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HNEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



vTo QAPHOKO QVTO TELEL LTTO CLUTANPOUOTIKY TOPaKoAOVON oM. AVTo Ba emiTpEWEL TO Ypryopo
TPOGIOPIoUO VEOV TANPOPOPLOY AGPAAELS. Znteital amd Tovg enayyeApaties vyelag va avapépovy
omolesdnmote mbavoroyovueveg avemBountes evépyetec. BA. mapdypago 4.8 yia tov TpOmo ovapopis
AVETOOUNTOV EVEPYEIDV.

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Palsonify 20 mg emuxaloppéva pe Aemtd vuévio diokia
Palsonify 30 mg emuxaloppéva pe Aemtd vuévio dokia

2. ITOIOTIKH KAI IOXOTIKH XYNOEXH

Palsonify 20 mg smkoilvpuévo pe Aentd vUEVIO SIoKIa

Kabe emxatoppévo pe Aemtd vpévio diokio mepiéyetl 20 mg taAtovcsotivig (0G THATOVGOTIVIG
VOPOYAMPIKNG).

Palsonify 30 mg emikoivuuéva pe Aemtd vuévio diokio

Kdabe emucoloppévo pe Aemtod vuévio diokio mepiéyetl 30 mg TaAtovcotivig (Og TAATOVGOTIVIG
VIPOYA®PIKNG).

INo tov Tpn katdhoyo Tov exdoywV, BA. Tapdypago 6.1.

3.  ®APMAKOTEXNIKH MOP®H
Emwcaioppévo pe Aemtd vpévio diokio (diokio)

Palsonify 20 mg smikolvpuévo pe Aentd vuévio SioKia

Po(, apoikvpta moeldn, entkadvppuéva pe Aemto vuévio dlokio, unkovg 16 mm kot TAdtovg 8 mm, pe
yopayuévo 1o «PALy ot pia Tievpd kot 1o «20» otnv GAAN TAELPA.

Palsonify 30 mg emxaiopuéva pe Aertd vuévio diokio

Kitpwa, apeikvopto woedn, enikoivppévo pe Aentd vuévio dtokia, pnkovg 18 mm kot TAdtovg 9 mm,
pe yopaypévo 1o «PAL» ot pio mievpd kot 1o «30» otnv GAAn mievpd.

4. KAINIKEX TIAHPO®OPIEX

4.1 OgpomevTiKég evocitelg

To Palsonify gvdeikvotot yio T @oprakenTiky Oepameio eVAAK®OV 000EVAOV e OKPOUEYUAT.

4.2  Aocoloyio Kol TpOmTOC Yopynons

Aocoloyia

IMa toug poppokevTiKd Tpwtobepamevduevoug acheveic,  cuVIGTOUEVT apykn 60om givarl 20 mg
Palsonify am6 otopatog pio popd nuepnoimg yia 2 foopddeg Kat, dv gival KOAG avektn, n d6om Oa
nmpémel va avéndel oto 40 mg pio popd nuepnoimg. Metd amod 2 g 4 efdopndadec Aqyng tov 40 mg
Palsonify pia popd nuepnoimg, edv ta 40 mg givarl KaAd avektd, 1 60om propet vo avéndei ota 60 mg



pe Baon ta enimeda ToL WGoLVAVOELSOVE avénTikov Ttapdyovta 1 (IGF-1) 1 ta KAvikd onpeio kot
GUUTTMUOTOL.

INo Tovg PappaKeLTIKA PN TP®TOOEPATEVOUEVOVS 0IGOEVELG, 1| CLVICTMUEVT apyIKn 060N eivar 40 mg
Palsonify am6 otéparog pio popd nuepnoing. Metd amd 2 émg 4 fdopddeg Anyng tov 40 mg
Palsonify pia popd nuepnoimg, pe Baon ta enineda tov IGF-1 1 ta kKhvikd onpeio Kot copmTOUATE, 1
doon pnopet va avénbei oto 60 mg pio popd nUePNGI®C.

Me Baon v avextwcotta (BA. Tapdypago 4.8), 1 06on pumopel va petmbet tpocwpva Katd 20 mg.
MOoOAG VoY mPNooVY Ol AVETIBOUNTES EVEPYELEG, 1] TAATOVGOTIVI] UWITOPEL VO GUVEYIGTEL TNV
TPOTYOVLEVT OOGT.

®a mpénel mePLodIKd va yivetal mapakorlovnon tev emmédmv tov IGF-1 kot a&loAdynon tov
CUUTTOUATOV, GOUPOVO. LE TNV Kpiom Tov wtpov. H kavovikonoinon tov eninédwv tov IGF-1
evdéyetan va amontel peyaivtepn dudpkela Oepaneiog oe acBeveic pe vynAd enineda IGF-1 katd v
évapén. Xe aoBeveic pe avEnuéva apywucd erineda IGF-1 (m.y. > 2,5 X 10 av®dTOTo 0p10 TOVL
ovotoroykov [ULN]), Wiaitepa 6€ Qapuoakevtikd Tpotodepanevdpevong acbeveic, Oo mpémetl va
eEetdleTon To EVOEXOUEVO TO TAKTIKNG ETOVAEIOAOYNONG TNG OYE0NG 0OPEAOVS-KIVOUVOL Trg Bepameiog
0G0V apopd tn povobepameia.

Hopadalewyn doong
Edv n nuepnowa d6om tov Palsonify maporeipbei, Oa npénet va {nmOel and tov acbevi va pnv mépet

1 6001 OV TOPAAEIPONKE KAl VO GUVEYICEL LE TNV EMOUEVT TTPOYPOULUUOTIGUEVT] OOOT).

AlMnAemidpdoeic petald eopuaKmv

loyvpog emaywyéas twv CYP3A4/5, UGTIAI kor P-gp

e TePIMTOOT GLYYOPNYNONG LE 1oYLPOVG EmaymYEic (1.y. kapPapalenivn), ue Pdon ta eninedo Tov
IGF-1 kot v acedrera Tov acbevovg, | 66om e Todtovcsotivng Ba mpénet va avénbel wg to
TPUTAAc10 TG Bepamentikng 06oMc, Ywpig veépPacn v 120 mg nuepnoing (BA. Tapdypago 4.5).

Mépiog 17 ao0evig emaywyéag too CYP3A4/ths P-gp

Xe mepinton cvyyopnynong ne pétplovg (m.y. epafipévin) N acbeveig (m.y. Tpedvilovn) emaywyeis,
ue Paon ta enineda tov IGF-1 kot v acedieio Tov 0.60evovg, N 06N TNG TAATOVGOTIVIG UTOPEL VO
avénOetl, yopig vrépPaon Tov 120 mg nuepnoing (BA. mtapdypapo 4.5).

Avaororéog s aviliog mpwtoviwy (PPI)

X mepintwon ovyyopnynong ue PPI (w.y. Aavoompaldin, openpaloin), n 6061 g ToATOVGOTIVIG
pmopet va ovéndet £mg to dimAdoto ¢ Bepamevtikn|g 60omg, pe Pdon ta enineda tov IGF-1 kot v
ac@aAelo Tov 0cbevoug (BA. Tapdypago 4.5).

Ewwoil tAinbvopoi

Hlriouévor (> 65 etwv)
Agv amaiteitonl Tpocsappoyn g 60ong pe Pdon v niio (BA. Tapdypago 5.2).

Exnrwon the nrotikis AEItovpyiog
Agv amaiteitol Tpocappoyn g 60omng oe acbeveic e Nmia, uétpla ) fapld EKTTOGCN TG NTOTIKNAG
Aertovpyiog (BA. Tapdypago 5.2).

Neppikn ovolertovpyio.
Agv amaiteitonl Tpocappoyn g 60omg oe acheveic pe Nmia, pétpla 1 Pfopld veepikr Suvoieitovpyia
(BA. mapdypogo 5.2).

Houdrorpixoc ninQvouog
H aoopddeia kot 1 arotelecpaticotnto Tov Palsonify o mondid niwiog kéto twv 18 etdv dev £yovv
Texkunplwbei. Agv vdpyovv dabBéotpa dedopéva.



Tpoémog yopnynong

Ao otOUaTOC YpNOT).

Av106 TO POPUAKEVTIKO TTPOTIOV Bl TPETEL VO KOTOTIVETOL OAOKAN PO LE Eva TOTHPL VEPD, LE AOELD
GTOUAYL, TOVAGYLOTOV 6 MPEG LETA OO YEVUA (TT.). LETA amd OAOVYTLO VIOTELD) KOl TOVAGYITTOV
1 dpa mpv amd yevua.

4.3 Avtevositeag

YrepevoioOnoio 6t dpacTikn ovcia 1| 6€ KATOL0 amd T EKO0Y0 TOV OVOPEPOVTOL GTNV
Topaypapo 6.1.

4.4 FE101kég TPOEIOOTOMGELS KOL TPOPLAAEES KATd TN (p1ion

Enéxktaon dykov

Kabag ot dykor g vmdgueng mov ekkpivovv avéntikn oppovn (GH) evdéyeton peptkég popég vo

enektafovv, mpoKaldvTog coPapés emmAokés (m.y. STapayEs onTKoD medion), etvan amapaitnto
oMot o1 acBeveig va maparkoiovBodviat TpocekTikd. Edv mapouciastovy ototyein ETEKTAOTG TOV

OYKOV, UTOPEL VO, VO TTPOTILOTEPES EVAALOKTIKES OLOOIKAGIES.

I'uvaikec og avomopay®ykn nAkiol

Ta Oepamevticd o@éAN ¢ peiwong Tov emmédov g GH kot tng kavovikomoinong e
ovykévipmong tov IGF-1 o115 acBeveig pe axpopeyaiio o propovcay duvnTikd Vo omoKAToG TGOV
T yovipotta. Ot yvvaikeg acBeveic oe avomapaymykn nikia Oa tpénet va Aappdvouv tnv odnyia
VO YPNCUYLOTOI0VV ETOPKT AVTIGOAANYM, €AV ypeldleTal, katd tn didpkela g Oepameiog pe
nmaAtovcsotivn (BA. Tapdypago 4.6).

Kapdroyyerokéc avouoiiec

Koazd ™ didpreta g Oepaneiog e TOATOVGOTIVI 08 KAVIKEG HEAETEG, EYOVV TOPOVCLUGTEL AVMOUOATES
NG KopOoKNG ay®YLOTNTOG Kot AAAES petaforég oto HKI, 0nmg mapdrtaom tov dtuctipatog PR kot
Bpadvkapdio (BA. Tapdypapo 4.8). Avtég ot petaforég oto HKI pmopei va mapovslactody o
acOeveic pe akpoueyorio. Mmopet va ivar amapoitntes TpocapoyEG TG S00MG TV
GUYYOPNYOVLEV®V POPUAKEVTIKMV TPOIOVI®MV oV £Yovv Ppadvkapdiokic emdpdoets (T.y. B-
amokAeloTEC) (BA. Tapdypapo 4.5).

2oufdvta mov oyetilovron Le TN YoAnddyo KOoTh

To Palsonify gvdéyetar vo avasTEAAEL TN GLGTUATIKOTNTA, TG XOANSOYOV KOGTNG KOl VO LELDOVEL TNV
£€KKpLom YOG, TPAYHO TOV propel vo odnynoet o Abovug 1 inua otn xoAnddyo kdotn. Me ™ ypnon
g ToAtovcoTivng £xetl avapepbel yorolbiaon kot emimhokég g (BA. Tapdypapo 4.8). Edv
mhavoroyodvTal emmAoKES TG YoAoMBiaong, Oa mpénet va Eekvioel a&loAdyNnon Kot KOTAAANAN
Oepaneia, kot Ba mpénet vo cuvekTUnOel n oxEon 0PEAOVG-KIVODVOV TTPOKEUEVOD VO TPOGII0PIoTEL
€dv Ba cuveylotel 1 O M Bepameio pe ToAtovcoTivn.

