepthapfavopévng
Tapo&uveng NG VIOKEIEVIG VOGOL) £xovv TtapatnpnOel pe To ambrisentan (BAéne mapaypdpovg 4.4
ko 5.1).

ITivaxog ovemfountmy evEPYELDV

Ot ouyvomteg opilovton mg e&ng: mohd cuyvés (=1/10), ovyvég (=1/100 éwg <1/10), oyt cvyvEg
(>1/1.000 ém¢ <1/100), omdvieg (>1/10.000 ¢mwg <1/1.000), woAd ondvieg (<1/10.000) kot pun yvooTég
(dev pumopovv va extiunBobv pe Bdon ta dwbéoipa dedopéva). o avemBounteg evépyeteg
oYeTILOUEVES e TN OO0, 1 KATNYopio GLUYVOTNTOGC AVAPEPETOL GTNV VYNAOTEPT] OOGT TOL
ambrisentan. Ot katnyopiec cuyvoTNTUC 68V GLVLTOAOYILOVY AAAOVLC TAPAYOVTEC, OTWC SLUPOPETIKY
SLIPKELN LEAETMV, TPOVTAPYOVOES KATAGTAGELS KOl YOPUKTNPLOTIKA avapopdg acbevav. Evtog kdbe
KaTNyopiag cuyvOTTag ELEAVIONC, Ol avemBvunteg evépyeteg mapatifeviol katd edivovca oelpd

coPopoTnNTOC.

Katnyopio/opyaviké Yoyvomrta AvemOOun(eg) evépyera(eg)
oVoTHO
Awtopayég Tov opomomtikov |[ToAd cuyvég Avoio (LElUEVN aloc@OIpivn,
KOl TOU AEUPIKOD GLUGTILLOTOC HEIpEVOS arpatokpitnc)?
AwTopayéc Tov Suyvég Avtidpaceig vrepevaiodnoiog (m.y. ayysiooidnua,
0VOGOTONTIKOY GUGTHLOTOG e&avomnua, kvnouog)
Alotapoy€c ToV VEVPLKOD IToA0 cvyvég Keparalyio (copmeptiapfoavouévng kepaiolyiog
GUGTNHLOTOG amd ToPaPPIVOKOATITIS O, ptkpavicg)?,
Can
OpBarpiéc droTapayéc Suyvég Oapmn 6pacn,
dlatapoyn e Opacng
Awotapoyéc Tov wTdg KoL TOL | ZVyvEG Eupoéc®
Aofopiviov Oy cuyvég Apvidio andleto ocong’
Koapdrakég drotapoyé IToA0 cvyvég AlcOnua moApmy
Xoyveég Kapdioxr avemdpreia
Avyyelokég dtaTapayss IToA0 cvyvég E&ayn?®
Xoyveég Ynrotaon,
GLYKOTN
Awtopayég Tov avamvevotikov |TToAd cuyvég Avomvorab,
GLOTNHOTOC, TOV BOpOKa Kot GLUPOPNON TNG AVATEPTG AVATVEVCTIKNG 0500
ToV pecobwpaKion (pviKy, KOAT®V TOL TPOGHOTOV)’,
pwopapuyyitida
Xoyvéc Enioctaén,
pwitida’,
KoAmitida’




Katnyopia/opyaviké Yoyvomrta AvemOOun(eg) evépysra(eg)
oot

Awotapoyéc Tov IToAv ouyvég Nowvtia,
YOOTPEVTEPLKOD ddppota,
éuetoc®
YoyvEC Kotmoako dhyog,
dVOKOIAOTNTO
Awotapoy€c Tov HIOTOg Ko TV | Z0yVvEG AvENUEVEG NTOTIKEG TPOVOUUIVAGEG
KOMPOPeV Oy cuyvég Hratiky BAGPN (BAéme mopdypao 4.4),
avtodvoon nratitide (PAéne Tapdypopo 4.4)
AlTopay£EG TOL SEPLOTOC KoL | ZVYVEG BEavOnuod
TOV VTTOAOPIOV 1GTOV
Tevikég dratapayés Kot IToA0 cvyvég [Tepipepiod oidnua,
KOTOOTAGELG TG 000V KOTOKPATNO™ VYPOV,
Yop1ynong Bopoxid Ghyoc/dvcpopio?,
KOT®ON
Xoyvég E&ucbévion

BA\éne mopdypao ‘Ieprypapn emideyuévav avembountwv evepyeiwy’

H ovyvotnta epedviong kepoaradyiog eavnie va givol peyaivtepn pe tn 06om twv 10 mg
ambrisentan.

[eprotatikd Tapatnpndnkav povo ce pic EAEYYOUEVT] LE EIKOVIKO PAPLOKO KAVIKT] LEAETY] TOVL
ambrisentan 6e cuvVOLACUO UE TASUAAPIAT.

Ta mepiocoTEPU OVAPEPHEVTO TEPIOTATIKA KAPIIUKNG OvETAPKELNG oYeTICOVTAVY L KATOKPATNON
VYPOV.

Zoyvotnteg Tov TopatnpnOnKay o€ pia EAeyYOUEVT LE EIKOVIKO QAPLOKO KAVIKY LEAETT) TOV
ambrisentan o cuvévacud pe Tadorapiin. [apotmpnOnke youniotepn enintmon Ue ™)
povoBepameio pe ambrisentan.

[eprotatikd emdeivaong e SVGTVOLNG AGaPODS ALTIOAOYING YoV avapepBel cuvTopa PETE TNV
évapén Bepameiog e ambrisentan.

H enintoon pwvikng cupeopnong nrav docoesoptdpevn Katd tn didprela Oepaneiog pe
ambrisentan.

To e&avOnua teprapfavel epudnuatmdeg eEdvOnua, yevikevuévo eEdvonua, PAATIODOEC
eEAvOM O Kot Kvnouddeg eEavOnua.

TIeprypoen emieyuévmv ovembountwmy eVEPYELDV

Meiwuévny onpoopaipivy

Koatd v mepiodo petd v kukAopopia £xovv ovapepOel TEPIGTATIKA AVALUIOS TOV OTOLTOVCHY
peTdyyon apoceaipiov (BAEne mapdypapo 4.4). H cuxvdtta eppdvions HEWWUEVIC OHOCQoPivgG
(avorpio) oy peyorvtepn e T 06on twv 10 mg ambrisentan. X11g eAeyyOUEVES JLE EIKOVIKO
oapuaxo, Gaong 3 Khvikég peréteg didpketag 12 efdopddmv, onueimdnke peioon tov pcmv
GUYKEVTIPMGEMV OUocpapivng o€ acbeveic Tov ouddwy Tov ambrisentan, 1 omoio, aviyvebOnke ce
Suoua 4 gfdouddnv (peimon katd 0,83 g/dL). Ot péoeg petaPforéc omd TG apyIkég TIUEG PAVIKE VA
otabeponotovvtol pEca oTig endpeves 8 efdounades. Tuvolkd, 17 acbeveic (6,5%) oT1g opddeg
Oepaneiog Tov ambrisentan TOPOVGIOGAV UEIMGELS TNG AUOSPALPTIVIG >15% amd TV apyLkn TN Kot
HE TTAOOT KAT® 0d TO KATMTATO PUCIOA0YIKO Op10.

Avopopd THavorloyoOueEveV aveTOOUNTOV EVEPYELDV

H avoaeopd mBavoroyoduevmy avemiBountmy evepyeumdv HeTd amd T YopyNnom Adelc KuKAOPopiag
TOV PAPUAKELTIKOD TPOIOVTOC elvar onuavtikn. Emtpénet tn cuveyn mapakoiovdnon g oyéong
0PEAOVG-KIVOUVOL TOVL QOPUAKEVTIKOD TPOTOVTOG. Znteitat amd Toug enayyelaticg vyeiog vo
avaQEPOLY 0TOIEGONTOTE TOUVOALOYOVUEVES aVETIOOUNTEG EVEPYEIEG LEGH TOV EBVIKOD GLOTNUATOG
ava@opdg Tov avaypdeetol oto [Hapdptnua V.
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49 Ynaepdoocolroyia

e vyteic eBelovtég, ol epanal d0oelg Twv 50 kot 100 mg (StAdoieg £wg 10mAdoieg TG LEYIGTNG
GUVIGTAOUEVNG 000TG) GLOYETIGTNKAV LE KEPaAaAyia, e&ayelg, (AN, vauTia Kol pivikn copEOpNoT.

AOY® TOVL PNYOVIGLOV OpAsTS, TVYOV LIEPOOGOAOYIR TOL ambrisentan Bo pTOPOVCE SOLVNTIKA VO
wpokarécel votaoT (PAETE Tapdypago 5.3). Xe nepintmon cofapng VITOTOOTG, EVOEXOUEVAOC VO
YPELCTEL EVEPYOS KOPOLAYYELOKT VTOGTAPLEN. AEV VTTAPYEL CLYKEKPIUEVO avTidoTO dlabécio.

5. DOAPMAKOAOT'TKEX IAIOTHTEX

51 ®appokodvVOpIKEG 1OLOTTES

Doppokobepamentikn KaTnyopic: AVTIVTEPTUCIKA, AALN AVTILTEPTOCIKA, KmdKog ATC: C02KX02

Mnyoviopndc dpdong

To ambrisentan givau évog and Tov otopatog ERA, ekhektikog yio tov vrodoyéa evdobniiviig A (ETa)
g KaTnyopiog Tov Tpomavoikov o&éoc. H evéodniivn dadpapatilel Eva onpovtikd poro oty
nabopucioroyia g [TAY.

To ambrisentan givon évog avtaywvietg tov ETa (mepimov 4.000 popég meplocodTepo eKAEKTIKOG Yo
10 ETa o€ oyéon pe 1o ETg).

To ambrisentan ovoactéAAEL TOV LTOTVTO TOL VTOdOYEX ETA, 0 omoiog evtomileTon kKupiwg ota Asia
LOTKA KOTTOPO TOV 0y YElOV Kot 6TA KOPOIOKE HUOKDTTOPO. AVTO OMOTPETEL TV EVEPYOTOINGN
GUGTNUATOV EVTEPMV AYYEAOPOPMOV aTO TNV EVOOOMATVI TOV GUVETAYETAL 0YYELOCVGTOCT Ko
VIEPTAQGIO TV AI®V POTKOV KOTTAP®V.

H exhextikdtnra tov ambrisentan yia tov vwodoyéa ETa évavtt tov ETs avapévetar 6Tt dtotnpei v
TOPUYDYN TOV AyYEOOOGTAATIKOV PoVOEEDion Tov al®dTOV KOl TPOGTAKVKAIVIG ToL pecolaPeitan
amo tov vrodoyéa ETg.

KAk ommoteAeouotikOTnTo. Kot 0o@AAEL

"Exovv 01e&aybet 500 Tuyoomompéves, SIMAEG TVPAEC, TOAVKEVTIPIKES, ELEYYOUEVES LLE ELKOVIKO
eapuaxo, Baotkég uekéteg ®aong 3 (ARIES-1 ko 2). H ARIES-1 ovunepiéhafe 201 acbeveic kot
ovvékpive to ambrisentan 5 mg kot 10 mg pe eikovikd eappaxo. H ARIES-2 cvurepiédafe 192
aoBeveig kol cuvékpve To ambrisentan 2,5 mg kot 5 mg pe gikovikd eappako. Kot 6tig 000 pelétec,
To ambrisentan TpocTEONKE GTNV VIWOGTNPIKTIKN/POCIKY QAPUOKEVTIKT ay®YT TV acbevdv, 1 oroia
uropovoe va mepAapfavel dtyo&ivr, avTimnKTikd, S1ovpNTikd, 0ELYOVO Kol 0YYELOO0GTAATIKG
(amordelotéc Stoviwv acfectiov, avacotoleic MEA). Ot coppetéyovteg acbeveig eiyov IITAY 1 [TAY
oyetiouevn pe voco tov cuvdetiko 16tov (ITAY-CTD). H mhetovotra tov acOevov gixe
cvpmtopoate Asttovpytkng taéng 11 (38,4%) 1 téénc I (55,0%) xatd [IOY. AmoxAeicOnkay acbeveic
pe Tpobmdpyovoa Nratikn voso (Kippwor 1 KAVIKA CNUOVTIKAG QUENUEVES TILESG
AULVOTPOVOPEPUoOV) KaBmG kal acbeveic Tov ypnoomolovcay GAAN otoyxevuévn Oepameio yio [TAY
(m.y. TPOGTAVOELON). ZTIC LEAETEC OVTEG OEV EXTIUNONKOV ALUOSVVOKEG TOPAUETPOL.