Merafoioudc yAvkding

Abdyw g emidpaocng g oty GH, ) yAvkayovn kat Ty wGovAivn, 1 TOATOLGOTIVY UTopel va
gmnpedoet ™ pOOen g yAvkolne. ‘Exet avapepOel vrepylvkoio og acbeveic mov Adupavay
Palsonify og Khvikég peréteg (BA. mapdypago 4.8). Ta enineda tng yAvkd{ng oto aipa Oo Tpénel va
mapokorlovBovvral otav Eekivd Bepaneia pe to Palsonify 1| petafdiieton n 660m, kot 1 avtidiefnticy
ayoy”n 0o Tpénel va tpocapudletar avaroya (PA. mapdypago 4.5).



Avouoiisc tne Asttovpyiog Tov Bupeostdone

Ta avdrloyo cOUOTOoTOTIVIIG UTOpEl Va, kKaTaoTeIlovY TNV EKKploT TG BupeoeldoTpodTOov 0pUOVIG
(TSH), mpdypa mov pmopei va 0dnynoetl oe vwobvpeoediopod. Katd ) didpketo g Oepaneiog pe
TOATOVGOTIVY], GVVIGTATOL TEPLOJIKT a&loAdyNnon TG Aettovpyiag Tov Bupeoegtdovs (TSH kot ol
N/xor eEredBepn T4) (BA. mapdypago 4.5).

Opéyn

e oplopévoug acbeveig To avALOYE COUATOGTATIVIG EVOEXETAL VO LETABAALOLY TNV ATOPPOPTON TOV
MTOpOV OV AapPavovTal HECH TNG SLUTPOPTS.

Avendpkeo Brropivne B12

e aoBeveig mov Adpfovay avarloyo copaTooToTivVg £X0VV TapatnpnOel petmpéva eminedo Prropivng
B12. Ta enineda g Prrapivng B12 katd ) didpkewa g Beponeiog pe Palsonify Oa mpénet va
TapoKoAovBovvTaL €6V EVOETKVUTOL KAIVIKAL.

4.5 Aliemopdosic pe Ghlo QUPRIKEVTIKA TPOIOVTA KoL GALES pOPPES ahinienmiopaong

[Mapdyovtec mOV UTOPEL VoL LELWOGOVY TN GLYKEVTIP®OGCT) TNE TUATOVGOTIVIG 6TO TAGGLLOL

loyvpoi emaywyeic morhamdwv eviduwv ko uetapopéwv (CYP3A4/5, UGTIAI xoi P-gp)

Mia, kKAvikn pedétn oe vy atopo £6e1&e OTL PeTd TN yopnynon 60 mg maktovcotivng, N
rapPapalenivn, Evag woyvpog emaywyéag tov CYP3A4/5, UGT1A1 kot P-gp, peimoe ™ Crax Ko TNV
AUC g maitovcotivng katd mepinov 40% xar 70%, avtictoya. H cuyyopnynon tng naitovcotivig
UE 1oYLPOVE EMUYWDYELG UWTOPEL, MG EK TOVTOV, VO LELMGEL TN DEPUTEVTIKT OVTOTOKPIOT).

Xe TePINTOOT GLYYXOPNYNONG LE 1oYLPOVG eMaymYeis (1.y. kapPapalenivn), pe Pdon Ta enineda Tov
IGF-1 kot v ac@dieia Tov acbevong, n d0o1 g moAtovsotivig Oo Tpémel va avéndel £mg to
TPUTAAc10 TG Bepamentikng 06oMc, Y®pig veépPacn v 120 mg nuepnoing (BA. Tapdypago 4.2).

Mépior i ooOeveis eraywyeic too CYP3A4/tns P-gp

Me Bdon v mapatnpndeica 70% peiowon oty £kbeon otny maAtovcotivy PHeTd amd 1oXVPo
enoywyéa (KapPapalenivn), avapéveror pikpotepn peioon oty éxbeon petd amd péTplo 1 acbevn
enaywyéa. H ouyyopnynon g moitovcotivng pe pétpto (m.y. epafipévin)  acbevn (m.y. mpedvilovn)
enoywyéa tov CYP3A4/tnc P-gp pumopel, og €k To0TOV, Vo LELOGEL TN DEPOUTEVTIKT OVTOTOKPIOT) KOl
umopei va glval omapaitnTn N TPoSapUoYn TG dOGNG, avAAoYo UE TNV KAVIKT VTATOKPLoT).

e mepinton cuyyopnynong ue uétplovg (m.y. epafipévin) 1 acbeveig (m.y. mpedvilovn) emaymyeic
tov CYP3A4/mc P-gp, ue Baon ta eninedo tov IGF-1 kot tnv acedieio, tov acbevoic, 1 6661 TG
TaATovcoTivig pmopel va avénbel, yopic vrépPaocn tov 120 mg nuepncing (PA. mapdypapo 4.2).

Avaortoleic e avtAiac mpwtoviwy

Mo kKhvikn pedétn og vy dropa £6e1&e 6t o1 PPI mpoxdiecay 6000eEapTdUEVEG LEIMGELS OTNV
AUC g maltovcotivng katd mepinov 20% kot 40% petd and dooegig madtovcotivig Tov 20 mg Kot
tov 60 mg, avtiototyo.

H ovyyopnynon g maAitovcotivig pe PPI koatédei&e docoeEaptmdpevn peimon g ékbeong otnv
TOATOVGOTIVY, 1 07010 UTTOPEL, OC €K TOVTOV, VO LEIMGEL TN OEPATEVLTIKT AVTATOKPLIOT| KOl UTOPEL VL
glval omopaitnTn N TPOGAPUOYN TNG dOGNG, AVAAOYO LUE TNV KAVIKY OVTATOKPLOoN.

Xe mepintwon ovyyopnynong ue PPI (m.y. Aavoompaldin, openpaloin), n 6661 g ToATOVGOTIiVIG
umopei va avénbei oto duthdoio g Bepamevtiknig doong, ue Paon ta enineda tov IGF-1 ko v
ac@arelo Tov 0obevong (BA. Tapdypago 4.2).



Kovrdoomopivy

Mo Khvikn peAétn mov Tpaypoatonombnke oe vy dropa £de1&e OtL, petd ) yopnynon 200 mg
KukAooTmopivig, N €ékBeon otnv Toktovcotivny avEnbnke katd < dVvo popéc. Aev amarteiton
TPOCAPUOYN TNG OOOTG TNG TAATOVCOTIVIG.

Emidpaosic tne ToAToucotivne 6T QOPUAKOKIVNTIKY GAA®V QOPUOKEVTIKOV TPOIOVIOV

Kvxdoomopivy

e o KMvikT| peAétn og vy drtopa, ta 40 mg noktovcotivng mpokdiesav mepimov 50% kot 35%
peimon G Cmax kot Tng AUC g kuKAoomopivng 6to oAkod aipa, avtictoyya. H cuyyoprynon g
TAATOLGOTIVIC e KuKAOGTOpivn 0dnynoe o€ peimon g BrodafesitoTnTog TG KUKAOGTOPivC.

Mmropei va givol amapoitntn 1 Tpocapoyn e 400G TG KVKAOGTOPIvNG Y10l T J10THPTOT TOV
OepanenTikdy emmédmv. Oa Tpénel va, akolovbeital 1 GLVICTOUEVT TOPOKOAOVONGT BepamevTiKoD
(QOPUOKEVTIKOD TPOIOVTOG OGOV APOPE TNV KUKAOGTOPIvY).

Yroarpauoro oo CYP3A44

e o KMviKY| LeAEtn o vy dtopa, ta 60 mg naktovcotivng mpokdiesay mepimov 30% adEnon g
AUC g wdalordung, evog vrootpopatog tov CYP3A4. Owpocappoyés g d6omg yia ta
vrootpdpota Tov CYP3A4 yopic otevo Bepanentikd deiktn dev eivar amopaitntes. ZuVIGTATOL
TPOCOYN KOl KOTAAANAT TopakoAobONnon GV 1 TOATOVGOTIVI GuYYOPTYEITAL LE £VO VTTOCTPMO UM TOV
CYP3A4 pe otevd Bepameutid deikn (). ToKpOALOVG).

Yroarpauara oo CYP2D6

In vitro, 1 moAtovcotivn etvar avactoréng tov CYP2D6 (BA. mapdypapo 5.2). Zuvictdtol mpocoyn
€dv n Tadktovcotivn cuyyopnyeitar pe éva vdotpopa tov CYP2D6 (m.y. KapPedthoin, vepmPBoioin,
UETOTPOAOAN, PAovoeTivn 1 de&tpopeboppavn). Agv mpayuatoroOnike HEAETN AAANAETIOPACEDY
peta&d poppakov. Ot Tpocapuroyég g d6omg Yo To vrootpopate Tov CYP2D6 dev gival
OmoPOiTNTEG.

Yroorpauoza e P-gp

In vitro, 1 moAtovcotivn eivan avactoréng g P-gp (BA. mapdypago 5.2). Xvvictdtol Tpocoyr| €6v 1
TOATOLGOTIVI] GLYYopTYEiTAL LE Eva VTOoTPOUA TG P-gp e otevd Bepamevticd deikn (w.y. dryo&ivn).
Agv mpaypotomoOnike peAétn oAANAETIOPAcEDY HETAED Papudkmy. Ot TpocapHOYES TG 0OGNC Yid
T VTOoTPOUaT TNG P-gp dev eivan amapaitnre.

Merpopuivy

Mua, kAvikn pedétn oe vyleic eBehovtég £de1Ee OTL 1 TAVTOYPOVN YOPNYNCT UETPOPUIVIG KoL
TAATOVGOTIVIIG 001 YNoE € pa peimon oty ékbeon ot petpoppivn Katd 22% kot TG Cuax KOTA
39%. To KAviko anotéhecua Oempeitol cuvagEg, Kabmg avTo TO amoTELES U OEV ElvaLl AVAUEVOUEVO,
ue Pdon to in vitro evpnua g avactoine s MATE oand v maktovcortivn. Q61660, 1 LETAPOAN
otV ékbeom ot peTeoppivn dev Bempeitol KAMviKd oNUAVTIKT. ZUVERNDGC, OEV AMALTEITOL TPOCAUPHOYT|

g 06omNC.

Dapuokodvvautkic aAANAETIOPAGELS

AVTId1afnTiKG popuaKevTIKG Tpoiovia
Mmropei vo, amaitodvToL TPOGOPUOYES TNG dOONE TNG VGOLAIVIG Kal VTSNP TIKOV QUPUOKEVTIKMOV
TPOIOVTOV, OTAV Yopnyeitan TovTOYXpOova Taktovcotiv (PA. mapdypapo 4.4).

Kapdioyyeroxd. popuokevtixd mpoiovo,

Mmropel vo, amaitodvTol TPOGaPROYEG TNG dOONG PAPUAKEVTIKMY TPOTOVIWOV TOL EXOVV
Bpadvkapdlokég EMOPACELS, OTMG TV P-OTOKAEIGTMOV, TMV OVAGTOAE®MVY S10VA®V 0GPECTION 1)
TapayOvVTOV Yo T poduion tov 1solvuyiov vypmdV Kol nAeKTpoAvT®V (PA. Tapdypapo 4.4).



Ocpameio vTOKATAOTOOTHS BVPEOELOIKDYV OPUOVDV

Ta avaroyo copotoototiviig propet va exnpedoovv  Aettovpyia Tov Bupeocdoic (PA.

TapAypoeo 4.4). ZOVETMG, GLVICTATUL TOPAKOAOVON O TNG Acttovpying Tov Bupeoe1dols Kot KAVIKT
TapoKoAovONoN KoTd TN didpKeln TNG TAVTOYPOVTG Bepamneiag viokatdoTaoTg Bupeoeldikmv
opLovaV, kabdg avtd pmopel va 00N yNoEL G datapayn tng Aettovpyiog Tov Bupeoedoic.

4.6 T'ovipétnTo, KONON KOl Yorovyia

Kvnon

Eivar mepropiopéva to KAvikd 0edopEVa GYETIKA UE TN (PTOT TNG TOATOVCOTIVIG G€ EYKDOVG,.
Meléteg og {da dev KaTEdEIEAY AUEST] 1] EUUEST TOEIKOTNTA GTNV OVOTALPOYOYIKT KOVOTNTO GTO
eninedo éxbeong Tov avBpmmov (PA. Tapdypago 5.3).

Q¢ TpoANTTIKO PETPO, ElvaL TPOTUNTED VO AmoPeDyeTaL 1) xpriomn tov Palsonify katd ) didpreia g
Konong.

Oniooudg

Agyv givol yvooto gbv 1 taktovcotivn/otl petaforiteg amekkpiveTar/ oaneKkpivovial 6To avlpdmivo
voro. Ta dobéoipa ToEikoroyikd dedopéva oe (Mo E6€1EAV OMEKKPLOT] TNG/TMV
TaATovGoTivig/peTafortdv oto yara (BA. Tapdypago 5.3). O kivovvog ota OnAdlovra
veoyévvnta/Bpéen dev pumopet va, amokieiotel. O ONAacopog TpEmeL vor S10KOTTETAL KATA TN SLOPKELL
g Oepameiog pe Palsonify.

Tovipétnta

Agv vtapyovv dedopéVe 0TOV AVOPOTO GYETIKA UE TNV EMIOPACT TNG TAATOVGOTIVIG OTN YOVIUOTNTO.
[Maporo mov, o peréteg o€ (da, dev EVIOTIGTNKAY EMOPACELS 6TO (EVYAPOUA 1 TN YOVILOTNTO,
avoépOnKav PeTABOAEG OTIC OVATOPOYMYIKES TAPOUETPOVS G€ ONAVKOVS apovpaiovg (BA.
mopaypapo 5.3).

4.7 Emodpaoeig 6TV IKOVOTNTA 001]Y1|61G KL YELPICHOD PNy ovHdTOV

To Palsonify dev &yl kapio 1 £xel aonUavIn EXTIOPACT GTNV IKAVOTNTA 0ONYNONG KoL YEPIGUOD
unyxavnudToy.

4.8 AvemOounteg evépyereg

[Iepiinwn tov TPoik AcOALELNC

Ta yootpevteptkd copntodpota dtappotag (18%), kothiakon dayovg (7%), vavtiag (5%) kot KoMK
dvopopiag (3%) fTav o1 To GLYVA AVOPEPOUEVEG OVETIOVUNTEG EVEPYEIEG LE TNV TOATOVCOTIVY.

Kotaroyoc avemBountmv evepyEldV 6€ LOPQY TIVOKO,

H aoopddea g mtoitovcotiving a&loAoynOnke oe 169 evijlikeg pe axpopeyoiio o d0o
TUYOIOTOMUEVES, STAA TUPAEC, EAEYYOUEVEG UE EIKOVIKO PAPUOKO UEAETEC.

Yuvolikd 233 acBevelg ektédnKay oTnVv TOATOVGOTIVI 08 OAEG TIC PHEAETEG akpopEYaAiag @dong 2 Kot
3 ko eméktoong avolktng extonpuavong (OLE). H diaueon dudpkeia e Oepaneiog e modltovcotivn
o€ aobeveig pe axpopeyario nrov 65,4 gfdouddsg (evpoc: 0,7 mg 244,3 Bdoudoeg).

O avemBounteg evépyeteg mapatifevror ava Katnyopio/opyaviko cuotnua (SOC) kot cuyvotnta
Katd tn Pdon dedopévov MedDRA, cdhppova pe tnv akdrovdn copfocn: modd cuyvéc (> 1/10),
ovyvéc (= 1/100 éwg < 1/10), 6y cuyvéc (= 1/1.000 émg < 1/100), omavieg (> 1/10.000 émg < 1/1.000),
oAb omavieg (< 1/10.000), un yvootg cuyxvotntag (0gv wmopolv va ektiunfovv pe fdon ta



dBéoipa dedopéva). Evtdg kdbe opddag ocuyvotntoc, ot avemiBounteg evépyeleg mapatifevron Kotd

oBivovca celpd coPapdtnrtas.

IMivakog 1: Avem@ounTteg evépyereg

Koatnyopia/opyoavikd Avem@ountn evépyera Xuyvotnta

cvoTnUO

Metofoikég kot dotpoikés | Yrepylvkaipio Yuyvég

SlaTaparyEC Mewwpévn 6peén Suyvéc

Awrtopayés tov  vevpwol | Kepaialyio Xuyvég

GULGTILOTOG 74\ Oy ouyvég

Koapdrokég dratapayég Drefoxoupikn Bpadvkapdio® 2uyvéc

laotpeviepikég dSratapoyés Awdpporo [ToAd cuyvéc
Kotmakd dhyog Suyvéc
Navtia Xuyvég
Kotluakn ducpopia 2oyvEC
AtdToomn KotAiog Suyvég
‘Epetoc 2uyvéc

Hratoyolkég datapoyég XoloMbBioon Yuyvég
AiBoc yoAnddyov Topov Oy ouyvég

Awtapayéc tov déppatog Kot | AAmmekia Yuyvég

TOV VTTOAOPLOL 1GTOV

levucéc SloTapayEC kol | Komwon Yuyvéc

KOTOGTACELS o Béon

Xopfynong

*H gpiePoxoppikn fpadvkapdio mepIAapuBavel TOVG TPOTILDUEVOLS Opovg: GAePokouPikn Bpadvkapdia

ka1 Bpadvkapdia.

[eprypa@n emMAEYUEVOV OVETIOOUNTOV EVEPYELDV

Bpadvrapdio

Zopfavra Bpadvkapdicg mapovoidstnKoy 6to 6% TV acbsvdv mov Adpupavay taktovcotiv, NTav
ACVUTTOUOTIKG Kol gV 00N yNoay 6T SLOKOTT TOL PAPUAKELTIKOD TPoiovTog. Ta cupupdvta
TOPOVCIACTNKAV G ACOEVELS e KAl Y0PIg 10TOPIKO PPadvuKapdiag, TPoEkuyav Kot ToVg TPELS
TPMOTOVG PNVEG NG Bepoameiog Kat dev VIPYE caPNG cLoYETION pe TN d6on. H péon peiwon tng
KapdloKng ovuyvotnTag ftav 6 todpol ava Aertd (bpm) (PA. mopdypoo 4.4).

AvemOounteg evépyeieg mov oyeti{ovral ue ™ yolnooyo kdoty

€ TUYOLOTOMNUEVEC LEAETEG, TAPOLGLACTNKE YOoAOAMBioon ueta&d 6 Ko 9 unvav petd v Evapén g
TAATOVGOTIVIC. Z& OAoVG TOVG acbeveic Tov eKTEONKOY GTNV TOATOVGOTIVI] GTO TPOYPOUUO KAVIKNG
avantuéng, yoroMbBioom mapovsibotnke 610 4,7% kot AMBog xoAndoyov mopov 1o 0,4%. Xe acbeveig
7oV dev glyav AaPel mponyobevrn Bepaneia pe cVVIETEG LTOSOYEMY GOUATOGTATIVNG, OvapEPONKE
yoroABioom oo 8,3% (2/24) tov acbevav. Kavévag acevig dev diékoye TV ToATOVGOTIVI AOYMD
yoloABioong (BA. mapdypago 4.4).

Lootpeviepikés d10Topoyés

O1 TEPIEGOTEPEC YAGTPEVTEPIKEG AVETIODUNTEC EVEPYEIEG TAPOVCLAGTIKAY EVTOC TV 000 TPDTMV
UNvov and v Evapén Trng TOATOVGoTIVIG, Kapio dev NTav cofapn Kot OAeg iyav diaueon dtdpkela
7oV Kupovotoy petaly 4 kot 12 nuepmv. H mhetovoémra tov avemBduntmv evepyelmy fTav NTieg,
Kopio dev tav Paptdc popeng kot PeAtiddnkay pe tn cuvéyton g epomeiog. Aev vanpEov SLaKoTES
g Oepameiog AOY® YOOTPEVTEPIKAOV OVETIOOUNT®V EVEPYELDV.

Avogopd TOavoloyoOUEVOV avETIOOUNTOV EVEPYELDY

H avagopd mBavoroyodpuevov avemBOunTmv evepyEL®mV HETH amd T YopNYNoN Adelog KukAopopiag
TOL QPOPUAKEVTIKOV TPoidvTOog eivan onpovtikn. Emitpénet ) cuveyn mopakolovdnon e oyéong
0PEAOVG-KIVOUVOL TOV QUPUAKEVTIKOD TPOTOVTOG. ZNnTeiTtat amd Tovg EmayyeEALATIES VYELNG VOl



AVOQEPOVY OTOLEGONTOTE TOAVOLOYOVUEVES OVETOOUNTEG EVEPYELEG LECH TOV EBVIKOD GUGTILOTOG
avaQopdg mov avaypdeetotl oto [Hopdptnua V.

4.9 Ynaegpdocoroyia

Agv vrdpyovv dabécipa kKAvikd dedopéva oxeTKd L TIC EMOPACELS OV GYETILOVTAL UE TNV
VIEPSOGOLOYIN KOt dEV £YOVV TOpATNPNOEl TEPIOTOUTIKG VTEPSOGOAOYIOG LE TNV TAATOVGOTIVY).
Meléteg oe {dha vodeikvoovy 0Tt umopel va pokAndei Bpadvkapdia 1 vTEPTACT OO TNV
vrepdocoroyia. Eav mBavoloyeiton vepdocoroyia, Ba mpémel va epaploOlETOL VTOGTNPIKTIKY
Oepameia yio N Swoyeipion VTEPSOGOAOYIOG OO PUPUUKEVTIKO TPOIOV TOV UTOPEL VO TPOKAAEGEL
Bpadvkapdia.

5. DOAPMAKOAOTI'IKEYX IAIOTHTEX

51 ®@oppoxodvvopkEés 1010TNTES

Doppakobepamevtikn katnyopio: Oppdveg TS VIOPLGNS KoL TOL VITOHUAALOV KOl AVAAOYL, KOIKOG
ATC: HO1CBO06

Mnyovicoc dpaong

[Mapouota pe ™ ooy oppovn copatostativr (SST), N TEATOVGOTIVY ETOEIKVVEL IGYLPT
Kkataotorn g ékkplong ¢ GH kot tov IGF-1. H maktovcotivn aokel T gappokoloykn g dpdon
péEcm eEAPETIKA EKAEKTIKNG TPAGdeoTg (> 4.000 popég) otov vodoyéa cmpatootativng 2 (SST2) ko
emdeVOEL pikpn 1 KaBOAOL Guyyévela Yo GAlovg vothmovg vrodoyéwv SST. H madtovcotivn
OVOOTEALEL TI GUGGMPEVGT] TNG KUKAIKNG LOVOQPMGPOPIKNIC 0devosivig (CAMP) puéowm g
gvepyomoinong Tov avlpmmivov SST2 pe pio PésT GLYKEVTPOOT PAPUAKOL (Ay®VIGTH) TOV 0dNYEL GE
pon péyiorn avramokpion (ECso) 0,25 nM.

Dapuokodvvalkic emOpAcELS

H modtovcotivn peudvel onpavTikd Ko, 6€ TOAAES TEPMTMGELS, Kavovikonotel Ta enimeda Tov IGF-1
ka1 g GH o¢ acbeveic ue axpopeyaiia.

Kaporoxn niexpopooioloyia
e 4,6 popég Vv €kBeom ot Bepanevtiky d6o1 TaATovsotivig Tov 60 mg, dev TapaTnpPNONKE KAVIKA

onuavtikny Topdracn tov dtuotuatog QTc.

KAwun aroteleonotikdTnTo Kot acOEAsLo

H amoteleopatikdTnTo KOl 1| 0GQAAELN TG TAATOVCOTIVIG Y100 TN QOPUAKEVTIKY Bepameio evnAikwv
Ue aKpopeyorio tekunprodnke o€ 600 TLYOOTOMUEVEC, STAL TVPAEC, EAEYYOUEVES LIE EIKOVIKO
QAPUOKO KAVIKEC HEAETEG TOPAAANA@Y opadmv, eaong 3 (PATHFNDR-2 kot PATHFNDR-1).