To kOp10 KataAnkTikd onueio yia Tig perétec @aong 3 frav 1 PeAtioon g IKavOTNTOS Y10 AoKN oM
Baoet ¢ petaPoing amd v apyikn Tiun ot dokipacia Pddiong 6 Aemtmv (6 minute walk distance —
6MWD) o115 12 efdopddes. Kat otig 600 peléteg, ) Bepaneio pe ambrisentan giye og amotélecpa
onuavtikn Peitioon oty 6MWD yio ka0e d6on ambrisentan.

H Beltioon pe d10pOmaon yia 1o eikovikd eapuoako g uéong 6MWD v efdopdda 12 oe ohyKkpion
pe v Ty avapopds oy 30,6 m (95% CI: 2,9 éwg 58,3, p=0,008) kot 59,4 m (95% CI: 29,6 éwg
89,3, p<0,001) ywa Tnv opdda twv 5 mg, otig peréreg ARIES-1 ko 2 avtiotoryo. H Beltioon pe
dopbwon yio To €1KoViKO Pdpuako g uéong 6MWD v gfdopdda 12 og acbeveic Tng opadog twv
10 mg otn perétn ARIES-1 tav 51,4 m (95% CI: 26,6 éwg 76,2, p<0,001).
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2116 peaéreg @aong 3 mpoyuatorodnke o tpokabopiopévn cvvovaotikn ovdivon (ARIES-C). H
péon Pertioon me 6MWD pe 816pfmaon yia To gikovikd ghpuako frav 44,6 m (95% CI: 24,3 émg
64,9, p<0,001) yo. tn d6om TV 5 mg kot 52,5 m (95% CI: 28,8 éwg 76,2, p<0,001) yio. T 6601 TOV
10 mg.

2 peiétn ARIES-2, to ambrisentan (opdoa cuvovaouévng 60omg) kabvuoTépnoe GnUAVTIKA TOV
1POVo €mg TV KAk emdsivoon ¢ [TAY og ohykpion pe 1o eikovikd eappoko (p<0,001) kot
avaroyio Kivdovou £deiée pia peimon 80% (95% CI: 47% émg 92%). To t1elkd onpeio neptAdpupove:
0avarto, petapdoygvon Tvevpovayv, voonieia yo ITAY, koAniky da@poaylotosTopia, Tpoctnkn
AoV Bepameutikov Tapaydviov yio ITAY kot kpiriplo Tpodiung S1oQuyng. Ty opada
GLVOLOCUEVNC HOOT|G, TapoTNPNONKE o oTOTIoTIKG onuavTikh ovénon (3,41 £6,96) oty Khipoka
COUOTIKNG AEITOVPYIKOTNTAG TOL epwTnuatoroyiov SF-36 Health Survey, oe cuykpion e 10 glkovikod
oappaxo (—0,20 £8,14, p=0,005). H aywyn pe ambrisentan 0d1yNce G€ Pict GTATIOTIKA GTLULOVTIKY
Bektioon otov Agiktn Avonvolag Borg (Borg Dyspnea Index-BDI) v efdoudoda 12 (d16pbmon BDI
Yo T0 €1KoViKo edppoko —1,1 (95% CI: —1,8 éwg —0,4, p=0,019, opddo cuvovacHEVNG dOGNC).

Moxpoypovia dedouévao.

Ot aoBeveic mov eonyOnoav otic pekéteg ARIES-1 kot 2 pmopodsov vo GuHUETEXOLY GE i
LOKPOYPOVID LEAETN TopdTacnS, 0volkTo oxedlacpo, tn uedétn ARIES-E (n=383). H cuvdvacpévn
péon éxbeom Nrav mepinmov 145 80 efdouddeg kol n péyiotn £xbeon frav mepimov 295 efoopddes. Ta
KOPLO TPOTEVOVTA TEAIKA GMUEIN QVTNG TG LEAETNG TAV 1) GLYVOTNTA KoL 1) fopdTnTa TV
avemBounTov evepyeldv Tov oyetiloviol pe TV pakpoypovia EkBecn oto ambrisentan,
GUUTEPTAAUPOVOUEV®VY TOV AEITOVPYIKOV SOKIUAGIOV NaTog otov 0po. Ta gupiuata acpaieiog Tov
mapotnpiOnkay pe pakpoypovia £ékbecn oto ambrisentan e ot TN HEAETN NTAV YEVIKA GLUPATA e
gKeva OV TOPATNPHONKOV GTIC EAEYYOUEVEC UE EIKOVIKO QApPLOKO peAETeg 12 eBdoudomy.

H mapatnpnbeioa mbovotnta emPioong oe dtopo mov eAdpfovay ambrisentan (opddo GUVOLOGUEVNS
d0oong ambrisentan) ota 1, 2 ko 3 £tn frav 93%, 85% kot 79% avtioTorya.

e pio pedétn avoiktol oyediacpod (AMB222), 1o ambrisentan peletnOnke oe 36 acleveic, pe okond
va ektiundei n enintoon oENUEVOY GUYKEVIPOCENDY QUIVOTPAVGPEPACHY GTOV 0pd 6€ acbeveic Tov
glyav dtokdyel Tponyovpuévag AL Oepaneia pe ERA, e€attiog dotapaydv oTIC TPAVCAUIVACES. Xe
péco draotnpa 53 fdopddwv Bepameiog e ambrisentan, kavévag omd Tovg aobeveic dev elye
emPefaropuévn Ty ALT >3x ULN 610V 0pd 7OV VO, 0monto0oe 0PIeTIKY OL0KOTH TG y®YNG. X1
dtbpKeln ovToL TOL doTAHATOS, T0 50% TV acbevav eiyav petafet amd 5 mg o 10 mg
ambrisentan.

H aBpototikn enintmon Tov dotapaydy oTIC apvoTpavepepioeg opod >3x ULN cg dhec Tig pehéteg
Ddong 2 ko 3 (cupmePLOUPOVOUEVOV TOV OVTIGTOL®V TAPATAGE®DY OVOLKTOD GYESGHOV) fTav 17
o€ 483 dropa pe péon dudpketa ExBeong 79,5 efdouddeg. Avtd OVIUTPOCHOTEVEL [idt GLYVOTNTA
eneloodiov 2,3 avd 100 £ém acevav €ékBeong 6to ambrisentan. XTnv avolKTOD GYEOIAGLOD
pakpoypovia perét enéktaong ARIES-E, o kivduvog ota 2 £11 adénong Tov apvoTpavepeEPIcmV
tov opov >3x ULN og acBeveic mov eAdpfavav ambrisentan fjtav 3,9%.

Aoméc Klivikég mAnpopopiec

BeAtioon og apoduvapukég mapapétpovg topatnpnonke os acbeveic pe [TAY petd omd

12 eBoopadec (n=29) oe pia perén @dong 2 (AMB220). H Bepaneio pe ambrisentan 0d1ynoe oe
ovénon otov HEGO KapdlaKd deikTn, peimon T HEoNG TieoNg TG TVELLOVIKNG aptnpiog Kot peimon
TOV HECOV TVEVHOVIKAOV OYYELUKDV OVTIGTAGEWDV.

Meimon g CLGTOMKNG Kot O1UGTOAKNG apTNPLOKNG TTieomng Exel avapepBel pe tn Oeponeia pe
ambrisentan. Y& KAVIKEC OOKIUEG EAEYYOUEVEC UE EIKOVIKO Phpuako dtdpketag 12 gfdopddmv, n péon
LEI®OT TNG GUGTOAIKNG Kot SIUGTOAKNG OPTNPLOKNG THECTG OO TIV OPYIKY] T HEXPL TO TEAOG TG
Oepaneiog Ntav 3 mmHg kot 4,2 mmHg avtictouyo. H péon peimon tng cuoTolkng kot S106TOMKNG
aptnplakng wieong dtompnonke yio émg kot 4 £t Oepaneiag pe ambrisentan GtV ovVOIKTOD
oYe00GLOY pakpoypovia perétn ARIES-E.
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Agv onUEIOONKOY KAVIKDG OMUOVTIKEG ETOPAGELG OTN QOPLOKOKIVITIKT TOL ambrisentan 1} TG
GIAOEVOQIANG KOTA TN OLAPKELD L0 LEAETNG POPUOKEVTIKOV OAANAETIOPACE®DY GE VYIElG e0eAoVTEG
K0l 0 GLVOVAGHOG TOVG NTaV KaAG avekToc. O apiBuog twv acBevav mov Erafov mapdiinia
ambrisentan ka1 ciAdevapiin otig peréteg ARIES-E xon AMB222 fitav 22 acbeveic (5,7%) won 17
acBeveig (47%), avtictoryo. X10vg 0cBevei avTos dev SamcTOONKE KOvEVAS EmImAEOV AdYOG
avnovyiog GYETIKA e TNV AcPAAEL.

Klivikn omoteleouatikotnto o€ gbVOLOGUO UE TOIOLOPIAY

Mio moAvkevTpiki, SUTAG TUPAN, EAEYYOLEVT] LLE OPUCTIKO TAPAYOVTO GVUYKPLONG, KaBodnyovuevn amod
ouppavta, aong 3 perétn ékPaong

(AMB112565/AMBITION), dte&nyon pe oxomd vo a&toloyndei 1 omoTeAecUATIKOTNTO TOV 0PYLKOD
ouvovOoHoV ambrisentan pe TadaAa@iin EvavTt Tng povobepaneiog e ambrisentan 1 pe TadOAQPIAT,
o€ 500 acBeveic pe [TAY mov dev giyav AdPel mponyovuevn Bepameia, o1 omoiotl TvyoomoOnKav pEe
avoroyio 2:1:1, avtiotoro. Kavévag acBevng dev éaafe eikovikd pdpuoko povo. H kdpia avdivon
a@opovGE TNV oudoa Tov EAAPE TO CLVOVAGHO EVOVTL TOV OUGO®Y TToL EAafav Tig povobepameieg
ovykevtpoTikd. [paypatomombnkay, ETione, VIOGTNPIKTIKEG CLYKPIGELS TNG OUASNS TG
oLVOLOOTIKNG Ogpameiag EvavTt kdOe piog ex T@v ouddwv g povobepaneiog. Acbeveic e onuavtikn
availpio, KoTakpatnon VYpOVY 1 6TAVIEC VOGOLS TOV au@IBANGTpogdols amokAeictnkay, couPOvVa pe
T KPLTPLoL TOV EpELVNTOV. ATtokAeicOnkay, eniong, acBeveic pe Tipéc ALT xoar AST >2xULN «katd
v évapén g peAETNG.

Koatd v évapén g neréme, 96% tov acbevav dev glyav AaPel Tponyovpévamg Kamolao 101KN
Oepamneia yia v [TAY, kot o didpecsog xpovog omd ) ddyvmon £og Ty Evtaln otn peAétn frav

22 nuépec. Ot acbeveic Eexivnoav pe Afyn ambrisentan 5 mg kot tadaAagiing 20 mg, kot ot d0GELC
TithonomOnkav og 40 mg tadaragiing katd v epooudda 4, kot 10 mg ambrisentan Kot v
ePdopdda 8, ektog edv vINPyav TpoPAnpata avoyns. H didueon didpkeia g SmAd TopAng Bepoameiog
Le TN cuvovaoTIKY Bepaneia Tav peyorvtepn and 1,5 .

To TpwTevov KATAANKTIKO GNUELD NTAY 0 XPOVOS £C TNV TPOTN EKONAMOT] EVOG GUUPAVTOC KAVIKNG
amoTvyiag, To omoio oplloTav MC:

- Oavatoc, 1

- voonieio AMdyw emdeivoong g [TAY,

- eEEMEN ¢ vocov,

- U1 IKOVOTOMNTIKY] LOKPOYPOVIOL KAIVIKY OVTATOKPLOT).

H péon nikia 0Awv tov acBevav ftav 54 £ (SD 15, gdpog 18 — 75 €1n). H Aertovpyikn katnyopio
katd [IOY tov acbevav oty évapén g perémg frav I (31%) o 111 (69%). H 1610madng 1
KAnpovopovuevn [TAY ftav n o cuyvi artiodoyia 6tov TAnbuoud g nerémg (56%),
axorovBovpevn amd v ITAY Adyw voonudtmv tov cuvdetikol otov (37%), tnv ITAY mov
oyxetllotav pe pappaka kot to&ives (3%), dtopbopévn amin cvyyevi kapdonddeia (2%) ko HIV
(2%). O1 acBeveig Aettovpyikng katnyopiag 11 kot I katd [TOY elyav péomn apywkn tipn 353 pétpa
o™ doxacio fadiong 6 Aemtdv (6MWD).