Merétn PATHFNDR-2

e avutnVv 1 perét 24 efdopadwv (PATHFNDR-2) evtdydnkov 111 gvijiucor acBeveig pe
axpougyaiio wov dev Aaupavoy eoppokeutikn Ogpameio kot frav Broynuikd un eAeyyOUeEVOL Katd TV
Tuyotoroinon. Ot acBeveic gite dev giyav AaPel papuakevtikn Oepaneio 610 TapehboV gite dev eiyav
AaPet kapio Ogpomeio KOTA TOVG TPONYOVUEVOVE 4 UNVEG TPV amrd T StoloyT| (X0Pig QapUOKEVLTIKN
Oepanein) gite elyav AaPer povobepameio GLVOIET VITOOOYEMV COUATOCTOTIVIG LLE OKTPEOTION 1|
AavpeoTion, Kot avt] Bepaneia eiye ekmAvOel amd TOV OpyaVIGUO TOVS, KATA TN S1pKELR TNG OLHAOYNG
(éxmhvon). Ta enineda tov IGF-1 émpene va eivor > 1,3 x ULN yuo 660vg dev giyav AdPet
oapupakevtikn Oepameio kot > 1,1 x ULN pe tovAdyiotov 30% avénon tov IGF-1 katd ) dudpkeia
NG TEPLOSOV SLOAOYNC YO TOVG VIO EKTALGT aoBeveic. O aoBeveic TuyotomomOnKay yio vo Adfovv
glte maAtovcotivn (N = 54) gite ewcovikd edppoko (N = 57) yia v mepiodo Bepaneiog Tmv

24 gfdouddmv. H doom évapéng frav 20 mg/muépa eni 2 efdoudadeg kar 1 8601 Uropovoe va ovEndel
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ota 40 mg/muépa Katd TV enickeyn ¢ efdouddag 2, petd v emPePainon g avektikdmmrag. Tnv
gpdoudda 6, n d6on umopovoe va avénbei ota 60 mg pio opd nuepnoing, eav n 660n Twv 40 mg
NTav amodexTd avekt Kot pe fdon tov Proymukd reyyo kot edv o IGF-1 g efdouddag 4 fitav

> 0,9 x ULN. H xoBod1kn tirtAomoinon g 600G ETTPEROTAV OTOONTOTE GTIYUT KOTA TN dSidpKELN
NG TUYOOTOLNUEVIG PACTG EAEYYOV TNG LEAETNG, €0V 1 dOGT dev MTtav avektr|. Metd v

eBoopdda 12, n 66om datnpodviav PEYPL TO TEAOG TNG TUYOLOTOMUEVTG EAEYYOLEVG TTEPLODOV TNG
perétng (efoopada 24).

To mevivta Tpia to1g eK0td (53%) TV acbevav nTav yovaikeg, To 52% Ntav Aevkoi, To 31% Acidrtec,
70 3% poavpotl | Appoapeptkovoi, To 9% GAAng LANG kot to 5% ayvootng uAng. H péon nikia
Katd ™ oty g éviaéng nrav 47 £ (to 9% ftav > 65 etdv). H péon duipkela amod ) didyvoon
g axpopeyoriog nTav 87 unqvec, pe 10 89% twv acbevdv va vmofdrleTon oe YEPOLPYIKN EXEUPaon
oV VIOPLGT eVTOG PEoTG ddpKelog 75 unvav mpwv omd T cvppetoyn otn pedét. H cuvolwn péon
T tov IGF-1 kotd v évapén frav 2,3 x ULN otovg ac0eveig mov dev giyav AAPel papUokevTIKN
Oepaneio ko 1,5 x ULN otovg v1o ékmhivon acheveis.

To mpwtedov KoTainktkd onuelo emtedydnke, pe 1o 55,6% 1wV acbevdv mov Adppavay
TOATOVGOTIVN va emttuyydvouy Broynuko éreyyo (eminedo IGF-1 < 1,0 x ULN) v gfdopdda 24 ot
ovyKplon pe 10 5,3% tov achevav mov Aapfovay ewovikd edpuaxo (tipm p < 0,0001).

Extog and v emitevén tov TpmTedovTog KATUANKTIKOD GNUEIOV, 1] TAATOVGOTIVY TapNYaYE
oTaTIoTIKA onpoavtikég (tiun p < 0,0001) peidoeig tov IGF-1 o€ puotoroyikd enineda 1060 GTOVG
acBeveig mov dev elyav Aafet pappakevtikn Oepaneio (42,5%) 660 kot 6TOVG VIO EKTAVOT 0.60gvEiC
(92,9%) oe cOyKplon pe Tovg acheveic mTov Adpfavay elKovikod Pappako, aveEdptnTa and To
mponyovpevo 16topkd Bepamneiog ([livakag 2).

Mia avérvon g petafoing tov IGF-1 amd v évapén éog v efdopdda 24 £oeiée OTL, Evd TO. LECA,
enineda IGF-1xULN koatd v évopén Nrav cuvern HeTaéd TV OpAd®V TAATOVGOTIVIG KOl EIKOVIKOD
oapudxov (2,0 kot 2,2, avtiotorya), 1| TAATOVGOTIVI] 001YNOE O GTATIGTIKA CTLLOVTIKT dtapopd (Tiun
p <0,0001) o oOyKpion pe Toug acbeveic mov Adpupavay EIKOVIKO PAPUAKO HETAED OA®V TV
acfevav, kabdg Kot otV opddo Tov dev giye AdPel papuakevtikn Bepameia kot TV VIO EKTALON
ouada (Iivaxag 2).

Hivakoeg 2: XvvoMKd 0T0TELECLOTO UTOTEAEGNUOTIKOTNTOS pE Paon Ta enineda Tov IGF-1 o ™
ghétn PATHFNDR-2

, TOATOVGOTIVY EIKOVIKO @appoxo ,
Kavovikoroinen tov IGF-1 (N = 54) (N =57) T p
[Mocootd Twv acbevav mov
nétvyav eninedo IGF-1 0 o
< 1,0 x ULN v &Bdopdda 24, 30/(55,6%) 3 (5,3%) <0,0001
n (%)

Xopic pappakentikn Oepameio

1M He Tponyovpevn Bepaneia, 17/40 (42,5%) 1/42 (2%) <0,0001

/N (%)

DapuoakevTiKd o o

rpatodepomzvdievor, /N (%) 5/22 (22,7%) 1/24 (4,2%) 0,1509

xg)“pomo““gv” Oepomaio, /N1 1518 (66.7%) 0/18 (0) <0,0001
0

‘ExmAvon, n/N (%) 13/14 (92,9%) 2/15 (13,3%) <0,0001

Merafoin amd v évapén TOATOVGOTIVY EIKOVIKO @apnoxo i

otov IGF-1 (N = 54) (N=57) Hp

Metafoin amo v Evapén

otov IGF-1 v eBdopdda 24 -0,819 (0,0789) 0,087 (0,0751) <0,0001

(xULN), péon tiun LS (SE)
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Xopic papuaxevtikny Oepameio

1M pe mponyovpevn Bepamneia, -0,887 (0,0903) 0,070 (0,0881) <0,0001
péom tiun LS (SE)

DdappokevTiKd

TPp®TODEPATELOUEVOL, LECT -0,829 (0,1357) 0,046 (0,1299) <0,0001

tiun LS (SE)

Me mponyovpuevn Oepamneia,

"Exmvon, péon tyun LS (SE) -0,600 (0,1044) 0,152 (0,1008) <0,0001

O IGF-1 v efdopdda 24 Baciletor otov pé€co 6po tov 2 televtainv petpnoewy tov IGF-1 mtov
cLAAEYONKav TIC eBdopddeg 22 kat 24. Otav pio amd T1c dvo tehevtaieg petpnoels tov IGF-1 éheure,
ypnoonotovvtay pia povo tur. H gfdopdda 24 etvar 1o Ao Tov TUXOOTOMUEVOD EAEYXOUEVOD
TUNUOTOC TNG LEAETNG. XTI TEPUTTMGELS TOV KATOl0¢ acBevng éhafe Bepameia dicmong, Exet
ypnoonon el  televtaio aoldynon mpv omd T S1dcwon).

IGF-1 = wveovAvoegidng avéntikdg mapdyovtag 1, LS = uébodog elayiotav tetpaydvav, SE = tumiko
o@aipa, ULN = avdtoto 6plo Tov eUo1oA0Y1KoD.

H Bepamneia pe moktovcotivn odnynoe o€ peiwon tov IGF-1 katd mepimov 37% £mg 4 efdopades petd
mv évapén g Bepaneiog Kot 1 peiwon datnpndnke péypt to TEAOG TG mePLOdov Bepameiog
(oxfipa 1).

V4
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= 0.4 - —@— Palsonify =%k = EKoviké ¢appoxo
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c

o -0.6 -

[

3

g -0.8 A

e

E -1,0 T T T T T T T T T

é" ‘Evapén 2 4 6 8 12 16 20 22
Epdopado

Yympo 11: Méon perafoin) LS (£SE) tov IGF-1 (XULN) am6 Tnv évapln avd eriockeyn Yo 6iovg
T0vg a00¢eveic 61N perétn PATHFNDR-2

O mAnBvopog tepthapPdver GA0VG TOLG TVYAOTOMUEVOLS aobevelg Bacetl peBddwv ToAlamAon
KATOAOYIGLOD.

IGF-1 = wveovAvoegidng avéntikdg mapdyovtag 1, LS = uébodoc ehayiotav tetpaydvav, SE = tumikd
o@aipa, ULN = avdToto 6plo ToL pUGIOA0YIKOV.

Mo av@dvon Tov ypdvov MG TNV AVTATOKPLIoT| 0 TNV Tuyotomoinon £6eée 0Tl 10 59% twv aclevov
ov Adpfavay TeAtovcotivi TETVYaV Kavovikoroinor tov IGF-1 og ovykpion pe to 9% oty opdda
7oV AduPove EIKOVIKO Qappoko kKotd T dtdpkela g perétncError! Reference source not found.. H
TAELOVOTNTA TV GLUPAVI®V Kavovikoroinong tov IGF-1 apoékuye katd ) didpkela Tmv 4 TpOTOV
gPdouddmv ¢ Oepameiag. Avtd Ta OTOTEAEGUATO GLVAGOVY LE TNV AVAAVGT) TOV TPMOTEDOVTOG
KOTOANKTIKOO oTUEIOL, 1) 0Ttoin KATédEIEe GUVENILOUEVT] OVTATOKPLIOT GTNV TAELOVOTNTO TV AcHeVOV
oV AdpPovay TeAToVGoTiv) LEYPL TO TEAOG TNG EPSouddag 24.
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Iivaxog 3: Ilocooto acOevov pe IGF-1 < 1,3 x ULN oty perAétn PATHFNDR-2

TOATOVGOTIV EUKOVIKO

IGF-1<1,3 x ULN (N = 54) N PaPRUKO T p
N=57)
[Nocoo16 TV acBevdv mov
nétoyav eninedo IGF-1 o o
< 1,3 x ULN v gfdoudda 24, n 36 (66,7%) 8 (14%) <0,0001
(%0)
Xopic pappoxevtikn Oepaneio N pe o o
rponyoduevy Oepaneio, N (%) 22/40 (55%) 4/42 (9,5%) <0,0001
DoppoKevTIK: o o
npwTodepamevdpevor, /N (%) 8/22 (36,4%) 2/24 (8,3%) 0,0495
1(\;8)“"0'”0”“8“” Bepomsia, n/N 14/18 (77,8%) 218 (11,1%) | 0,0001
0

‘ExmAvon, /N (%) 14/14 (100%) 4/15 (26,7%) <0,0001

O IGF-1 v efdopdda 24 Baciletor otov pé€co 6po tov 2 televtainv petpnoemy tov IGF-1 mtov
cLAAEYONKaV TIC Efdopadeg 22 kat 24. Otav pia omd Tic dvo tedevtaieg petpnoelg tov IGF-1 éheure,
ypNoLorotlovvtoy pio povo tur. H gfdopdda 24 eivar 1o T€A0G TOV TOYXOOTOMNUEVOD EAEYYOUEVOD
TUNUOTOG TNG LEAETNG. LTI TEPUTTMGELS TOV KATOl0¢ acBevng éhafe Bepameio dicwong, Exet
ypnowonon el  televtaio aoldoynon mpv and ) S1dcwon).

IGF-1 = woovAvoegidng avéntikdg mapdyovtag 1, ULN = avdtoto 6plo Tov puoloAoyiKoD.

2€ GUUPMOVIO LLE TOV UNYAVIGHO dPAGCTC TNE TAATOVGOTIVIG, Ta. enineda-atoyol Tng GH < 1,0 ng/ml
emrevyOnKov oto 57% TV acbevav Tov Adppavav TaAtovcotiviy o€ ohykpion pe to 17,5% tov

acBevav mov AdpPavay eikovikd eappako (tiun p < 0,0001) v efdopdda 24 (ITivaxag 4).

Hivakag 4: Ilocootd acOevav ne GH < 1,0 x ULN oty perétn PATHFNDR-2

TOATOVGOTIV EUCOVIKO

GH < 1,0 x ULN (N = 54) N PaproKo T p
(N=57)

[Tocoot6 TV 0c0evmdv mov métvyav GH o o
< 1,0 x ULN v gBdopdda 22, n (%) 31(37.:4%) 10 (17,5%) <0,0001
Xopic pappoakentikn Oepameio | pe o o
rponyobievn epaneics, N (%) 21/40 (52,5%) 3/42 (7,1%) <0,0001
Ddappokevtikd Tpwtobepanevouevor, n/N 8122 (36.4%) 124 (4.2%) 0.0148
(%) b b b
Me nponyovuevn Bepameia, n/N (%) 13/18 (72,2%) 2/18 (11,1%) 0,0005
‘ExmAvon, n/N (%) 10/14 (71,4%) 7/15 (46,7%) 0,3297

GH = avéntikn opuévn, ULN = av@dToto 6plo 1oL PUGIOA0YIKOV.

H perétn PATHFNDR-2 pétpnoe m Popdtra Tov KAMVIKOV COUTTOUAT®OV Y10, 7 GTO(ELN TOL
oyetiovton pe v akpopeyoiia (GAyog kepaiadyiag, GAyoc oTig apBpioels, epidpwon, KéTwon,
advvopio ota Toda, S1OYKOo™ Kol Lobotaoua 1 aictnuo popuUnyKideroToc) PO UOTODVTAG TO
NUEPOAOYL0 GVUTTOUATOV akpopeyaAiag (ASD), ue ™ Baduporoyio kKabe oTotyeiov va. Kupaivetol amd
0 (kaBdrhov copmtdpate) Eog 10 (xepodtepa coumtd®paTo). Eva mpokatapktikd e0pog opimv yio Tov
YOPOKTNPICUO L0 CTIUAVTIKNG HETAPOANG oToV 1d10 0oBevn] yia T cuvoAkh Babuoloyia ASD sivar
pio petaforn amod -4 £wg -6 povadeg yuo Pedtioon 1 emdeivoon and o cuvolkn faduoioyio

70 povadwv. Katd v évapén, ot acBeveic mapovoialav Nria £oc pétpla copntopata. H petafoin
amo v évapén émg v gfoopdda 24 otn cuvorkn fabuoroyion ASD deiyvel GTATIOTIKA GNUAVTIKY
Bektioon -2,669 yia Tovg acbeveic Tov AauPavoy ToAtovcotivn 6e cOYKplon Ue emdsivoon 2,754 yia
Tovg acbeveic mov AdpPavay ikoviko edpuaxo (tyun p = 0,0039). Ztovg acbeveic mov dev giyav AdPet
QopuokeLTIKN Oepamneio 1 Tponyovpevn Bepoameio Ko Adpfovoy modltovcotivy, n fabporoyic ASD
£d0e1ée Pedtioon -4,187 og ohykpion pe emdeivoon katd 0,163 otovg acbeveig mov Aappavoy
EIKOVIKO PAPUOKO. XTOVG VIO EKTAVOT| 060EVELS, EKgivol TOV AduPavay TaAToVGOTiVN TOpOoLGINCHY
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BeAitimon -1,610 og cvykpion pe emdeivmon 5,777 og ekeivovg Tov AAUPovay EIKOVIKO QAPLLOKO
(ITivaxag 5).

Mivakag 5: Metapoii] amé v Evapén émg v efoopdda 24 ot cvvoiikn fadporoyioc ASD otn
ghétn PATHFNDR-2

. ELKOVIKO owpopd
TAATOVOOTIVY . , ,
(N = 54) ¢appaxo Oepomeiog T p
(N=57) (AE 95%)
Merafoiq amd v évapén ot cvvoliki Badpolroyio ASD £éwg v efdopada 24
Méon tiun LS (SE) 22,669 (£1,422) | 2,754 (£1,364) - ’4213 §'796’§)70’ ) 0,0039
Xopig QOPLOKEVTIKY i i
Bepameio N pe -4,187 (£1,605) | 0,163 (+1,565) 4’3‘(‘)91(3%831’ 0,0570
Tponyovpevn Bepameio ’
GopuarsvTiee. 3,180 (£1.976) | 2,669+ 1,848 | 868 (11,336, 0,0367
TpmTOHEPATELOUEVOL 0,380)
Me mpornyovpevn i i -1,963 (-9,44,
ye—— 5,344 (£2,547) | -3,381 (£2,621) 5.518) 0,5967
"Exmlvon -1,610 (£2,209) | 5,777 (£2,054) 73 871 (1' ;%638’ i 0,0224

H eBdopdoa 24 givar 1o T€A0G TOL TUYOLOTOUNIEVOD EAEYYOUEVOD TUNHATOG TNG LEAETNG. XTIC
TEPIMTMOGELG TOL KAmo10¢ acfevig EhaPe Bepaneia dtdcwong, £xel ypnoytoroindei n teevtaio
a&loldynon mpv and tn dwowon. H cuvoiikn ASD katd tnv évapén sival to dbpotoua tov
gfdopadiainy pEcwv Opwv Kotd | Tpv and v nuépa 1, kot 1 cuvoAtkn ASD petd v évapén eivar
T0 dBpotopa TV gfdopadiainv HEGOY OpmOV KATA 1] TPV OO TNV TPOYPAUUATICUEVT LEPOUN VKL
eniokeymc, cupmeptAapfoavouévng e nuepounviag g enickeyng, yio 7 otoryeio (kepaiaiyio, dAyog
o115 apBpaoels, epidpwor, KOTwo, aduvapio ota TOda, SOYKOGT Kol povdlacua 1 aicOnua
popunykidopatoc). Katd myv évapén, n uéon cvvoiikn Pabuoroyia ASD fitav 17,48 otnv opdda g
TOATOVGOTIVIG Kot 15,54 otnv oudda ToV EIKOVIKOD QapUaKov.

ASD = nuepordylo cupmtopdtov axkpopeyaiiog, AE = didotnua eumietoovvng, LS = puébodog
ehayiotov teTpaydvev, SE = tomkd cedipa.

Ta amotedéopata pe Pdon t petafoin g Paduroroyias tmv empépovg ototyeimv tov ASD and v
évapén €wg v efdopdda 24 yuo Ghovg Toug acbeveic £de1&av Kot yio taL 7 oTorygio pio Tio VIEP TG
TOATOVGOTIVIG, KOL 5 07T0 aVTA NTOV GTATIOTIKG oNUOVTIKA (GAYOC KePaAadyiag, EQidpmaET, KOTMGN,
advvopio ota Toda, dtoykwon, p < 0,05).

H péon peraforn LS (£SE) and v évapén €mg to 1éhog g Bepaneiog ota mo evoyintikd
cvpmtopoate nTav -0,553 (£0,4219) oty oudda g modtovcotivng kot 0,357 (£0,3770) oty opddo
TOV EIKOVIKOV Qoppdrov, pe dtapopd Oepaneiag -0,910 (AE 95%: -1,976, 0,157) vrép g
nmaAtovcotivig (ovopaotikn p = 0,0935).

To mapatnPodUEVO TPOPIA ACPAAELNS KOl AVEKTIKOTNTOC TapEREVE aUETAPANTO (PA. mopdypapo 4.8)
Kol M avOEKTIKOTNTO TV KAWVIK®V 0peA®V NG Bepamneioag diatnpndnke oe acbeveic mov Elafav doom
v 120 efdoudoeg otny gv e&ghi&er pedétn OLE PATHFNDR-2.

Merétn PATHFNDR-1

e ovtny ) perétn 36 gfoopddwv (PATHFNDR-1) eviaybnkav 58 acOeveic mov tav froynuikd
EAEYYOUEVOL [UE TOPATETAUEVC OTOSEGEVONG eVESIUN Bepomeia e TOV GUVIETT VTTOSOYEMV
COOTOCTOTIVIG 0KTPEOTION 1 Aavpeotidn. Ohot ot acheveic Empene vo eivan Proynuikd ereyyduevol
(mov opilovtav wg enineda IGF-1 < 1,0 X ULN) katd tn d1dpKela tng S1eAoyng Kot 6TV
Tuyotomoinon. Ot acBeveic TuyaomomOnkav yia va Aapovv gite todtovcotivn (N = 30) eite gikoviko
oappaxo (N = 28) yia v mepiodo Bepaneiog Twv 36 efdouddwv. H d6om propovce va tithonomel
and ta 40 mg £wg kotd péyioto ta 60 mg pe Pdon v tun tov IGF-1 1 va pewwbet pe faon v
avektikdtTa. Metd v gfdoudda 24, n 66on maitovcotivig dtatnpodvtay UEXPL TO TELOG TG
TUYOLOTOMUEVIG EAEYYOLEVNC TEPLOSOL (efdopada 36).
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To mevivta mévTe 101G ek0To (55%) TV aobevav ftav yovaikeg, To 72% ftav Aevkoi, to 3% Acidtec,
70 5% poavpotl | Appoapepikovoi, To 12% aAAng euAng kot 1o 7% dyvootng euine. H péon niwia
Katd T otrypn g éviaéng ntav 55 £ (1o 28% ntav > 65 e1dv). H péon didpkeia amd ) didryveon
g axpopeyoriog nrav 155 pives, pe to 86% tov acbevav va vroBdAiletal o xepovpyikr| emépufacn
6TV VIOPLGT eVvTdg péomg ddpketog 138 unvav tpv and ) cvppeToyn ot perétn. O péoog IGF-1
xatd v évapén nrav 0,83 x ULN, pe péco erinedo GH katd v évapén 0,90 ng/ml. Amd tovg
acBeveic mov gviayOnkav, 10 59% &iye mponyovuévag Aapet oxtpeotion kat to 41% eiye
TPONYOLUEVDG AdPeL AavpeoTidn. H mhetovotnta tov acbevov mov evidydnkav Aaufove pecoieg 1
VYNAEG SOGELG EYKEKPIUEVNG DEPUTELNG LE GVVIETT) VTTODOYEDMV COUOTOCTOTIVIG TPV 0T TN SA0YN.

To mpwtevov kKataAnktko onpeio emtedydnke, pe 10 83,3% tov acbevov mov Adpupavay
TAATOVGOTIVI va dtatnpovv Broymukd édeyyo (eminedo IGF-1 < 1,0 x ULN) v gfdopndada 36 ot
ovykpion e 10 3,6% tov acbevov mov Adppavay gikovikd eappoko (ITivakag 6

MMivaxkag 6).