Karalnkuxa onueio éxfoons

H Oepaneio pe m ocvvdvactikn Oepaneia 001 ynoe o€ peioon kotd 50% tov kivohvou (avoroyio
kwvdvvou [HR] 0,502, 95% CI: 0,348 éwg 0,724, p=0,0002) tov cHvBeTov katainktikod onpeiov
KAV g amotuyiog £0¢ TNV eniokeyn TeEAKNG aE10AOYNONG, GLYKPLTIKA LE TIG OUAOES TNG
povobepaneiog ocvykevipmtikd [Ewova 1 ko [Mivaxog 1]. To Bepamevtikd amotérespo tponibe and
T peiwon tev voonieidv Kotd 63% pe tn cuvovaoTiky Oepaneio, eppavictnike vopic Kot
Satnpndnke. H amotelecpatikdtnTo TG CLVOLAGTIKNG BEPOmElNG OC TPOG TO TPMOTEVOV KATOANKTIKO
onueio Nrav otabepn| Katd T GVYKPION UE TIG EMUEPOVG povobepameieg, kKabmg Kal 6TIC VTOOUAES
pe Baon v nAikia, tnv €Bvikn kataywyn, T YEOYPOUQIKY TEPLoyn Kot v artioroyia (iPAH/hPAH
kot PAH-CTD). To arotéAecpa oy onuovtikd 1060 yio toug acbeveic Asttovpyknig katnyopiag |1
000 Kol ylo Toug ac0eveic Aettovpykng katnyopiog 1.
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Ewova 1

Xpovog £€wg TNV KAIVIKA atToTUXia

1005 1 érog 88,9%

2 é'rog_79,7% :
: : 3 éT0g 67,6%
754 " :

<

é i E T .

3 1 é10 75,5% e,

(>} : 2¢& 63,2% T TTTTTC

= 504 €106 63,2% ,

g : 3 e’:'rog:56,1 %

4 : ;

Q . ' . '

3 259 — Oepareia cuvduaopoU : HR: 0,502

b : : 95% CI (0,348, 0,724)

= = MovobBepaTreia GUYKEVTPWTIKE  : p=0,0002
0 24 48 72 96 120 144 168 192
Xpoévog (eBdouddeg)

ApIBudg o€ Kivouvo:
Zuvduaouog: 253 229 186 145 106 71 36 4
MovoBepaTreio CUYKEVTPWTIKA: 247 209 155 108 77 49 25 5

[Tivakag 1
Ambrisentan + | MovoOgpancio. | MovoOepancio | MovoOepancio
Tadara@iin CUYKEVIPOTIKG | pe ambrisentan | pe Tadaio@iin
(N=253) (N=247) (N=126) (N=121)

Xpovog £mg 10 TPMOTO cvuPav kKhvikig arotvyiog (Pdost aStoloynong)

KAwin amotuyia,

ap. (%) 46 (18) 77 (31) 43 (34) 34 (28)

Avaloyia kvddvov 0,502 0,477 0,528

(95% CI) (0,348, 0,724) |(0,314,0,723) (0,338, 0,827)

Tuuy P, éreyyoc Log- 0,0002 0,0004 0,0045

rank

YUVIGTMOGEG TOV TPOTOL cVPPavTog Khvikig amotvyiag (Bdost adloroéynenc)

®dvatog (omd 0 o

OTOLONTTOTE QUi 9 (4%) 8 (3%) 2(2) 60)

Noonieio Aoy 0 0

emdeivoonc me TAY 10 (4%) 30 (12%) 18 (14) 12 (10)

E&EMEN g vOooL 10 (4%) 16 (6%) 12 (10) 4 (3)

Mn wavomomtiky|

HoKpOoYPOVIO KAVIKT] 17 (7%) 23 (9%) 11 (9) 12 (10)

OVTOTOKPION

Xpovog £mg TNV TPOTN voonieia Loym emocivoong g ITAY (Bacer aroidéynonc)

[Ipdn voonieia, 0 0 0 0

ap. (%) 19 (8%) 44 (18%) 27 (21%) 17 (14%)

Avaioyia kivdovov

(95% Cl) 0,372 0,323 0,442

Tued P, Shaypos Log: 0,0002 <0,0001 0,0124
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AevTepedoVTo, KOTOANKTIKG GHUELO,
AguTepeEdOVTO KATAANKTIKA oneio Tov eEAEyyOnKav:

[Mivakog 2

Agvtepevovtal
KOTOANKTIKG onpeio

Ambrisentan +

MovoOepameia

Awopopd ko

dugpeon petafoin)

33,50

(,HSWB o?m mo Ty Tadara@iin GUYKEVTPOTIKA dudoTH “ Ty p

évapén éwg v EUTIGTOGVVNG

gfdopada, 24)
% dtapopd

NT-proBNP (% _ _ —33,8,

uginon) 67.2 50,4 9506 CI: —448, |P<0:0001
—20,7

% aoBevav mov ﬁﬁﬁgﬁm

TETLYOV IKOVOTTOUTIKN 39 29 156 N ~0.026

KAWVIKT] 0vTOmoKpIon 9}5% ' Cl: 1.05 =5

v efdoudoa 24 230 T

. 22,75 m,
6MWD (uézpa, 49,0 23,8 950 CI: 12,00, | p<0,0001

Id1omadng Ivevpovikn Tvoon

Mio perét 492 aocbevdv (ambrisentan N=329, gicovikd @dpuako N=163) pe 1d1omadn mvevpoviky
ivaon (IPF), 11% tov omoiwv giyav dguteporadn mvevpoviky vréptaocn (WHO katnyopia 3),

Se&nyon, oALG diexoTn TPO®PE OTAV SOTIGTOONKE OTL TO TPMTEVOV TEAMKO GMUELD

OTOTEAECUATIKOTNTOG OV pmopovae va emttevyBel (peAétn ARTEMIS-IPF). Evevivta nepiotatikd
(27%) e&ghEng g IPF (coumeprhopfavoévev e16aymydy 6To VOGOKOUELD
AOY® ovaTVELGSTIKGV TPOPANHdT®V) 1| Bavatov topatmpndnikay otny opdda Tov ambrisentan

ovykpltikd pe 28 mepiotatikd (17%) oy opdda Tov gikovikod pappdakov. ['a 1o Adyo avtd to
ambrisentan avtevdsikvutal o acbeveig pe IPF, pe 1 yopic devteporadn mTvevpovikn vréptaon

(BAéme mapdypago 4.3).

TMoudwarpikdc TANOvoudC

O Evponaikoc Opyaviopog Papudkmv £xel SOGEL avofodn amd TNV DTOYPEMGT) VITOPBOANG TV
OTOTEAECUATOV TOV HEAETOV UE TO QOPUOKEVTIKO TPOTOV avapopdg Tov mepiéyel ambrisentan oty
VTOKOTNYOPio TOV TodLATPIKOL TANOLGOL NALKiag KATm Tov 1 étoug Yo T Bepameio g
TVELHOVIKNG apTNpLakng Vtéptacng (PAEme mapdypao 4.2 yio mAnpogopiec oxeTiKd pe TV

ToUSLOTPIKA Yp1on).

52 ®appokoKiviTIKEG 1O10TITES

Amoppdonon

To ambrisentan amoppo@dTal ToEMS 6TOVG avOpOTOVG. META Ao YOPNYNOT OO TOV GTOUATOC, OL
uéyioteg ovYkevIpmoelS (Cmax) TOL ambrisentan oto TAGo U TapaTnPobVTOL KaTd Kavova 1,5 dpeg
TEPIMOL PETA TN 000N T000 G€ KATAoTAoN VNoteiag 660 kot Petd amd Ayn Tpoene. H Cmax ko m
TEPLOYN TOL TEPIKAEIETOL GO TNV KAUTOAT GLYKEVTPOOTG TAAGHOTOG-XpOovoL (AUC) av&dvovtat
gvBémg avaloya e TN 600T Yo T0 PAcHA TV BepamenTik®V d0cemV. XTafepn KATACTOON
gmruyydvetal yevikd petd amd 4 nuépec emavorapfoavouevng 6ocoroyiag.
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Muo pedét emidpacng tng TPoENC, Tov mepleAdufave yopnynon ambrisentan o€ vylelg eBehoviéc og
KOTAGTAOT VNOTEING Kot LETA 0md YEOLLO VYNANG TEPIEKTIKATNTOC G€ AMmapd, £0e1&e OTL 1] Cmax TOV
pelopévn kot 12%, evo n AUC mopépeve apetdpfint. H peioon avty ot péylot cuykévipmon
dgv £yl KMVIKT onuacio Kot EToUéVmg, To ambrisentan pmopel vo AapuBavetal pe 1 xopic Tpoen.

Koatavoun

To ambrisentan cuvééetal oe peydho Pabuod pe tig mpmteiveg Tov TAdopotog. H in vitro ocbvdeon tov
ambrisentan pig TPMTEIVEG TAACLATOG TV, KOTA LEGO Op0, 98,8% Ko ave&apTnTn TG CLYKEVTPMONG
v €0pog 0,2 — 20 pkpoypappdpro/ml.

To ambrisentan cuvdéetal kvping pe Aevkmpativn (96,5%) kot og pikpotepo Pabuod pe drhpar-0&ivn
YAVKOTTPWTEIVT.

H xatavoun tov ambrisentan 6e epuBpokdTTopo etvar LiKpn, Pe HECT] OvOAOYio OILOTOC/TAGGLOTOC
0,57 ko 0,61 o dvdpeg Kot YOVaiKeS, ovTiGTOLY .

Bulougtooynuotiopnde

To ambrisentan givai évag pun GoLAQOVOUISIKOS (avaAoyo Tporavoikov o&€og) ERA.

To ambrisentan voiotatol yAvkovpovidwon péocw dapopwv wooevivuwv UGT (UGT1A9S, UGT2B7S
kot UGT1A3S) pe oxomd 1o oynpotiopd ambrisentan glucuronide (13%). To ambrisentan vpictatot
eniong o&edmtikd petaforicpd kupiong and 1o CYP3A4 ko og pikpotepo Paduod amd to CYP3AS kot
CYP2C19 pe oxomd 1o oynpotiopd 4-hydroxymethyl ambrisentan (21%), mov yAvkovpovidudvetal
nepottépm o€ 4-hydroxymethyl ambrisentan glucuronide (5%). H cvyyéveln ahvdeong tov
4-hydroxymethyl ambrisentan yio. tov avOpamivo vodoyéo evoobniivng givar 65 gopéc uikpdtepn
amd Tov ambrisentan. XVVETMG, GE GUYKEVIPOGELG TOV TAPATNPOVVTOL 6TO TAAGHa (Tepinov 4% oe
oyéon Ue T UNTPIKn ovoio ambrisentan), To 4-hydroxymethyl ambrisentan dev avapéveral va
SUUPBAAAEL OTN QUPLOKOLOYIKT OpAGT) TOL ambrisentan.

In vitro éedopéva deiyvovv 6t To ambrisentan oto 300 pM 081ynce o€ AvacTOA LKpOTEPT TOL 50%
tov UGT1A1, UGT1A6, UGT1A9, UGT2B7 (éwg 30%) 1} Tov evlopov 1A2, 2A6, 2B6, 2C8, 2C9,
2C19, 2D6, 2E1 kou 3A4 tov kvtoypodpotog P450 (§mg 25%). In vitro, to ambrisentan dev éyet
avaoToATIKY Opdion otovg avBpdmivoug petaopeic, cvuneprrapfovopévev tov Pgp, BCRP, MRP2,
BSEP, OATP1B1, OATP1B3 ko1 NTCP, cg khvikd onuavtikég cuykevipooels. Emumiéov, 1o
ambrisentan dev emyaye Vv ékepacn Tov tpnteivdy MRP2, Pgp 1 BSEP ¢ nrmatoxvttapa
apovPai®V. ZuvévaoTikd, To in Vitro dedopéva vrootpilovv OTL To ambrisentan, 6g KAMVIKG
ONUAVTIKEG GLYKEVTIPMGELS (Cmax 0T0 TAAGHO £mG 3,2 pM), dev Ba avapevoTtay vao £xeL ETidpaoT) oTa
é&vlopo UGT1ATL, UGT1A6, UGT1A9, UGT2B7 1 ota évivua 1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6,
2E1, 3A4 tov xvtoypapatog P450 1 ot petapopd péom tov BSEP, BCRP, Pgp, MRP2, OATP1B1/3
N NTCP.

O1 emdphoeic Tov ambrisentan g otabepn Katdotaon (10 mg dnaé nuepnoing) ot
(QOPUOKOKIVITIKY] KO TN QOPUOKOSVVAUIKY pog epdmas doong Papeapivng (25 mg), fdoet twv PT
ka1 INR, depevvnOnkav oe 20 vyieic ebedovtéc. To ambrisentan dev glye KAWVIKG OMNUOVTIKEG
EMOPACELS OTN PUPUAKOKIVITIKT 1| 0T papuokoduvautkn g Bapeapivng. [apouoimg, n
ovyyopnynon ue Pappapivn dev exnpéace TV QUPUOKOKIVNTIKTY Tov ambrisentan (BAETe
nopaypago 4.5).

O1 emdpdoelc g o1AdeVaPiAng (20 mg Tpelg PopEg NUEPNTIMS) YopTYOLLEVOD el 7 NUEPES OTN
QOPUOKOKIVITIKY] oG epdmal 66ong ambrisentan, kaOd¢ kot o1 emdpacelg Tov ambrisentan (10 mg
amoé nuepnoimg) yopnyovUEVOL Tl 7 NUEPES GTN PAPUAKOKIVITIKY LOG EQATHE dOONG GIASEVUPIANG,
depeuvnnkay e 19 vyieic ebehovtés. Extog amod pio avénomn 13% ot Cmax TG GIAOEVOQIANG HETA
amd cuyyopnynon ambrisentan, dev VANPEAV AAAEC LETOPOAEC OTIG PAPUOKOKIVITIKESG TOPOUETPOVG
¢ 6hdevaiing, tov N-desmethyl-sildenafil kou Tov ambrisentan. Avti 1 pukpn) ovénon 6t Crax
g SIAdevaPiAng dev BempnOnke o¢ KAvikd onpovtikn (BAéne mapdypago 4.5).
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H enidpaon tov ambrisentan (10 mg anaf nuepnoing) oe otabepn KOTAGTACT GTNYV QOPUAKOKIVITIKN
£Qanaf 066emG TASAAUPIANG, KOONDC Kol 01 EMOPAGELS TG TadAAAPIANG (40 mg dmaé nuepnoimg) ot
otabepr| KATAGTAOT GTNV POPLOKOKIVITIKN €pAmas 06cewmc ambrisentan peAethOnkay og 23 vyteig
eBehovtég. To ambrisentan dev mOPOLGINCE KATOLN KAIVIKGA OTILOVTIKY ETIOPOCT) GTNV
QOPUOKOKIVITIKT TNG TadoAa@iing. [Tapopoing, n suyyopiynon Le TadaAa@iin dev exnpiace v
QopuoKoKvITIKY Tov ambrisentan (PAéne mapdypago 4.5).

O emdpdoeic g emavoropuPoavouevng docoroyiog ketokovaloing (400 mg dral nuepnoing) o
QoPUOKOKIVITIKY oG epdma 06ong 10 mg ambrisentan diepguviOnkay o€ 16 vyieic ebeloviéc. H
éxBeomn oto ambrisentan Pacet Tng AUC o-inf) Kot TNG Crnax NTOV avENpéVN Kord 35% ko 20%,
avtiotoryo. Avt 1 petaforn otny £kbeon dev givarl mBovO 0Tl el KAVIKY ONUOCia KoL, ETOUEVMG TO
ambrisentan pumopei va cuyyopnyeital pe KEToKovalOA.

H eridpaon emavorapfovopevov docemv kokloomopivig A (100 — 150 mg 600 popég tnv nuépa)
OTNV QOPLOKOKIYTTIKT ToL ambrisentan o€ otabepn Kotaotaon (5 mg araf nuepnoing) Kot
enidpaon emavorapuPoavouevov docemv ambrisentan (5 mg dnaf NUePNOIOC) GTN PUPUAKOKIVITIKA
g Kukhoomopivng A oe otabepn katdotaon (100 — 150 mg 0o opég v nuépa) peretnOnkav oe
vyteic eBehovtég. H Crax kot 1 AUC-r) TOov ambrisentan ov&ndniav (48% xat 121%, avtiotoiymg)
TOPOVGI0, TOALUTAGDY dOGE®V KVKAOGTOPivG A. Bdcel avtdv TV aAlaydv, 1 d6on Tov ambrisentan
0o mpémetl va mepropiletot og S mg dmoé nuepncing 0tav cuyyopnysitoan pe kukloomopivi A (PAéme
Tapdypoo 4.2). Qot0600, o1 ToAhaTAEG dOGEIS ambrisentan dev TAPOVGIAGAV KAVIKA GT|LLOVTIKY
enidpaon oty £kBecn otV KuKAooTopivi A, GuvERMG dev dikatoAoyeitarl pvuBuien T 66oNg TG
KukAoomopivig A.

O emdpaoeic g o&elog kot ¢ emavorapupavopuevng yopnynong preoumikivng (600 mg dra
NUEPNOIMC) OTNV PUPLOKOKIVTIKTY ToL ambrisentan o€ atafepn kotdotaon (10 mg dmaé nuepncing)
peietnOniav og vylelg eBedovtég. Metd Tig apyikég 600e1g proapmikivng, mapatnpnonike pio Tapodikn
avénon g AUC - Tov ambrisentan (121% kot 116% petd v tpad Kot devtEpT SO0
PLPOUTIKIVIG avTioToryo), TPOPAVAS AdY® avactoAng tov OATP uécw g proaumikivng. Qotdco,
dev LINPYE KAVIKA onUavTIKT enidpact ot ékBeor Tov ambrisentan £og TNV NUEPA 8 PETA TN
yopnynomn moliamimv d6cemv proaumikivig. Ot acbeveig mov Aapfdvovv ambrisentan Qo Tpémel va
mapakorlovBovviot 6tevd otav apyilovv Bepancia pe proapmikivn (BAEne mopaypdeovg 4.4 kot 4.5).

O1 emdpdoeic g emavorapfoavopevng docoroyiog ambrisentan (10 mg) 6T GOPLOKOKIVITIKY HLOG
gpamaé d6omg dryo&ivng diepevvnOnkay o 15 vyleic ebehoviéc. Ot moAlomAég 00GElg ambrisentan
glyav o¢ amotéreopa pikpég avénoelc oty AUCo jast TNG O1y0&ivng Kot GTIG CUYKEVIPDGELS GTO
KATOTATO GNUELD dpaong TG, Kabmg kot pio avénon 29% ot Crax Tng otyo&ivne. H avénon g
éxBeong ot dryo&ivn mov TapatnpnOnke pe moAlamhéc d0oelg ambrisentan dgv BempnOnke KAviKd
ONUOVTIKN Kot dev evdeikvutal Tpomtomoinon tng 66ong g dryo&ivng (PAéne mapdypapo 4.5).

H enidpaon g yopnynong ambrisentan (10 mg dna& nuepnoimg) yo 12 nuépeg oy
QOPUOKOKIVITIKTY UOG EQATAE 0OGNE OVTIGVAANTTIKOD OTd TOV GTOUATOC TTOV TTEPLEXEL
awvorotetpadtorn (35 ug) kot vopedvdpdvn (1 mg), ueketonke o vyeig e0eldvipieg. H Cmax ko m
AUC 0—) OV EAOPPA LEIOUEVEG Y10 TNV AlBTVOAOIGTPASIOAT (8% Kot 4%, avTticTolya) Kot ehappd
avénpéveg yuo v vopebvopovn (13% xar 14%, avtictorya). Ot petaforég avtég otnv ékbeomn oe
aBvLAOIGTPaOIOAN 1 VOopeBvOpOVI fTay LIKPES Kat givor amifavo va eival kKMvikd onpavTikég (PAéte
napdypao 4.5).

Amofoin

To ambrisentan kot ot petaforitec Tov amoPfdilovtal Kupimg 6T YOAT, LEGM NAATIKOL KoM
eEonmoatikov petaforiopov. To 22% mepimov g yopnyovuevG dOONG OvyveDETAL GTA OVPA HETA
oo YOPNYNOT| OO TOL GTOUOTOS, LE TO 3,3% va givon apetdfAnto ambrisentan. O xp6vog nuicelog
Cong amofolng amd To TAAGH 6ToLG avOpdTovg Kupaivetat ard 13,6 £wg 16,5 dpec.
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Edwoil mAnbvopuol

Bdaoel tov amoteleopdtov piog mAn0uopuioKkig eOpLOKOKIVITIKNAG aviAlvong o€ vylelg eBehovTéc kot
o€ acbeveig pe [TAY, n poppokokivntikn Tov ambrisentan 6gv ennpedleTOL OTUOVTIKG 0Td TO GOAO 1)
v nAkia (BAéne Topdypogo 4.2).

Negpikn dvolrerrovpyio.

To ambrisentan dgv vpioTaTOL CUAVTIKO VEQEPIKO LETAPBOAMGLO 1) vePPIKT KABapon (améKkpion). Xe
pio TAnBucILaKT AVAAVOT PAPLLOKOKIVNTIKNG, N KdBapon kpeotivivng Bpébnke 6Tt amotelel pia
OTOTIOTIKA GTIOVTIKT CUUUETAPANTT, TOV EXNpedlel TNV KABapoT Tov and TOL GTOUATOG
yopnyovuevov ambrisentan. To péyebog peimwong g KaBapong Tov amd ToV GTOHOTOS YOPTYOVLEVOD
oapupdrov, og acBeveic pe pérpla veppikn ovsiertovpyia eivan pétpio (20 — 40%) kon emopévmg eivar
amifavo va £xel Kamola KAVIKY onuocio. Qotdco, ¥petdleTon TPocoyn 6T ¥PNon ToL og 0oBevei e
ocofapn veppikn duciertovpyia (PAéne Tapdypago 4.2).

Hromixn dvaleirovpyio.

Kabmg o1 kdpiec 0doi petaforicpon tov ambrisentan gival 1 YAvkovpovidwon kot 1 oeidmon, pe
EMaKOAOLOT ATEKKPLOT OT YOAT], 1| NTOTIKN dvoAertovpyio umopel va ivar avapevopevo va avénoet
v ék0eon (Cmax kot AUC) oto ambrisentan. Xe o TANB0oUIOKT 0VAALGT QOPUAKOKIVITIKNG, 1|
KGOapon HETE TNV OO TOV GTONTOG YOPTYNOoN Katadeiydnke OTL eivarl LEL®UEVT] GE GLVAPTNON UE
NV avénon Tev emmedmV g xorepvOpivng. Qotd660, 0 fablog enidpacnc g yorepvlpivng givar
uétpiog (o€ chykpion pe évav Tomikd acevn| pe yorepvOpivn 0,6 mg/dl, évag acevig pe avénon
yorepuBpivng 4,5 mg/dl Ba £xet 30% mepimov yopunAotepn kdbopon UETE TV OO TOL GTOUTOG
yopnynon ambrisentan). H pappokokivntiky tov ambrisentan o€ acOeveic pe nratiky duciettovpyio
(ue M yopic kippwon) dev éxel ueketei. Tvuvenmg, n Ogpaneio pe ambrisentan dev Oo Tpémel va
Eexwva og acleveic pe cofapn NTATIKN SLGAELTOVPYIR, T KAWVIKG OTLOVTIKG, aVENUEVES TIUEG NTTATIKMOY
apwvotpovopepac®v (>3x ULN) (BAéne mopaypdpovg 4.3 kot 4.4).

5.3 Ipoxkivikd d€douévo Yo TNV ac@aiera

AdY® NG KOPLOG PAPUAKOAOYIKTG OpACTG TNG KT Yopiag, tia vynAn epdana d6or ambrisentan (SnA.
VIEPSOGOLOYIN) EVOEYETAL VO LELDGEL TNV APTNPLOKT TECT Kol VITAPYEL TOAVOTNTO VO TPOKOAEGEL
VIOTOGN KOl CUUTTOUOTO TOL GYETILOVTOL LUE Oy YELOSIOLGTOAT).

To ambrisentan dev £yt dgiel OTL AVAGTEAAEL TN UETAPOPE YOMK®DV 0EEDV 1) OTL EYEL EKONAN
nratotoikn dpdon.

Xe TpokTKd £xel mapatnpnOel pAgypovn Kot petaforég oTo EMONAL0 TNG PIVIKNG KOIAOTNTOG, LETA
amo YpOVIa YopNYNoN o€ EKOEGELS KPOTEPES TV BEPUTEVTIKMVY EMITESWMV Y1 TOVG avOpdTovS. e
OKOAOVG, PAEYLOVAOIELG AVTIOPACELS LG LOPONG TapaTPNONKAY HETA amd ypdvia xopnynon
VYNNG 060G ambrisentan og ekfécelg peyarvtepes amd 20TAAGIEG ALTAOV TOL TOPATIPOVVIUL OE
acBeveic.