Hivakag 6: Zovolka awoTeAéoPOTO ATOTEAECRLATIKOTTOG NE faon Ta emineda Tov IGF-1 yia ™)
grétn PATHFNDR-1

Kavovikomoinon tov TaATovcoTivn ELKOVIKO QappaKo -
IGF-1 (N = 30) (N =28) Hp

[Tocoot6 TV 0cdevav mov
dwnpnoay Ty
avTamOKpIoT MG TPOG TOV 25 (83,3%) 1 (3,6%) <0,0001
IGF-1 mv gpdopdda 36
(£ 1,0 x ULN), n (%)

Merafoiq amd tnv TOATOVGOTIVN EIKOVIKO @appoxo i
évapen otov IGF-1 (N = 30) (N =28) e
Metafoin amo v Evapén

otov IGF-1 tv 0,042 0,833 <0.0001
eBdopnada 36 (XULN), péon (£0,093) (£0,096) ’

nun LS (SE)

H eBdopdoda 36 givat 1o T€A0G TOL TUYOLOTOUNIEVOD EAEYYOUEVOD TUNUATOG TG UEAETNG. XTIC
TEPIMTMOGELG TTOL KAmo10¢ acfevig EhaPe Oepamneia dtdcwong, £xel ypnoyomrotndei n televtaio
a&lodldynon mpwv amnd T Sowon).

IGF-1 = wveovAvoegidng avéntikdg mapdyovtag 1, LS = uébodoc elayiotav tetpaydvav, SE = tumiko
o@aipa, ULN = avdToato 0pto Tov pue1oA0YLKoD.

H modtovcotivn katéderle otabepd enineda IGF-1 og acbevelg mov ékavav petdfaon amd
7ponyovuevn Bepameio e GUVOETN VTTOSOYEMY COUUTOCTOTIVNG, Ta 0Toia dtatnpnOnKay péypt To
TéAOG NG TtEPLOdov Oepameiag 36 efdopadmv (IGF-1xULN: 0,04+0,093). Avtibeto, ot acbeveic mov
TUYOOTOMONKAY GTO E1IKOVIKO QApLKO TTapovsiacay avénon tov enitédwv tov IGF (IGF-1xULN:
0,83+0,096) v gfdopada 36 kot 1 doeopd Petal&d TV OpaAd®Y 6To TELOG TNG TEPLOdOL Bepameiog
NTav 6TaTIOTIKA onpoavtikn (T p < 0,0001) (oyfua 2).
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Epoopada

Yympo 2: Méon petopornq LS (£SE) tov IGF-1 (XULN) and v évepén ava erickeyn yia 6100g
T0vg 000¢eveig ot pehétn PATHFNDR-1

O mAnBuopog mepthapPdver GAOVG ToLG TVYAOTOM LEVOLS acbevels Bacetl peBddwV ToALATAOD
KATOAOYIGLOD.

IGF-1 = woovAvoeidng avéntikdg mapdayovtag 1, LS = pébodog elayiotwv tetpaydvav, SE = tuomuo
o@aipa, ULN = avdtoto 6plo Tov eUG1oA0Y1KoD.

Meta&d Tov aobevav Tov fTav eheyyduevol Katd tnv Evapén, ta enineda-ctdyor g GH < 1,0 ng/ml
Statnpndnkav 6to 87% 1wV acbevov mov Adpupavoy maAtovcotiv og cuykplon pe o 28% Tmv
acBevov mov AdpPavay eikovikd eappako (tipn p < 0,0003) tnv efdopdda 34.

H peAiétn PATHFNDR-1 pétpnoe ) fopdnta 1oV KAVIKOV GUUTTOUATOV 0KPOUEYUAlNG o8

7 otoyyeia (GAyog kepaiodyiag, Ghyoc oTic apfpmdaoelc, epidpmor, KOTmor, advvauio ota ToOoL,
SOYK®MON Kot povdlacua 1 aicnuo popunykidouatog) ypnoionrotdvog o ASD. Eva
TPOKATAPKTIKO EVPOG 0PIV Y10 TOV YOPAKTNPIOUO UIKG OTUOVTIKNG LETABOANG oToV 1610 acBevn Yo
1 ouvoAlk Paduporoyion ASD eivor o petafoir] amod -4 £mg -6 povadeg yio Pertioon 1 emdeivoon
amo po cuvolkt| Baduoroyia 70 povadwv. Katd v évapén, ot acbeveic mapovoialav fma mg
pétplo copntodpoto. H petoforn amd vy évapén émg v efdopndada 36 otn cuvoAlkn Paduoroyia
ASD é£de1&e pia Bertioon -0,606 yio tovg acbeveic Tov Adupavoay TaATovcoTivr 6€ GOYKPIoT UE
emdeivoon 4,558 yio toug acbeveic mov Adppavay gikoviko eappoko (tiunq p = 0,0216) (ITivaxag 7).

Mivaxag 7: Metapori] amé v Evapén émg v foopdda 36 ot cvvoiikn fadporoyioc ASD ot
ghétn PATHFNDR-1

TAATOVGOTIV ELKOVIKO owpopd
n PaPLUKO Ocpameiog un p
(N=30) (N=28) (AE 95%)
Merafoiq amd v évapén g v fdopndda 36 ot cuvorlkn Padporoyio ASD
Méon Ty LS (SE) (3’65%2) 4,558 (£1,593) | ’168' §'992’)536’ = | 00216

H efdoudoa 36 givat 1o T£A0G TOL TUYOLOTOUNIEVOD EAEYYOUEVOD TUNUATOG TNG UEAETNG. XTIC
TEPMTMOGELG TTOL KAmo10¢ aclevig EhaPe Oepamneia dtdowong, £xel ypnoytorotndei n tedevtaio
a&lohdynon mpv and 1 Siocwon. H cuvoiikn ASD katd tnv Evapén sivar to dBpotoua tov
epdopadiaiov péocwv 6pwv Kotd 1 tpv arnd Ty nuépa 1, kot 1 cuvoiikn ASD petd v évapén eivar
T0 GBpoloua TV ERSOUAdIAIOY HECHV OP®V KOTE 1} TPV OO TNV TPOYPULUATICUEVT TLLEPOLNVIN
EMOKEYNC, COUTEPIAOUPAVOUEVIIC TNG NLEpOUNVING TNG ETioKeEYNC, Yo 7 ototyeia (Kepaialyia, dAyog
oT1g apBpaocels, epidpwon, KOTwor, advuvapio ota TOda, SIOYKOGCT Kol Lovdlacpo 1 aictnua
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popunykidopatog). Katd v évapén, n péon cvvoikn Pabuoroyia ASD ftav 13,21 otnv opdda g
maAtovcotivig kot 10,86 otnv opdda Tov EIKOVIKOL GapLdiKov.

ASD = nuepordylo cupmtopdtov axpopeyaiiog, AE = didotnua eumietoovvng, LS = puébodog
glayiotov TeTpaydvav, SE = Tuomikd cQAaipua.

Ta arnoteAéopata pe Pdon ™ petafoin g fabroroyiog tov empépovg otoryeimv Tov ASD amd v
&vapén €mg v ePdopdda 36 £de1&av kat Yo ta 7 oToyyEia Hio TAoT VIEP TNG TOATOVGOTIVIG, Ko 2
Ao QVTA MTAV GTATIOTIKE oNUAVTIKA (GAY0S 6TIS apBpdaoel kot poddlacpa 1 aicinua
popunykdcpatoc, Tiun p < 0,05). Kavéva empépovg otoryeio Tov ASD dev emnpéace katd KOPLo
AGyo TN cuvolikn Babuoroyion ASD, Tpdypa mov vrodeucvoel 6Tt vpée Peltioon kot
otabeponoinomn o€ OA TO CLUTTOUOTO OKPOUEYUATNG TTOL a&loAoynOnKay 6Tovg acbeveic Tov
Aappavav TaAtovcotivn 6g cOYKPLoT [ Tovug acBeveic mov Adpfovay EIKOVIKO QApPLLOKO.

H péon petoforn LS (£SE) amd v évapén émg to téAog tng Bepameing oto o EVOYANTIKA
cvpntopata nTav -0,530 (£0,360) onv opdda g taktovcotivng kot 0,617 (£0,381) otnv opdda tov
EIKOVIKOV Qappaicov, pe dtapopd Bepaneiag -1,147 (AE 95%: -2,199, -0,094) vrép g maAtovcotivng
(ovopaotikn p = 0,0335).

To mapatnpoduevo TPoPil AcPAAELNS KOl OVEKTIKOTNTOG Tapépeve apeTafAnto (PA. mopdypapo 4.8)
Kol M avOEKTIKOTNTO TOV KAWVIK®V 0peA®@V TG Bepameiag datnpndnke oe acbeveic mov Elafav doom
v 120 efdoudoeg otny gv e&ehi&er pedétn OLE PATHFNDR-1.

Hodrapikde TANOvoudS

O Evponaikdc Opyaviopog @apudkmv Exel dOGEL amaAloyn and TNV VIOYPEMSN VIOPOANG TV
amotelecpdtov Tov peretdv pe to Palsonify oe ddeg Tig vokatyopieg Tov ToudloTpikov mAnBvcpo
ot Oepaneio g axpopeyariog (BAETE Tapdypago 4.2 yio TANPOPOPIEG GYETIKA LLE TNV TOUSIUTPIKN
xpon).

5.2 @oppokoKivnTIKEG 1O10TTEG

Amoppoéonon

e vyieic e0ehovtég, petd amd po epdma 606m amd 6TOUATOS, 0 d1AUECOS Tmax KOUAVONKE a6 1,4
£€m¢ 2,0 dpeg (ITivaxag 8). Ze otabepn| katdotaot, petd arnd doorn 60 mg, 1 YEOUETPIKN HEOT
(veopetpkdg %CV) Cmax TG Taltovcotivng ntav 290 (67,5) ng/ml ko 1 YewpeTptkn LLéoT
(yeopetpkdc %CV) AUCpo4Mrav 2.890 (63,5) ng*h/ml. Ztnv avdivon eapuaxokvntikng (OK)
TnBvopov, o Adyog cuoompevong fTav 1,31 yia 1 Crax kat 1,55 yio v AUCo24. H ot00gpn
Katdotoon emruyydveral péoa o€ 1 efodopdon. H @K ot vyeig eBeloviéc etvar mapdpota pe ekeivn
TV aclevov e akpoueyoio.

ivakag 8: Mapaperpor £kOeong Yo €pdmal 6001 TAATOVGOTIVIIG OTAV YOPIYELTAL NUE VIOTELD
1 @pog petd ™ 660n

20 mg 40 mg 60 mg
Cinax (ng/ml) 80,7 (54) 153 (36) 258 (51)
AUC.24 (ng*h/ml) 651 (53) 1.310 (41) 2.370 (45)
Tinax (®p.) 1,4 (0,8-4,0) 1,5 (1,5-4,0) 2,0 (1,0-4,0)

Ta dedopéva mapovoidlovral g yeouetpikég péoeg TEG (Yeopetpikdg %CV) ektog omd Tov Tmax, 0
omoioc mapovotdletol wg dipeon Ty (€VPog).

AUC24 = Teproyn KATO oo TNV KOLTOAT GUYKEVIPWOGONG GTO TAAGLO GE GYEGT LE TOV XPpOVO, amd TOV
1P6vo 0 £mg T1g 24 dpeg, Cmax = LEYIOTN GLYKEVTIPMOOT] TOV PAPUAKOV 6TO TAACUA, Tmax = ¥POVOG £1C
™V eMitevén HEYIOTNG CLYKEVTPOONG GTO TAGGLLO LETA T YOPYNON TOV PAPLLAKOV

H amélvt Brodiafecitdotnto TV ETKOAVUUEVOV U AETTTO VUEVIO d1oKiwV TaAtovcotivng ivatl 51%.
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Eridpoon ¢ tpopns otny omoppopnon UETG THY OO GTOUOTOS YOPHYNON

ZUYKPLTIKG LLE TN XOPYNOT) O€ KOTAGTOGT VIOTELOG, 1) YOPNYNON TNS TAATOVGOTIVIG LE YEOUO DYNANG
TEPLEKTIKOTNTOC 6 Amopd peimae v AUC kotd 85% kot ™ Cmax Katd 81%. H yopfynomn tng
TOATOVGOTIVIG [E YEOHO YO ANG TeplekTikOTnTog o Mmapd peimoe v AUC xotd 72% kot T Crax
xatd 68% (PA. Tapdypapo 4.2).