Yrepriacio Tov N0H0EdDY pvVIKOV KOyx®V £xel Tapatnpndel ot pvikn KOLOTNTO 0pOLPOi®mY TOV
é\oPfav ambrisentan, o€ enineda £kBeong 3mAdoio g KAvikng AUC. Yrepmhacio Tov pvikod 06To0
dev &yel mapotnpn el pe ambrisentan o TOVTIKOVE 1) G€ GKOAOLE. XTOV 0pOLPAio, 1| VIEPTAACIN TNG
PWVIKNG KOYYNG elval pio avayvopiopévn avtidpacn ot pviky eAeyYHovY|, Bacel tng eunelpiog pe
Aheg ovoies.

To ambrisentan giye KAaGTOYOVO OpAcT), OTOV EEETAGTNKE GE VYNAEG GUYKEVIPADGELS GE KOTTAPOL
OnAactikodv in vitro. Kapio évoeién petalho&loyovey 1 yovoto&ik®v entdpdoemy Tov ambrisentan dev
napatnpiinke oe Paktipla 1) 6€ 600 iN VIVO LEAETEG GE TPOKTIKA.

Xe Oteteic peréteg amd TOV GTOHOTOS YOPTNYNONS G APOLPAIOVG KAl TOVTIIKOVG, OV LI pEay evoei&elg

evoeyOevN s Kapkvoyovou dpdong. Mia pkpn avénon oe woadevodpato Lactol, evog Kahondovg
OYKOoV, TopatnpnnKe o€ AppevEG apovpaiovs e TNV LYNAOTEPT NUEPNOLa 6661. H cuotnuatiky
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éxbeon oto ambrisentan appévav apovpainy og avt ™ d6on (ue Paon v AUC e otobepn
KATAOTOOTM) NTOV 6 EOPEC AVTHG OV emTeLYONKE e TNV KAMviKT d0om tov 10 mg/muépa.

ATpopio TV OpYIKOY COANVOPIOYV, 1 0010 GLGYETICTNKE TEPIOTACIAKA LE ACTEPi, TOpO TP ONKE
o€ UeAETeC TOEIKOTNTOG EMOVALAUPAVOLEV®Y 0OGE®V OO TOL CTOUOTOC KOl LEAETEG YOVILOTNTOG LLE
ApPEVEG apovpaiovg Kot TOVTIKOVG Ywpic meptBdplo aceareiag. Katd  didpreio Tmv meptddmv ywpig
d00T o1 peTaPorég aToVg OpYELS OEV NTOY TANPOG AVASTPEYIUES. 26TOGO, OgV TopaTPHONKOY
UETAPOAEC OTOVC OPYELS OE UEAETEG GE TKOAOLG O1apkelag peypt 39 efdouddowv pe Exbeon 35 popég
UEYOADTEPN ATTO QVTH IOV TTopaTnPEiToL oTovg avBpmmovg Pdost g AUC. Xe apoevikoig
apovpaiovg, dev vanpéay eTdPACELG TOL ambrisentan GTIV KIVITIKOTNTO TOL CTEPLOATOS Y10 OAES TIG
d0ooelg mov dokipudotniay (€wg 300 mg/kg/muépa). Mia pukpn (<10%) peiwon Tov T0G0GTOL TOV
LOPPOAOYIKG QLGTIOAOYIKOV 6TEPUATOG TTopatnpnOnke ota 300 mg/kg/muépa, oAl Oy oTa

100 mg/kg/mpépa (>9 popég o oyxéon e v KAvikn ékBeom ota 10 mg/muépa). H enidpaon tov
ambrisentan otnv avOpdmTivn avdpikn yovipdtnta dev eitvat yvootn.

To ambrisentan &yel katode el 0TL £yl TEPOTOYOVO dpaioT GE aPovPaiovs Kot KOVikAove. Avouaiieg
g kdto yvabov, e YAOCog KoM TG LIEPMUS Tapatnpinkay pe OAeG TG dOGELS TOV
g€etdotniav. Eniong, n uekét oe apovpaiovg £0eée avénuévn enintmon EAAEUUATOV TOV
UEGOKOTAOKOD SL0QPAYLLOTOC, AVOUUAIDY ayYEIDMV TOV KOPLOV, SlaTopoy®Vv Tov Bupeogldoic Kat Tov
Bopov adéva, ooteomoinong g PASNS TOLV GEMNVOELBOVG 0GTOV KOl TAPOVGING TG OUPOAIKNG
aptnpiog oTnV aploTeP TAEVPA TG 0VPOAOYOL KHGTNG avTi Tng de&ldc. H tepatoyéveon elvan Eva
gwalopevo amotélecpa g katnyopiag tov ERA.

H yopnynon ambrisentan ce OnAelg apovpaiovs omd v dyiun kdmomn péypt ) yorovyia giye mg
AmOTEAEC U OVOUEVEIC EMOPAGEIC GTN UNTPIKT CUUTEPLPOPD, LELOUEV EMPIOOT TOV VEOYVAOV KOl
dloTapayN TS OVATOPUYMYIKNG IKAVOTNTAG TOV OTOYOVmV (UE TOPATHPNOT WKPDY OPYEDY GTN
vekpoyia), pe ékBeomn 3mAdoia g AUC tng HEYIoTNG CLUVIGTAOUEVNS OO0TS Yo ToV AvOp®mO.

e veapolg apovpaiovg mov AduPavay ambrisentan otd Tov GTOUNTOC ATAE NIEPTCIMG KOTA TN
dugpkela TG peTayevwnTikng nuépag 7 éog 26, 36 1 62 (mov avtictoyobv amd Ppéen £m¢ OYILOVS
epnPovg otovg avbpdmovg), Tapatnpninke peiwon tov Papovg Tov eyke@diov (-3% Ewg -8%) ympig
HOPPOAOYIKEG 1] VEDPOGLUTEPIPOPIKEG METAPOAEG LETA TNV EULPAVION YOV AVOTVONG, GIVOLOG Ko
vro&iag. Avtéc o1 emdpdoelg epeavicOnkav oe enineda AUC ta omoia ntav 1,8 £wg 7 popég
vynAoTepa amd v avBpomvn toudroTpikn kbeomn ota 10 mg. Ze po GAAN pedé, otav 5
gPdouddmV apovpaiot (TOV OVTIGTOLYOVY GTNV NAIKia TEPiTOV TV 8 £TMV 6TOVG AVBpdTOVG), EAafav
Oepaneia, TopatnpnOnke peimon Tov PApPovg Tov EYKEPAAOL POVO GE TOAD DYTAN dOOT Kal LOVO GTA
apoevikd Ta dabéoipa pn-kivikd 6edoéva dev oG EMLTPETOVY VO, KOTOVONGOVLE TNV KAWVIKNY
oNUaGio VTOL TOV EVPNLUATOG GE ALY NALKING LIKPOTEPNG T®V 8 ETAOV..

6. D®APMAKEYTIKEX IAHPO®OPIEX
6.1 Koatdroyog ekooymv

TTvpnvoc diokiov

Aoxtoln

Kuttapivn pikpokpvoterlikn (E460i)
Koappelhdln vatplovyog S10.0Tavpov e
Mayvicto oteatiko (E570)
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EmkdAvyn Aemtod vueviov

IToAvBrvorarkooAn (LEPIKOG VOPOAVLUEVT))

Turtaviov do&eido (E171)

IToAvaBvievoylukoin

TéaAixng (E553b)

Allura red AC Aluminium Lake (E129)

Adixa. apythodyov wdkokappivio (E132).

6.2 AcvpatéTnreg

Agv epapuodletart.

6.3 Awapxewa {onig

3 ypévia

6.4 Idwitepeg TPoPLAAGEELS KOTA TN QUAIEN TOV TPOTOVTOG
Agv vtdpyovv €181kEG 00MYieg daTipnong yio To Tpoidy avto.

6.5 ®@on Kol GLOTUTIKA TOV TEPLEKTN

Ambrisentan Viatris 5 mg xou 10 mg emxalvpuéva pe Aentd vuévio diskio

Kvowyéhreg (blister) PVC/PVAC

Yvokevaoieg Tov 30 emukoAvppéEvVav pe AenTto vUEVIo dokimv kot KuyéAeg (blister) pepovouévov
docemv tv 30x1 N Tov 60X1 emiKalvUUEVOVY e AETTO DUEVIO dloKImV

Mmopei va, pnv KoKAo@opoHV OAEC 01 GLCKEVUGIEC.

6.6 Idwitepeg TPOPVAAEELS AmTOPPLYNG KO AALOG YEIPIGNOG

Ka0e aypnoiponointo eopuokevtikod tpoidy 1| DVIOAEIUU TPETEL VA, ATOPPITTETUL COUPDVOL UE TIG
KOTA TOTOVG IoYVOVGES GYETIKEG SLOTAEELG.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX

Viatris Limited

Damastown Industrial Park,

Mulhuddart, Dublin 15,

DUBLIN

Iphavdia

8. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

Ambrisentan Viatris 5 mg emxodlvuuéva pe Aerntd vuévio diokia

EU/1/19/1368/001
EU/1/19/1368/002
EU/1/19/1368/005
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Ambrisentan Viatris 10 mg erikorlvpupuéva pe Aertd vuévio dickia

EU/1/19/1368/003

EU/1/19/1368/004

EU/1/19/1368/006

9. HMEPOMHNIA ITIPQTHY ETKPIZHX/ANANEQXHY. THX AAEIAX
Huepounvia mpodng £yxpiong: 20 Iovviov 2019

Hpepounvia tekevtaiog avavémong: 21 Moaptiov 2024

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemtopepeic TANPoQopies Y10 TO TOPOY QOPUUKEVTIKO TPOioV gival d100EGIIES GTOV SIKTVAKO TOTO
tov Evpondaikod Opyavicpov @apudkev http://www.ema.europa.eu.
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ITAPAPTHMA I

IHHAPAXKEYAXTEX YIIEYOYNOI I'TA THN AIIOAEEMEYXH TQN
ITAPTIAQN

OPOI'H OI HEPIOPIEMOI ZXETIKA ME TH AIAGEXH KAI TH XPHXH
AAAOI OPOI KAI AITAITHXEIX THX AAETAY KYKAO®OPIAX

OPOI'H ITEPIOPIXMOI XXETIKA ME THN AX®AAH KAI
ATIOTEAEXIMATIKH XPHIH TOY ®PAPMAKEYTIKOY ITPOIONTOX
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A. TTAPAXKEYAXTEZX YIIEY®OYNOI I'TA THN AITIOAEXMEYXH TQN ITAPTIAQN

‘Ovoua kot d1ev6vven tov(twv) TopaoKeLOoTN(MV) oL ivor VTeLOVVOC(O0L) Y10 TNV GTOOEGUEVLCT) TV
TaPTId OV

McDermott Laboratories t/a Gerard Laboratories,
35/36 Baldoyle Industrial Estate,

Grange Road,

Dublin 13,

Iphovdia

l

Mylan Hungary Kft, Mylan utca 1,
2900 Komarom,
Ovyyapia

Ul

Mylan Germany GmbH,

Zweigniederlassung Bad Homburg v. d., Hoeh, Benzstrasse 1,

61352 Bad Homburg v. d. Hoehe,

T'eppavia

270 £VTUTIO QVALO 0ANYIDV XPNOTG TOV PUPLOKEVTIKOD TPOTOVTOC TPEMEL VAL OVOYPUPETOL TO OVOLLNL

Kot M S1evBvvoT TOL TAPUCKELAGTH TTOV Eival VTELOHVVOG Y10 TNV ATOSEGEVGT TNE CYETIKNG TAPTIONS.

B. OPOI'H OI ITEPIOPIEMOI EXETIKA ME TH AIAGEXH KAI TH XPHXH
DoppokevTikd TPoidv yio T0 0Toio amotteitan TEPLOPIGUEVT 1aTpik) cuvtayn| (PA. mapdptnua l:
[epidnyn tov Xapaktprotik®v tov IIpoidvtog, mapdypopog 4.2)

I. AAAOI OPOI KAI AITAITHZEIX THX AAEIAYX KYKAO®OPIAX

. Ex0é¢oe1g Ileprodiknig IlapakorovOnong g Acpdirerag

Ot amotnoelg yio v voPoAn ekBEcemV TEPLOSIKNG TOPAKOAOVONGNG TNG AGPAAELONS Y10, TO EV AOY®
QopUaKELTIKO TPOTOV opilovTal 6ToV KATAAOYO LE TIg NUEpoUNvies avapopds e Evoong (katdloyog

EURD) mov mapatiBetor oty mopdypapo 7, Tov dpbpov 107y, g odnyiog 2001/83/EK wan kébe
EMOKOAOLOTG EMKOIPOTOINGNG OTMG ONIOGIEVETOL GTNV EVPOTOIKT SUCTLOKT TOAT Y10l TO PAPLLOKOL.

A.  OPOI'H NEPIOPIZMOI ZXETIKA ME THN AX®AAH KAI AITIOTEAEEMATIKH
XPHXIH TOY ®PAPMAKEYTIKOY ITPOIONTOX

. Yyéoro Awayeiprong Kivovvoo (XAK)

O Kdroyog Adetoc Kukhopopiag Ba dteEaydyet TIg amotoveveg 0pactnplotTnTeg Ko TapeuPdoetg

QOPUOKOETAYPOTVNONG OTTWG Topovotdlovial 6to suupmvnBéy LAK mov mapovsialetor oty

evotnra 1.8.2 g ddetag Kukho@opiog Kol 0TolecdNmoTe ENOKOAOLOES EYKEKPIUEVES avaBempnoelg
Tov ZAK.
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‘Eva emkatpomompévo ZAK Oa mpénet va katotedet:

. petd anod aitnuo tov Evponaikod Opyavicpod @appakov,

. OTOTEONTTOTE TPOTOTOIEITOL TO GUGTNILO SLOYEIPIOTG KIVIVVOD, EIOIKA MG OTOTEAEG LA ANYNG
VE®V TANPOPOPIDV TOV UTOPOVV VO ETLPEPOVLY CTIUAVTIKT GAANYT) GTN GYECT] 0QEAOVC-KIVOHVOL
N ©G ATOTELEG LA TNG EMITEVENG EVOG OMLOVTIKOD OPOGTLOV ((PUPUOKOETOYPOTVION 1
glaytotomoinor Kivdvvov).

. EmnpdécOeto pétpa ehayyrotomoinons Kivovvou

Ipw amod ™ xpnon Tov Ambrisentan Viatris og ka0e Kpdtoc Mérog, o Kdtoyog g Adeiag
Kvrkhopopiag (KAK) mpénel va cuppovioet pe v appodio EOvikn Apyn yio 1o mepieyopevo Kot
LOPPT TOV EKTOUOEVLTIKOD TPOYPAUUATOS, CUUTEPIAAUPBOVOUEV®Y TOV HECHY EMIKOVMVING, TOV
TPOT®V OLOVOLNG KOl OTTOIWVONTOTE GAAMY TTVYDV TOL TPOYPALULOTOC.

. O Karoyog Adeiag Kukhogopiag mpénet va dwacparioet 6T1 oe kdOe Kpdtog Mélog 6mov
KukAopopel To Ambrisentan Viatris, 6Aot ot acOeveic Tov AvVOUEVETAL VO, XPTCILOTOIGOVY TO
Ambrisentan Viatris dta0£tovv 1o ak6Aovo ekmaidevticd viko:Kapto vevdong yo tov
acOevn

H xdpta vrevBOiong yio tov acBevn Ba mpénet va tepthapPdvet Ta akdAovbo facikd ototyeio:

. Ot to Ambrisentan Viatris eivat tepatoyovo ota {da

. Ot o1 éykveg yovaikeg dev mpénet va Aappavovv to Ambrisentan Viatris

. Ot o1 yuovaikeg pe avomopay@ytkn tKovOTnTo TPEMTEL VO YPTCLULOTOI0VV AITOTEAEGLLATIKY
uéEB0d0 avTIcOAANYNG

. Tnv avéyxn yio unvicio T€6T KUNGEWG

. Tnv avaykn yio TOKTIKN TepakoloVnon g NraTikng Aettovpyiag, eneldn to Ambrisentan

Viatris evoéyetar va TpokaAiéost nrmatikr BAARN.
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ITAPAPTHMA 111

EINIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EINIIXHMANXH
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ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EEZQTEPIKO KOYTI

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ambrisentan Viatris 5 mg emkodvppéva pe Aemtd vpévio diokia

ambrisentan

2. YXYNOEXH XE APAXTIKH(EYX) OYXIA(EX)

KdBe diokio mepiéyet 5 mg ambrisentan.

3. KATAAOI'OX EKAOXQN

Tepiéyel Aaxtoln kot Adko apythovyov epudpo (E129). BAEme @OALO 001Y1DV Y10 TEPIGCOTEPEG
TANPOQOpIEC.

4. DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Emwoivppéva pe Aemtd vpévio diokia

30 emkoALUUEVOL PE AETTO DUEVIO dloKi0
30%1 emkoAvppévo pe AETTO VUEVIO SloKia
60x1 emikolvupévo, pe Aemtd VUEVIO dloKia

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

Awfaote T0 PUALO 0INYIOV XPNOTG TPV O TN YPNOT.
Amo6 ToVv 6TOHNTOG XPION.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION HPEIEI NA ®YAAXXETAI E OEXH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOZETITIZOYN TA ITAIAIA

Na puAdooetol o 0éom, TV omoia dgv PAETOLY KoL dev Tpoceyyilovv Ta TadLd.

| 7. AAAH(EX) EIAIKH(EX) IPOEIAOMIOIHEH(EIY), EAN EINAI AAPAITHTH(EX)

| 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEY YYNOHKEYX OYAAEHX
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10. TAIAITEPEX IPO®YAAZEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHOAEIMMATQN I10Y ITPOEPXONTAI ATIIO AYTA, EOOXON AITAITEITAI

11.  ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

IpAavdia

12.  API®OMOZX(OI) AAEIAX KYKAO®OPIAX

EU/1/19/1368/001
EU/1/19/1368/002
EU/1/19/1368/005

13. APIOMOX ITAPTIAAX

TToaptida

| 14. TENIKH KATATAZH I'lA TH AIAOEXH

| 15. OAHTI'IEX XPHXHX

| 16. NAHPO®OPIEX XE BRAILLE

Ambrisentan Viatris 5 mg

17.  MONAAIKOX ANATNQPIZTIKOZ KQAIKOX — AIFAIAZTATOZ TPAMMQTOX
KOQAIKAY (2D)

A160106TOTOC YPOUU®TOS KddKAG (2D) mTov gépel Tov TEPIANPOEVTO LOVOITKO aVOyVOPIOTIKO KOOTKO.

18. MONAAIKOX ANAI'NQPIZTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AITIO
TON ANOPQIIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX IIOY PEIIEI NA ANAT'PA®ONTAI XTIX XYXKEYAXIEX
TYHOY BLISTER 'H XTIX TAINIEX

Blisters

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ambrisentan Viatris 5 mg emcoivppéva pe Aemtd vuévio diokiol

ambrisentan

2. ONOMA KAT AIEYOYNXH KATOXOY THX AAEJAY. KYKAO®OPIAX

Viatris Limited

3. HMEPOMHNIA AH=ZHX

AHZEH

4, APIOMOZX ITAPTIAAX

TToptida

5. AAAA XTOIXEIA
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEZQTEPIKO KOYTI

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ambrisentan Viatris 10 mg enucolvppévo. pe Aentd vpuévio diokia

ambrisentan

2. YXYNOEXH XE APAXTIKH(EYX) OYXIA(EX)

Kdbe diokio mepiéyel 10 mg ambrisentan

3. KATAAOI'OX EKAOXQN

Tepiéyet Aaxtoln kar Adko apythovyov epuBpo (E129). BAEme @OALO 001 Y1DV Y10 TEPIGCOTEPEG
TANPOQOpIEC.

4. DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Emwoivppéva pe Aemtd vpévio diokia

30 emkoALUUEVOL PE AETTO DUEVIO dloKi0
30%1 emkodvppévo pe AETTO VUEVIO SloKia
60x1 emkalvppéva pe Aemtd vUéVio dlokiol

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

Awfaote T0 PUALO 0INYIOV XPNOTG TPV O TN YPNOT.
Amo6 ToVv 6TOHNTOG XPION.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION MPEIEI NA ®YAAXXETAI E OEXZH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOZETITIZOYN TA ITAIAIA

Na puAdooetol o 0éom, TV omoia dgv PAETOLY KoL dev Tpoceyyilovv Ta TadLd.

| 7. AAAH(EX) EIAIKH(EX) IPOEIAOMIOIHEH(EIY), EAN EINAI AAPAITHTH(EX)

| 8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEY YYNOHKEX OYAAEHX

10. TAIAITEPEX IPO®YAAZEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHOAEIMMATQON ITIOY NPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11.  ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

IpAavdia

12.  APIOMOZX(OI) AAEIAX KYKAO®OPIAX

EU/1/19/1368/003
EU/1/19/1368/004
EU/1/19/1368/006

13.  APIOMOX ITAPTIAAX

TToptida

| 14. TENIKH KATATAZH I'lA TH ATAGEXH

| 15. OAHI'IEX XPHXHX

| 16. NAHPO®OPIEX XE BRAILLE

Ambrisentan Viatris 10 mg

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

A160106T0TOC YPUUU®TOS KOOKAS (2D) Tov gépet Tov TEPIANPOEVTO LOVASTKO aVOyVOPIOTIKO KMOTKO.

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

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

Kvoyéin

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ambrisentan Viatris 10 mg emicoAvppévo pe Aentd vpévio diokia

ambrisentan

2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Viatris Limited

3. HMEPOMHNIA AHEZHX

AHZEH

4. APIOMOZX ITAPTIAAX

TToptida

5. AAAA XTOIXEIA

32



B. PYAAO OAHI'TQN XPHXHX
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@vAro ooV piong: IIAnpogopics yra Tov yprjot

Ambrisentan Viatris 5 mg emxolvppéva pe Aemtod vpévio diokia
Ambrisentan Viatris 10 mg smuxaloppéve pe Aewtd vpuévio dickio,

ambrisentan

AP aOTE TPOGEKTIKE OLOKAN PO TO PUAAO 0ONYLOV YP1ONGS TPV UPYIGETE VU TAIPVETE AVTO TO

PappoKo, O10TL TEPLAOUPAVEL ONUAVTIKES TANPOPOPIES Y10 CUG.

- Durdgte avTd To EOALO 0dNYIBV Yprione. Towg xpelaotel va to dtofdcete Eavda.

- Edv éxete mepartépo amopieg, p@TNGTE TOV Y10TPO 1] TOV PAPLOKOTOLO 1) TOV VOGOKOLO GOG.

- H ocvvtayn yio avtd 10 approko yopnynnke amokAEloTIKG Yio 60G. Agv TPEMEL VO SDGETE TO
@apuroko o€ GALovc. Mmopel va Tovg TPOKAAEGEL PAAPT], AKOUO KoL OTOV TO GUUTTOUOTO TNG
aoBéveldc Toug etvar 1010 Le ToL O1KA oaG.

- Edv mapotnphoete Kamoto avemBOunTn evépyela, EVIUEPDGTE TOV YIOTPO, TOV PAPUOKOTOLO 1)
TOV VOGOKOUO G0C. AVTd 1oY0eL Kat Yo KaOe avemBOunTn evEPYELN TOV JEV OVAPEPETOL GTO
Tapdv QUALO odNY1dV yprions. BAéne mapdypapo 4.

T epréyerl 1o mapdv @UAA0 00N YLOV

T etvar to Ambrisentan Viatris kot ol givo 1) xprion tov
T1 npémel vo yvopilete npv mdpete 1o Ambrisentan Viatris
Iog vo mhpete To Ambrisentan Viatris

[TBavéc avemBounteg evépyeleg

ITodg va puidooete to Ambrisentan Viatris

[epreydpevo ¢ cuokeLACIg Kot AOUTEG TANPOPOPIES

o~ whE

1. T givor To Ambrisentan Viatris kot wowa givor 1 xpion Tov

To Ambrisentan Viatris nepiéyet v dpaoctikn ovoio ambrisentan. Avikel o€ pio Opada QOPUAK®V
OV OVOUALETOL «AALO AVTIDTEPTUGTKA» (YPNCUYLOTOLOVVTOL Y10, TNV OVTIUETOTION TS VYNANG

apTNPLOKNG TTiEoTQ).

Xprnoponoteitar yio TNV 0epATELTIKT AVTILETOTION TNE TVEVUOVIKTG apTnplakng veéptoaong (ITAY)
o€ evihikeg. H TTAY eivail vynin wieon oto ayyeio (TVELUOVIKES 0pTNPIEG) TOV UETAPEPOVY QL0 OLTTO
NV Kapdid oTovg Tvevpoves. e atopa pe ITAY, ot aptnpieg avtég otevehovv Kot 61, 1) Kapod
avaykaleton va Agttovpyel o enimova yio Ty AvtAnon aipatog pécm antmv. Avtd tpokalel aicOnua
KOmwong, CAAN Kot SUGKOAIN GTNV OVATVON].