Kotavoun

O powopevog 0ykog katavoung (Vz/F) tov emkaAvppévov e Aentd vuévio S16Kimv TOATOVcOoTIVIG
glvar 406 1. H madtovcotivn deouevetar o€ peydio Pabud amd mpoteiveg Tov TAGGHOTOS, TOGO OO TN
Aevkopotivn (> 99%) 6co kot amd v a-1-6&wvn YAvkorpmteivn (> 98%). O Adyog aipatog mpog

T Gou Tav oxeddv 1.

MetofoMopog

H moAtovoortivn petafolriletar kuping nroticd péco yAvkovpovidimong kot o&eidmaong. In vitro, 1
yYAvKovpovidimon fTav 1 kpla 000G Tov peTafoAlcpod kot pecorafeitan kvpiong amo tic UGTIAT ko
UGT1A9. H o&eidmon Ntav pa devtepedovoa 000G Kot kataivdnke kupimg and o CYP3A4/5 pe
uepn ovpforn tov CYP2D6. H naAdtovcotivn givol vidotpopa tg P-gp. Meléteg in vitro
V7odeKVOoVY 0Tt 1 avacstodn TN UGT1AT dev avapuéverol va EXEl KAMVIKG oNUOVTIKT oadénon g
£€kBeong oV ToATOVGOTIVN.

Amofoin

Metd Vv enitevén TV PEYIGTOV GUYKEVIPOGEMY, 1] CLYKEVIPMGT] TNG TAATOVCOTIVNG LEWMONKE [E
ooawvopevn nuicela {on teMkNg paong (t2) 25,5 opdv, Tpdypa Tov vrootnpilel T yopnynon d6eng
pia popd nuepnoing. H eawvouevn kaboapor tov eXKoADUUEVOVY LE AETTO DUEVIO J10KIMV
maAtovcotivig eivan 11,0 Vopa.

Metd v and oTOUATOG XOPNYNOT PASIOCTLAGHUEVNG TTOUATOVGOTIVIG, 1) AEKKPIOT] GTA KOTPAVO, |TAV
M KOp1o 006G 0moPOANG, LE TNV TAPAUTIPOVLUEVT UECT] AVAKTNON TNG GUVOMKNG XOPTYOOLEVNG
padievépyeras va gtvar 90% kot 3,9% ota kOmpava kKot Ta. ovpa, avtictorya. H apetdfin
TOATOVGOTIVI] HTOV KDPLO GLGTATIKO TOV TEPITTOUATOV.

CpoppkdtnTo

H modtovocortivn enédeiée avaroyeg e 60omg avénoelg oty ékbeom yio 00GELG TOL KLUATVOVTAY 0o
20 mg émg 120 mg og vyieig coppetéyovrec. [apopiOnkay eawvdpevec avaioyeg g d0omg
aLENCELS Y10l TIC LECEG KATMTATEG GLYKEVIPMGELG 0€ 6TolEpT| Katdotaon o€ yopnynon éwg 60 mg pio
@opa Nuepnoimg oe acbeveic pe akpoueyorio.

Ewwoi tAinbvopoi

Hlikio, cwuatixd fapog, pvlo, poin koi molvuoppiouos UGTIAI

To @¥ro kot 0 ToAvpopeiopdc UGT1ATL dev €xouv KAVIKA cuvapn] ENIOpAcT GTN QUPUOKOKIVITIKNI
NG TOATOVGOTIVIG. AEV amaLTOVVTOL TPOGOUPLOYES TNG 0OGNC TNG TOATOVGOTIVIC UeE BAoT o TOVE TOLG
TOPAYOVTEG,

Me Baomn v avéivon @K minbvouov, n nikio (290 coppetéyoveg [92%] nhkiag 18-65 etmv kot
25 nhkiopévor coppeteyovies [8%], cvumepropfovopévev 20 nhikiog 65-74 et@v, 5 nhikiog
75-84 e1dv, kavevog nAkiog 85 eTdv Kot dvm) dev giye KAMvikd cuvagn nidpoon ot
(QOPHOKOKIVITIKY TN TOATOVGOTIVIG.

Me Baomn v avéivon PK minbvouov, to copotikd Bapog (uéon tiun: 76 kg, daueon tyun: 73 kg,

EVOOTETAPTNLOPLOKO €VPOG: 65-85 kg, eldy.: 45 kg, uéy.: 138 kg) dev giye khvikd onuavtikn
enidpaon otV €kBeCT GTNV TAATOVGOTIVY.
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Me Baon v avéivon @K minbucpov (196 Aevkoi cvppetéyoviee, 12 pavpol 1 Appoapepikovoi
ovppetéyovteg, 17 Kwvélol ouppetéyovreg, 35 lammvec coppetéyovteg, 48 GAANG QLANG Kot
7 Qyvootng LANG), 1 LAN deV gixe KAVIKA GTUOVTIKY EXIOPACT) 0TIV €KBEGN GTNV TOATOVGOTIVY.

Exnrwaon ¢ nrotikis Agitovpyiog

e 1o LEAETN TTOL GUVEKPIVE GUUUETEYOVTEG LE NTL0, LETPLOL 1] PapPLd EKTTOOT TG NRATIKNG
Aertovpylog Pe CUUUETEXOVTES LLE PLGLOAOYIKT NTATIKNY AElTovpYia, 1 £€KBeon otV TAATOVGOTIVN dev
petafAninke. Aev anarteiton mpooappoyn g doong (BA. mapdypagpo 4.2).

Neppixn dvolertovpyio

Kabmg 1 veppikn kaBapon €xet pikpr| copforn otnv amoBoin g TaATovsotivig otov avlpwno, dev
mpaypatomoOnke ik perétn OK oe acbeveig pe veppikn dvciertovpyia. Xe pa avdivon OK
TANBvopov mov mepapuPave 279 GUUUETEYOVTEG e PLGLOAOYIKT vePPiKT| Agttovpyia (eGFR

> 90 ml/Aent06), 32 pe nma veppikn dvciettovpyia (eGFR 60 éwg < 90 ml/Aentd) ko 4 pe pérpia
veppkn duciettovpyio (eGFR 30 g < 60 ml/Aentd), | veppikn Aettovpyia dev giye onuUavTIKY
enidpaon oty éxbeon oty maAtovcotiv). Agv vdpyovy dabéciua dedopéva oe acbeveig pe Papid
veppikn duciettovpyia Kot veppikr| duciettovpyio telkod otadiov (eGFR < 30 ml/Aento).

5.3 Ipoxivikd dgdopéva Y10 TNV 06QAAELN
Ta pn KAvikd dedopéva dev amokaAvTTovY 11itepo Kivduvo yia Tov dvBpmmo pe Paon Tig
ovpPotikég perétec ofeiog ToEIKOTNTOG Kot TOEIKOTNTAS EXOVOAAUPAVOLEVOV dOGEWDV,

QOPUOKOAOYIKNG AGPAAELOG, YOVOTOEIKOTNTOG KOl EVOEYOUEVC KOPKIVOYOVOL dPAGCTC.

Avamopoywyikn kot ovartvoélokn toéikdtnTao,

Y& HEAETEG YOVIUOTNTOG KO TPOIUNG EUPPLIKNG avATTUENC GE 0poLPAioNg € SOGEIS £MC KoL

500 mg/kg/muépa (18 popéc v KAwvikn d6on T@v 60 mg ue Bdon v AUC), dev topatnpndnke
eMdPAOT TNG TAATOVGOTIVIIG 6TO Cevydpmpua 1) T yovipdtnra. Qo61dc0, To ONAvKd og awtd T0 Minedo
d00o1g Tapovciacay HEWUEVO aptiid oypodv coOpTIoV Kot 0Ecewmv eppiTELONG, KAOMG Kot duENUEVN
TPOEUPVTEVTIKT] OTOAELN UE OMOTELEG D HIKPOTEPO apOpd (ovTavmv euPpdmv. Avtd Ta svpAuaTa
dev avapépdnkav og docelg £mg kot 75 mg/kg/muépa (5 popég v Khvikn 86omn twv 60 mg pe fdaon
mv AUC).

Meréteg epPpuikng avamtuéng ce apovpaiovg kot kKovvéAl pe 06celg Emg SO0 mg/kg/muépa
(apovpaior) kot 75 mg/kg/muépa (Kovvéa) dev £0e1&av oToryeia TepaToyOVOV EMOpAce®V (€mg

11 popég ko 5,2 popég v KAk doo1 tv 60 mg pe Baorn v AUC 6toug apovpaiovg Kot otol
KOVVEALQ, OVTIGTOLYM). T KOUVEALD, 1] VYNADTEPT SOOT EUPAVIGE OLENUEVT GLYVOTNTO ATOBOADY
mov oyetilovtay pe To&IkoOTNTO TOV UNTEP®V (LEWOUEVT TPOCANYT TPOPTG KOl ATIMAELN COUATIKOV
Bapovg) kat peiwon Tov PEGoL cOpATIKOD BApovg TV eUPpv. Avto dev Tapatnpninke otn doOoM
tov 25 mg/kgmuépa (2,9 popéc v KAvikn d6om tov 60 mg pe Baon v AUC).

e o LEAETN TPOYEVVITIKNG Kol LETOYEVVNTIKNG OVATTUENG OE apovpaiovg, mapatnpinke pHelwUEvo
cOUOTIKO PApog KoTd T ddpKelo TV TEPLOOMV AVATTLENC TPV KOl LETE TOV OTTOYOANKTIGUO GE
d0om 500 mg/kgmuépa, v vynAdTEPN 066N TTOL doKIUAoTNKE. Agv VINPENY OYETILOUEVEG IE TN
Oepaneio emdpdoeic 6T 6e£0VOMKT OPILAVOT], TN VEVPOCSLUTEPIPOPIKT| AEITOLPYI 1) TNV
AVOTOPOYOYIKN ArTovpyia TV apovpainv tpdtg Buyatpikng (F1) yevidg oe kavévoa, eninedo 66omg.
H oméxipion g maAtovcsotiviig 610 unTptkd YaAa katadeiydnke pe Adyovg GuyKEVIPMOONG GTO YO N
TPOG CLYKEVTPMOT GTO TAAGUE OTIG 4 MPEG UETE TN yopnyNnon TV nuépa yarovyiag (LD) 20 wov
Kopaivovtay amod 2,4 £mg 3,8 popéc.
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6. OAPMAKEYTIKEXZ TAHPO®OPIEX
6.1 Kaoatdhroyog ekdoymv

TTvpnvoc dickiov

KomoPddovn

Kvttapivn, pikpokpuotoiiikm
Kpoomofidovn

IMvpitio, koArogdég Gvudpo
Mayviclo oteatikod
Moavvitodn (E 421)

EmuxdAvyn Aemtod vueviov

Palsonify 20 mg emroivuuéva pe Aemwro vpévio diokio
Yrpouelholin

Aw&eido tiraviov (E 171)

Tpuoketivn (E 1518)

O&gidio odnpov, kitpwvo (E 172)

0&eidio odnpov, epubpo (E 172)

Palsonify 30 mg emrxoivpuéva ue Aemwro vuévio diokio.
Yrpouelholin

Aw&eido tiraviov (E 171)

Tpuoketivn (E 1518)

O&gidio odnpov, kitpwvo (E 172)

6.2 Aocvpparéotnreg

Agv epapuodletat.

6.3 Awgpkero {ong

30 pnveg

6.4 Iowitepeg Tpo@uAGEELS KOTE TN PVAAEN TOV TPOiIdVTOG
To pappokevTikd ovtd TPoidv dev anattel Wwaitepec cuvOnKeg POAAENC.

6.5 @von Kal GLOTATIKA TOV TEPLEKTT

Mo Aevkn] @1aAn amd moAvatBuiévio vyming nukvotntag (HDPE), copayiouévn pe Oeppkn emaywoyn,
UE AEVKO OO, AGPAAELNG Y10, TOLO1, 0td ToAvTpoTLAEVIO (PP).

Kabe prodn mepiéyet 60 emkaivppéva pe AemTo LUEVIO dlokio Kot ENpavTikd YEANG Tupttiov.
Kabe xovti mepiéyet pio ran.