To Ambrisentan Viatris 106 TéAAEL TIC TVELHOVIKES apTnpies, dlEVKOAHVOVTOG THV KOPSLE va avTAEL TO
aipo HECH aVTAV.
"Eto1, peiwveton ) aptnplokn mTiecn Kot avakov@iloviol 1o CUUTTOUOTO.

To Ambrisentan Viatris pnopei, eniong, vo. ypnoonomdei 6e GLVILOGUO pe GAAX PAPLAKE. TOV
ypNoLorotovvTal yio TV avtipetonion g [IAY.

2. T wpémer vo yvopilete Tpwv napete To Ambrisentan Viatris

Mnyv napete T0 Ambrisentan Viatris:

- o€ mepintwon ariepyiog oto ambrisentan 1 6€ 0T010OMTOTE GALO OO TOL GUGTATIKA CLLTOV TOV
QOppaKoV ( avapEpPOVTaL OTNY TaPaypapo 6).

- 0€ TEPIMTOGT EYKVROGUVIG, €0V CKOTEVETE VO, NEIVETE £YKVOG, 1| €6V EVOEYETAL VO NEIVETE
£yKvog enedn dev ypnoponoteite pio aglomotn péBodo avticvAANYNG. [opakaiovue
dwfaote TIg MAnpopopieg ot evotnta «Komony.

- eqv Onhalere. Awpdote TIg TANPOPOPIEC GTNV EVOTNTA «ONAAGLOC.
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- €0y TaoyeTe 0md NIATIK v660. MIANGTE GTOV Y10TPO GAG, 0 0Toi0g Bal AmoPaGiceL av AVTO TO
@apuoKo gival KaTdAANAO Y10 €GAG.
- €4V €xete MVELPOVIKI] TVOOT), AyvmoTtng aitioroyiog (10tomadn Tvevpovikn tveoon).

IIpog1domon)oElS Kol TPOPUAGEELS
Amevbuveite oTov YiaTpd, TOV QUPUAKOTOLO 1] TOV VOGOKOLUO GOG TPLV TAPETE AVTO TO PAPUAKO EGV
éyete:

. NTATIKA TPOPALOTO

. availpio (petopévo apdud epupmv apoceapiny)

. TPNEWO GTa YEPLO, GTOVG AOTPUYAAOVS 1] GTO TTOJLN TOV TPOKOAOVVTOL OO VYPO (TEPLPEPLKO
oionua)

. VOGO TOV TVELLOVOV, GTIV 01010 01 PAEBEC GTOVG TVEDUOVEC EIVOL PPUYUEVEG (TVEDUOVIKH]

plefoomoppartiKy vOoog).
O ywtpog oug 0o amo@acicsl v To Ambrisentan Viatris sivol katdAAnio yia cag.

Oa yperooTeite TOKTIKES EEETAOELS QIPATOG

. Ipw apyicete vo maipvete 1o Ambrisentan Viatris, kot avd taktd ypovikd dtaotiuota yio 660
dlonua To Taipvete, o YoTpog cag Ba coc vmoPfdaiiel og €etdoelc aipatog yio va e EyEet: G
€xeTe ovarpia

. €4V TO CUKATL GO AEITOVPYEL KAVOVIKA.

— Eilvat onuovtikd va Kavete auTés Tig TaKTikEG eEeTAGELS AllaTog Yo OG0 YPOVIKO S1ACTN LA
naipvete Ambrisentan Viatris.

. Evoci&elg 6T1 T0 6UKOTL 60 PTOPEL VO PNV AELTOVPYEL 6OGTA ival ot E€NG: andAEL TG
0pegng

. aicOnpa adbeciog (vavtian)

. aicOnpa adrobeciog (épetog)

. vynAn Bepuokpacio (TvpeTdg)

. TOVOG GTO GTOUAYL (OTNV KOIAMOKT YMDPOL)

. KiTPIVT YPOLd GTO SEPLO 1) GTO AGTPO TV LOTIOV (TKTEPOQ)

. SKOLPOYPOLLE 0VPA

. payobpa 6To dépLLa.

Edv mapoatmpnoete omolodnmote amd avtd Tor onueios:
— Evnuepdorte 10 7101p6 00 apécnc.

Moo ko Epnpor
To Ambrisentan Viatris dgv cuvietdrot yio moudid ko €pnpovg nikiog katm tov 18 etdv, kabmhg N
OCQAAELN KOL 1] ATTOTEAEGLLOTIKOTITO TOV JEV EIVOL YVMOTI] GE QTN TNV NAIKIOKT OLAda.

Alha @appoxa kar Ambrisentan Viatris
Evnuepdote tov yotpd 1 1oV poplokonold cog edv maipvete, £xete TpOGPOTA TAPEL 1] Uopel vo
TOPETE GALO QAPLLOKAL.

Edv apyicete t Ay Kokhoomopiviig A (QAPLLOKO TOL YPNOLUOTOLEITOL LETE 0O PETAUOGYEVOT 1
v TN Bepoameio TNG Yopiaonc), 0 YIOTpOg oG UTOPEL va ypelaotel va puBuicet t d001 TOL
Ambrisentan Viatris.

Av maipvete proapmikiv (éva avtiflotikd Tov ypnoomoteitot yio tn Oepaneio cofapmv
AodEEDV), 0 YLoTpdg Gag Ba ypelaotel va oag Topakolovbel OTav apyiceTe va TAIPVETE TO

Ambrisentan Viatris.

Edv maipvete aAla pdppoka tov ypnoomrotovvtal yio ) Oepaneia g [IAY (m.y. thompodoty,
EMOTPOGTEVOAT], GIAOEVOQIAT]), O YIOTPOG GOG UTOPEL VO YPELNCTEL VO GO.G TOPAKOAOVOEL.
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— EvnuepamoTte ToV Y10TPO 1] TOV PUPROEKOTOL0 6OG EAV TAIPVETE KATOLO OO OTA T QAPLLOKAL.

Kionon
To Ambrisentan Viatris pmopei vo fAayet ayévvnrta Bpéen, av 1 cOMANYN £yve TPy, KOTA T
dlapKela | GOHVTOWA LETA TN YPNoN TS Oepameiog.

— Eév givan mBavo vo. peivete £ykvog, ypnoiponoteite pia ailomotn pé0000 avTicOAAYNG Yo
660 d1aotnua Taipvete to Ambrisentan Viatris. MiAfote pe tov yotpd oo GYETIKA.

— Mnv ntapete To Ambrisentan Viatris €av €icTe £yKv0g 1] €0V OKOTEVETE VO PEIVETE £YKVOC,

— Eav peivere éykvog 1] €av vopilete 0T pmopei va gicTe £YKV0G v Talipvete Ambrisentan
Viatris, emioke@Teite TO Y10TPO 060G UPECMG,.

Av gioTe Yovaikao pg SuvaToTNTO TEKVOTOIN GG, 0 YITPOS 00 cug {NTGEL VO KAVETE £va TEGT
gYKvpooOvNG TPy apyicete va maipvete o Ambrisentan Viatris kot avé toktd SlectpaTa yio 660
SO TOIPVETE CVTO TO PAPLUOKO.

Onloopog
Agv givar yvwo16 av n dpaoctikn ovoio tov Ambrisentan Viatris pnopei va mepdoet 6to pntpikod yaio.

— Mnv Onralete o 660 Sraotnpe taipvere Ambrisentan Viatris. Miiote pe tov yatpd oag
GYETIKA.

LCovipétnro

Av glote avdpog kat Toipvete Ambrisentan Viatris, eivat mbovo avtd to gappoKo v pedosL Tov
apBpd tov onepuatolwopiov cog. MIAoTe He TO Y1oTpd GG, EAV EYETE OTOLNONTOTE GYETIKT ATOopia
N avnovyio.

0onynon Ko YEPLOROS PNYOEVILATOV

To Ambrisentan Viatris pnopei vo tpokorEcel avemBOUNTEG EVEPYEIEG, OTIMG YOUNAN OPTNPLOKY
wieon, CaAn, komwon (BAEne Tapdypapo 4) TOV UTOPEL VO EXNPEAGOLY TNV TKAVOTNTO GOG Y10
odnynon 1M xepopd pnyovnudtov. Ta copntdpata g mddnong cag evogyetal vo meplopilovy v
TKOVOTNTA 00 Y10 001 YNoT M XEPICUO UNYOVINUATOV.

— Mnv odnyeite 1 ypnopoToLEiTE PNYOVILATA, EAV OEV 0100AVESTE KAAG.

To Ambrisentan Viatris mepiéyel haktoln

Ta diokio. Ambrisentan Viatris mepiéyovv pkpég mocomeg evOg oKy Apov oL OVOUALeEToL AaKTOLN.
Av 0 yutpdg cag €xel mel 0Tt Exete dvcavelia oe oplopéva chicyopa:

— EMKoWwOV6TE PE TO Y10TPO 60G TPV TAPETE AVTO TO POPUOKEVTIKO TPOTOV.

To Ambrisentan Viatris nepiéyel pia ypoetiki mov ovopaleror allura red AC aluminium lake
(E129)

H ypwotikn avti propei va tpokaiéoetl aAlepyikég avtidpdoelg (BAEne mapdypapo 4).

To Ambrisentan Viatris nepiéyel vatpro

To @appaxo avtd mepiéyel Arydtepo amd 1 mmol vatpiov (23 mg) avd diokio, givar ovtd OV
ovoudlovpe «erevbepo vatpiovn.

3. Mo vo tapete To Ambrisentan Viatris

[éavrote vo TaipveTE TO EAPRAKO AVTO CVOTNPE CURLPMVE PE TIG 001 YIES TOV YLATPOD 1| TOV
QupproKoToov cog. Edv £yete aueiBoiricg, pomote TOV YI0TpO 1| TOV QAPUAKOTOL0 GOG.
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II6oo Ambrisentan Viatris va wapets
H cvvifng 60om tov Ambrisentan Viatris eivou éva diokio tav 5 mg, pia eopd v nuépa. O yoTpodc
cag uropel va omoeacicetl vo avénoet T d6on cag ota 10 mg, pia popd tv nuépa.

Edv naipvete kukhoonopivn A, unv mapete nepiocotepo and éva diokio 5 mg Ambrisentan Viatris pia
Qopa TNV NUEPOL.

Io¢ va tapete To Ambrisentan Viatris

Eivon xoAdvtepa va maipvete to dtokio v idwa mpa kabe pépa. Katamivetre to diokio oAoKAnpo e Eva
notNptL vepd Ko pun omdlete, un OpvupartiCete ko pun pacdte to dtokio. To Ambrisentan Viatris
umopel va Aappdveton pe M xopic tpoen.

Eav napete peyadotepn d66n Ambrisentan Viatris omwé tnv kavoviki

Av mapete mapo moALA dtokio eivar TOAVOTEPO VO EUPAVICETE OVETIBVUNTEG EVEPYELES, OTIMG
TOVOKEQUAO, EEay, LaAN, vavTia (aicOnua adiabesiog), | xounAn apTnpLlaKy Tieon Tov wropel vo
poKorécel {aAdda:

— XouPOVAEVTEITE TO YIOTPO 1] TO PUPROKOTOLO GOG EAV TAPETE TEPLIGGOTEPN SIOKIN OO TN
GLVTAYT| TOL YLUTPOL.

Eav Eegyaoete va mapete To Ambrisentan Viatris
Eav Egydoete pia 66om Ambrisentan Viatris, mépte to diokio poig o Buundeite ko cuveyiote Ommg
KOL TTPLV.

— Mnyv wapete i 666M TNV 010 OTIYUT Y10 VO AVOETANPACETE TN 0661 OV EeydoaTe

Av otapatioete va maipvete Ambrisentan Viatris
To Ambrisentan Viatris givon puo Oepamneio v omoia Oa npémet vo, cuveyilete yia Tov EAeYYO0 TG
ITAY.

— Mnyv otopatioete vo taipvete Ambrisentan Viatris ektog kou €dv 10 £(£TE GOUPOVI|GEL UE TO
YwTpo cog.

Edv éxete meprocdtepeg EpMTNGELS GYETIKA LLE T YPNOT CVTOV TOL POPUAKOV, POTNOTE TOV Y1 TPO N
TOV QUPUOKOTOLO GOG.

4. IMBavéic avemBopnTeg evépyereg

Onwg 6ha Ta pappaka, £TGL KoL aVTO TO GAPUAKO UTOPEL Vo TPOKAAESEL avemBOUNTESG EVEPYELEG OV
Kot 6gv Topovclalovtal 6€ OAOLG TOVG AvOPMITOVC.

Yopapég avemOBOUNTES EVEPYELEG
Evnuep®ote Tov Y10Tpo 060G av LQOVIcETE 0TO100NTTOTE Otd To, akOAovDa:

Adrepyikég avTiopdosig

IIpoxertar yuo pion cuyvn avemBOuntn evépyeto mov pmopei va ennpedoet g 1 ota 10 dropa. Mmopel

VO TOPOTNPNOETE:

o e€avinua 1 eayodpa kot TpHépo (cVVNB®S TOV TPOCHTOV, TOV XEIMMV, TNG YADOCGAS 1 TOL
@APLYYQ), TO OTTOI0 UTOPEL VO, TPOKAAEGEL OLGKOAN GTNV AVATVON 1 TV KATATOOT).

Hpi&wpo (eionua), 110iTEPA GTOVS AGTPAYALOVS KOL GTA TOOLO,

Avt givar pio ToAD cuyvn avemBounTn evépyela Tov pUmopel va ennpedost meprocdTepa amd 1 ota
10 dropa.
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Kopowokn avendpkera
Av16 opeiletar 6To OTL 1 Kapdd dev avTAel apketd aipa. Avt givor pio cvyvi avemBOUNT evépyeia
mov pmopel va ennpedoet £mg 1 ota 10 dropo. Ta copntdpata teptlapufavouy:

. SVoKOALD GTNV avaTVOT
. VIEPPOAIKT KOO
. TPNELLO GTOVG ATTPAYAAOLE KOl oTO TOOLAL.

Mewopévog aplipog epvopav arpocorpiov (avaruio)
Avt givon pia ToAd cuyvn avemBOunTn evépyeia mov pumopel vo ennpedost TeprocdTepo amd 1 ota
10 dropo. Mepikég popég amanteitar petdyyion aipatog. To copntdpota teptiappdvouv:

. KOT®ON Kot advvopiol
o dvokoAio oTnV avomvon
. vevikd aicOnpa kakovyiog.

Xounin aptyproxi wicon (vwotacn)

Avtn givon o cuyvn avemBount evépyeta Tov pmopei va exnpedoel émg 1 ota 10 dtopa. Ta
CUUTTOUOTA TEPILOUPAVOLV:

o Cardoa

— Evnuepaote 10 Y10Tpé o0g apécmg dv (eogic 1 T0 mondl cog) epLeaviceTte TET010V £i60Vg
CUUTTOUATO 1] OV ELEOVIOTOVV EaQViKG ueTd T Aym tov ambrisentan.

Eivol onuovtiko va KAveTe TOKTIKA €EETAGES AiNaTOG, Y10 va EAEYYETE TUYOV avoupia Kot 6Tt TO
GLKOTL 6OG Agttovpyel pucloroykd. BefarwBeite 611 éxete eniong owfdoser Tig mAnpo@opies oty
Tapaypa@o 2 ue titho «Oa ypelaoteite TAKTIKEG e&eTdoELS aipaTog) Katl «Evoeilelg 6Tl T0 GUKMOTL GOg
UTopEl va unv AELTovpyel GOOTO».

AlLres avemOOuNTEG EVEPYELES

oAb ovyvég (Lmopel va emnpedoovy TeprecdTepa oo 1 ota 10 dropa)
TOVOKEPUAOG

Can

aioOnuo ToAuGV (YpNyopotl i akavovioTol Kopdlakol maApol)

gmdeivmon g duokoAiag 6TV avomvor coviopo uetd v Evapén tov ambrisentan
oLV | LTOLKOUEVT LOTT, GLUEOPTOT 1| TOVOC GTA LYLLOPELX

aicOnua adrabesiag (vavtio)

duappoia

aicOnua kémwongc.

Y€ oUVOVOOUO PE TAOUAOPIAN (éva GAro @appako Yo Ty [IAY)
Emumhéov amd to mopamdvo:

. £€aym (epvBpdTNTO TOV BEPUATOC)

. adtabeoia (€uetog)

. woVoc/dvoopio 010 Odpaka.

Yoyvég (umopel va ennpedcovy €0 1 ota 10 dtopa)
Oopmn 6pacn 1 Ghlec petaforég Tng dpaomng
Mmobvupia

U1 QUCIOAOYIKA OTOTEAEGLLOTA GE OLUOTOAOYIKEG EEETAGELS Y10 TV NAOTIKNY AEITOVPYin
cuvéyt

dvokototnTo

VoG 6TO GTOUdYL (OTNV KOIAMOKT YDPaL)

wovoc N dvcEopia 6To Odpaka

£Eaym (epvBpdTNTO dEPUATOC)

adtabeoia (€puetog)

aicOnua advvapiog
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. opoppayia amd tn pot
o eEavonpa.

2g 6UVOVUGNO pE TOOUAAPIAN

Emmiéov amd o mopandve (eKTdg omd To U PUGIOAOYIKA OTOTEAECUATO OE OLULOTOAOYIKEG EEETAGELG
Yol TNV NAATIKY AELTovpyia):

o Bodiopa ot avtid (epPoéc).

Oy ovyvég (Lmopel va emnpedoovy £m¢ 1 ota 100 dtopa)

o nratikn PAGEN

. (QAEYLLOVT] TOV NTOATOG TTOV TPOKOAEITAL OTO TOVG 1010V TOVG APVVTIKOVS UNYOVIGUOVS TOV
opyaviopob (awtodvoon nrotitida)

Y€ 6UVOVUONO BE TASUAAPIAY
. OLEVIOLOL ATTMAELN TNG OKONC.

Ava@opd avemOOunTmV gvepystdv

Edv mopatnpnoete kamoto avemfOunt evEpyeL, EVINUEPDOTE TOV Y1OTPO, TOV PAPUAKOTOLO 1) TOV/TNV
VOGOKOWO G0G. AVTO 1oYVEL KO Yio KGOe avemBountn evépyela Tov dev avapEPETAL GTO TAPOY PUALO
ooy ypnone. Mropeite eniong va avagépete avemBounTec evépyeleg amsvbeiog, pécm tov gBviko
GLOTNLOTOG OVOPOPAS TTOV avaypaeetal oto [apdptnua V. Méow g avagopdg avemiBountomyv
EVEPYELMV Umopeite vo. fon0NceTe 0TI GLAAOYT TEPIGGOTEP®V TANPOPOPIDV GYETIKA LUE TIV OCPOAELL
TOV TTOPOVTOS POAPUAKOL.

5. og vo guraccete To Ambrisentan Viatris

To @déppoako avtd TPETEL V o PLAACCETOL G LEPT) TTOL deV TO PAETOVV KOl dEV TO POEVOLY TOL TOUD1EL.

No pn ¥pMoLHOTOoLEITE AVTO TO PAPOKO LETE TNV NepOUNVia AENG TTOL AVOPEPETOL OTO KOVTL LETA
to AHZH.

H nuepounvia Anéng eivar n televtaio nUEPA TOV UNVE TTOV AVOPEPETOL EKEL.

Agv vtdpyovv €1d1kég 0dMYieg OAAENS Y10 AVTO TO POPUOKEVTIKO TPOTIOV.

Mnv metdite @APUAKO GTO VEPD TNG AMOYETELONG 1| GTA OKLOK(A amoppitpota. Potiote tov
QOPLOKOTOLO GOG Y10 TO MG VO TETAEETE TO, PAPUAKE TTOL OEV YPNOLULOTOLELTE L. AvTd T péTpa O
Bonfnoovv oty mpoctacia Tov mePPAAAOVTOG.

6. Mepreybpeva TG GVOKEVACING KOl AOWTEG TANPOPOPIES

T wgpréyel To Ambrisentan Viatris

H dpaotikn ovoia glvar To ambrisentan.
KéBe emkadoppévo pe Aemtod vuévio diokio mepiéyet 5 mg 13 10 mg ambrisentan.

Ta dAAa cuotatikd ivan Aaktoln, kouttapivn pukpokpvotariky (E4601), kappeAddln vaTplovyog
dactovpoduev, poyvioto oteatikd (E570), molvfivorarikododin (Lepkdg VIPOALUEYT), TITOVIOL
do&eidio  (E171), moivarburevoyilvkddn, tédixng (E553Db), allura red AC aluminium lake (E129), kot
Adxo apytovyov wdtkokappivio (E132)

Epg@avion tov Ambrisentan Viatris ko epieyépeva g 6vokgvaciog

To gmkolvppévo pe Aemtd vuévio diokio Ambrisentan Viatris 5 mg ivar pol xp®dpatog, oTpoyyvAo,
aueikvpto diokio pe eyydpacn «M» ot pia TAevpd Kot «AN» GtV GAAN.
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To gmikoloppévo pe Aentd vuévio diokio Ambrisentan Viatris 10 mg eivaun pol ypduatoc, oe oynua
Kayokiov, diokio pe eyydpacn «M» ot pia TAevpd Kot «AN1» oty GAAN.

To Ambrisentan Viatris diotifeton og emkaAvppévo pe Aentd vpévio diokia tov 5 mg kot 10 mg og
ocvokevaoieg tov 30 diokimv kot 6€ cuokevacies KoyéANg (blister) pepovopuévov 66cewv Tmv 30x1
dtokiov 1 tov 60x1 diokiwmv.

Mmopei va, unv KokAo@opoHV OAEC 01 GLCKEVUGIEC.

Kéroyog Adsrag Kvkhogpopiag

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Iphavdia

Iopackevaotig

McDermott Laboratories t/a Gerard Laboratories, 35/36 Baldoyle Industrial Estate, Grange Road,

Dublin 13, IpAavéio

Mylan Germany GmbH, Zweigniederlassung Bad Homburg v. d., Hoeh, Benzstrasse 1, 61352 Bad

Homburg v. d. Hoehe, Teppavia

Mylan Hungary Kft, Mylan utca 1, 2900 Komarom, Ovyyapia

I'a omoladmote TANPOPOPIL GYETIKA LLE TO TOPOV PAPUOKEVTIKO TPOIOV, TOPAKUAEIGTE VO
amgvBuvbeite 6TOV TOTIKO OVTITPOGMITO TOV KATOYOL TNG AdEWNG KUKAOPOPIag:

Belgié/Belgique/Belgien
Viatris
Tél/Tel: + 32 (0)2 658 61 00

Bbbarapus
Maiinan EOO/]
Tem.: +359 2 44 55 400

Ceska republika
Viatris CZ s.r.o.
Tel: + 420 222 004 400

Danmark
Viatris ApS
TIf: + 45 28116932

Deutschland
Viatris Healthcare GmbH
Tel: +49 800 0700 800

Eesti
Viatris OU
Tel: + 372 6363 052

Lietuva
Viatris UAB
Tel: +370 5 205 1288

Luxembourg/Luxemburg
Viatris

Tél/Tel: + 32 (0)2 658 61 00
(Belgique/Belgien)

Magyarorszag
Viatris Healthcare Kft.
Tel.: + 36 1 465 2100

Malta
V.J. Salomone Pharma Ltd
Tel: + 35621 22 01 74

Nederland
Mylan BV
Tel: +31 (0)20 426 3300

Norge

Viatris AS
TIf: + 47 66 75 33 00
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E)\ado
Viatris Hellas Ltd
TnA: +30 2100 100 002

Espafia

Viatris Pharmaceuticals, S.L.

Tel: + 34 900 102 712

France
Viatris Santé
Tél : +33437257500

Hrvatska
Viatris Hrvatska d.o.o0.
Tel: #3851 23 50 599

Ireland
Viatris Limited
Tel: +353 1 8711600

island
Icepharma hf.
Simi: +354 540 8000

Italia
Viatris Italia S.r.l.
Tel: + 39 (0) 2 612 46921

Kvmpog
GPA Pharmaceuticals Ltd
TnA: +357 22863100

Latvija
Viatris SIA
Tel: +371 676 055 80

Osterreich
Viatris Austria GmbH
Tel: +43 1 86390

Polska
Viatris Healthcare Sp. z.0.0.
Tel.: + 48 22 546 64 00

Portugal
Mylan, Lda.
Tel: + 351 21 4-127 200

Romania
BGP Products SRL
Tel: +40 372 579 000

Slovenija
Viatris d.o.0.
Tel: + 3861 23 63 180

Slovenska republika
Viatris Slovakia s.r.o.
Tel: +421 2 32 199 100

Suomi/Finland
Viatris Oy
Puh/Tel: +358 20 720 9555

Sverige
Viatris AB
Tel: +46 (0)8 630 19 00

United Kingdom (Northern Ireland)
Mylan IRE Healthcare Limited

Tel: +353 18711600

To mapév @vALo 00N LAV YpRoNS avademp1ONKE Yo TELEVTALR POPA OTIC.

Aentopepeic TANpoeopieg yio To papproko avtd eivar dtabéoipeg otov dikTvakd TOTo Tov Evpmraikon

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