6.6 Iowitepeg mpo@urdcers amdppryng

Kabe aypnoiponointo eapuokevtikd Tpoidv 1 VIOAEWUN TPETEL VO OTOPPITTETAL GOUPDVO, LE TIG
KOTA TOTOVG IoYVOVGES GYETIKES SLOTAEELG.

7. KATOXOX THX AAEIAY. KYKAO®OPIAXZ

Crinetics Pharmaceuticals Europe GmbH
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Barbara Strozzilan 201
1083HN Amsterdam
OMovdio

8. APIOMOZ(0OI) AAEIAYX KYKAO®OPIAX

EU/1/26/2021/001
EU/1/26/2021/002

9. HMEPOMHNIA ITPQTHXE EI'KPIXHX/ANANEQXHY THX AAEIAX

Huepounvia mpatng éykpiong: 23 Ampidiov 2026

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentopepeic TANPoQopieg Yo TO TOPOV QUPLOKEVTIKO TPOioV gival S100EG1UEG GTOV SIKTLAKO TOTTO
tov Evponaikod Opyoavicuov Gapudkwv: https:/ www.ema.europa.cu/en.
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IHAPAPTHMA 11

IMAPAXKEYAXTHY YIIEYOYNOX I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAOGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAETAX
KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHXH TOY ®PAPMAKEYTIKOY
MPOIONTOX

21



A. THAPAXKEYAXTHX YIIEYOYNOZX I'TA THN AIIOAEXMEYXH TQN ITAPTIAQN

‘Ovouo kot d1e06vven Tov TOPUCKELAGTH TOL £ival LITEVOLVOC Y10 TNV ATOOEGLELCT) TOV TOPTIOWV

Crinetics Pharmaceuticals Europe GmbH
Barbara Strozzilaan 201

1083 HN Amsterdam

OMowvdio

B. OPOI'H HEPIOPIXEMOI XXETIKA ME TH AIAOEXH KAI TH XPHXH

DoppokevTikd TPOidV Yo T0 OO0 ATALTELTOL LOTPIKT] GLUVTAYY.

I AAAOI OPOI KAI AITAITHXEIX THX AAEIAX KYKAO®OPIAX
o Ex0¢oe1g meprodiknig mapakorovdnong g acpdrerag (PSURSs)

Ot amottioetg yio v vofoAn twv PSURS yo to ev Adym @apuakevtikd mpoidv opiloviat
GTOV KOTAAOYO LE TIG NUepounvieg avapopds g Evaong (katdioyog EURD) mov mapatifeton
o™V mapdypago 7, tov apbpov 107y, g odnyiag 2001/83/EK kot kdOe emakdlovdng
EMKALPOTOINGNG OTIMG OMLLOGIEVETAL GTNV EVPMTOIKT SIKTVOKT TOAT] Y10, TO, PAPUAKA.

O Karoyog Adeiag Kvkhogpopiag (KAK) Oa vrofaiier v mpdtn PSUR yia 1o mpoidv péca oe
6 unveg amd Vv Eykpion.

A.  OPOI'H HEPIOPIEMOI XXETIKA ME THN AX®AAH KAI AITIOTEAEEMATIKH
XPHIH TOY ®PAPMAKEYTIKOY ITIPOIONTOX

o Yyéo10 owayeipiong Kivovvov (XAK)

O Karoyog Adelag Kukiogpopiag (KAK) Oa de€aydyet Tig amattodueveg SpacTnploTNTES Kot
TAPEUPAGELS PUPHOKOETOYPVTVIIOTG OGS Tapovoidlovtal 6To cuppovndév XAK nov
mapovstaleTar otny evotnta 1.8.2 g ddetag kuklopopiag Kot 0molecdNToTe EnakOA0VOEG
gykekpipéveg avabempnoeig tov TAK.

"Eva emucaipornompévo LAK Oa mpénet va katotedel:
e Metd and aitnpa tov Evponaikod Opyaviepov Gappdkav,
e OmotedNmoTe TPOTOMOLEITOL TO GCVOTNLLA StayelpLomng KvdhHvov, E101KE MG OMOTEAEG LA AYNG
VE®V TANPOPOPIDOV TOV UTOPOVV VOl EMLPEPOVLY CNUAVTIKT GAANYT OTN GYE0T] 0PEAOVC-KIVIUVOL
N ©G ATOTELEG LA TNG EMITEVENG EVOG OMLOVTIKOD OPOGTLOV (POPUOKOETOYPOTVION 1)
glayloTomoinon Kvévvov).
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IHAPAPTHMA 111

EINNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX

23



A. ENIXHMANXH
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEZEQTEPIKO KOYTI - 20 mg emkoloppéva pe Aentd vpévio diokia

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Palsonify 20 mg emuxaloppéva pe Aemtd vuévio diokia
TOATOVCOTIVY

2. YYNGOEXH XE APAXTIKH OYZXIA

Kabe emkaivppévo pe Aemtd vpévio diokio mepiéyetl 20 mg mtaAtovcotivng (oG VOPOYAMPIKTG).

| 3.  KATAAOIOX EKAOXON

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

60 emikoAvppéEVO pe AETTO DUEVIO OLoKiaL

‘ 5. TPOIIOX KAI OAOX XOPHI'HXHX

A76 otopaTog XpNoT. Na katamivete To diokio, oAGKANpO.
AwPaote 10 QUALO 0ONYIOV XPNOTG TPV 0T TN YPNOT.

AEN ITPOZEITIZOYN TA ITAIAIA

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

Na euidcoetal o€ 0éom, TV onoia dev PAETOLY Ko dev Tpooeyyilovy Ta Tandid.

| 7. AAAH(EX) EIAIKH(EX) TPOEIAOTIOIHEZH(EIZ), EAN EINAI AITAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEZHX

EXP

9. EIAIKEX YYNOHKEYX OYAAEHX

10. TAIAITEPEX TIPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTON ®APMAKEYTIKQN ITPOIONTOQN 'H TOQN
YIHHOAEIMMATON ITIOY IPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI
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11. ONOMA KAI AIEYOYNXH KATOXOY THX AAETAY KYKAO®OPIAX

Crinetics Pharmaceuticals Europe GmbH
Barbara Strozzilan 201

1083HN Amsterdam

OAavoio

12. APIOMOZX AAEIAY KYKAO®OPIAX

EU/1/26/2021/001 60 emikodvppévo. pe AeTTO DVUEVIO O1oKia

13. APIOMOZX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAEH I'TA TH ATAGEXH

| 15. OAHTIEX XPHIHE

‘ 16. IAHPO®OPIEX XE BRAILLE

Palsonify 20 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOZ TPAMMQTOX
KQAIKAZ (2D)

A160106T0TOC YPOUUU®TOS KOdKAS (2D) Tov @épel Tov TePIANEBEVTa LOVASIKO OVOYVOPIGTIKO KOOIKO.

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

PC
SN

26



ENAEIZEIX ITIOY ITPEINIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

EINTIEHMANZXZH ®IAAHX — 20 mg emkoAvppéva pe Aentd vpévio o16Kia

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Palsonify 20 mg dwokia
TOATOVCOTIVY

2. YYNGOEXH XE APAXTIKH OYZXIA

Kdabe diokio mepiéyet 20 mg maltovcotivig (g vOPOYA®PIKNIG).

| 3.  KATAAOIOX EKAOXON

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Atokio
60 doxia

‘ 5. TPOIIOX KAI OAOX XOPHI'HXHX

Ao otoUaTOC YpNIoT
Awpaote 10 PUALO 0INYIDOV XPOTG TPV 0T TN XPTOM.

AEN ITPOZEITIZOYN TA ITAIAIA

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OITIOIA TO ®PAPMAKEYTIKO
MPOION IPEINEI NA ®YAAXIETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI

Na euidcoetal o€ 0éom, TV onoia dev PAETOLY Ko dev Tpooeyyilovy T Tondid.

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

‘ 8. HMEPOMHNIA AHEHX

EXP

9. EIAIKEYX XYNOHKEX OYAAEHX

10. TAIAITEPEX IPO®YAAZEEIX I'TA THN ATIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHHOAEIMMATQON ITIOY IPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI
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11.

ONOMA KAI AIEYOYNXH KATOXOY THX AAEITAY. KYKAO®OPIAX

Crinetics Pharmaceuticals Europe GmbH

12.

APIOMOZX AAEIAY KYKAO®OPIAX

EU/1/26/2021/001 60 diokio

13.

APIOMOZX ITAPTIAAX

Lot

I'ENIKH KATATAZH I'TA TH ATAOGEXH

OAHT'IEX XPHXHX

ITAHPO®OPIEX XE BRAILLE

17.

MONAAIKOZX ANAINQPIETIKOX KQAIKOX — AIEAIAZTATOX TPAMMQTOX
KQAIKAX (2D)

A6d100T0TOG YPOUU®TOS KddKAS (2D) mov épet Tov TePIAN@BEVTa LOVASIKO OVAYVOPIGTIKO KMOIKO.

18.

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

PC
SN
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEZEQTEPIKO KOYTI - 30 mg emkoloppéva pe Aentd vpévio diokia

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Palsonify 30 mg emualoppéva pe Aemtd vuévio diokio
TOATOVCOTIVY

2. YYNGOEXH XE APAXTIKH OYZXIA

Kdabe emkaivppévo pe Aemtd vpévio diokio mepiéyel 30 mg mtaAtovcotivng (Mg VOPOYAMPIKTS).

| 3.  KATAAOIOX EKAOXON

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Emucaloppéva pe Aemtod vpévio diokia
60 gmkodvppéve pe AETTd VUEVIO OLoKia

‘ 5. TPOIIOX KAI OAOX XOPHI'HXHX

Ao otoUaTOC YpNIoT
Awpaote 10 PUALO 0INYIDOV XPOTG TPV 0T TN XPTOM.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OITIOIA TO ®PAPMAKEYTIKO
MPOION IPEINEI NA ®YAAXIETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na euidcoetal o€ 0éom, TV onoia dev PAETOLY Ko dev Tpooeyyilovy T Tondid.

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

‘ 8. HMEPOMHNIA AHEHX

EXP

9. EIAIKEYX XYNOHKEX OYAAEHX

10. TAIAITEPEX IPO®YAAZEEIX I'TA THN ATIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHHOAEIMMATQON ITIOY IPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI
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11. ONOMA KAI AIEYOYNXH KATOXOY THX AAETAY KYKAO®OPIAX

Crinetics Pharmaceuticals Europe GmbH
Barbara Strozzilan 201

1083HN Amsterdam

OAavoio

12. APIOMOZX AAEIAY KYKAO®OPIAX

EU/1/26/2021/002 60 emikoAlvppévo. pe AeTTO DUEVIO OloKia

13. APIOMOZX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAEH I'TA TH ATAGEXH

| 15. OAHTIEX XPHIHE

‘ 16. IAHPO®OPIEX XE BRAILLE

Palsonify 30 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOZ TPAMMQTOX
KQAIKAZ (2D)

A160106T0TOC YPOUUU®TOS KOdKAS (2D) Tov @épel Tov TePIANEBEVTa LOVASIKO OVOYVOPIGTIKO KOOIKO.

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

PC
SN
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

EINIEHMANZXZH ®IAAHX — 30 mg emkolvppéva pe Aentd vpévio o16Kia

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Palsonify 30 mg dwokia
TOATOVCOTIVY

2. YYNGOEXH XE APAXTIKH OYZXIA

Kdabe diokio mepiéyet 30 mg modtovcotiving (g vOPOYA®PIKNG).

| 3.  KATAAOIOX EKAOXON

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Atokio
60 doxia

‘ 5. TPOIIOX KAI OAOX XOPHI'HXHX

Ao otoUaTOC YpNIoT
Awpaote 10 PUALO 0INYIOV YPNONG TPV OO TN XPTON.

AEN ITPOZEITIZOYN TA ITAIAIA

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OITIOIA TO ®PAPMAKEYTIKO
MPOION IPEINEI NA ®YAAXIETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI

Na euidcoetal o€ 0éom, TV onoia dev PAETOLY Ko dev Tpooeyyilovy T Tondid.

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

‘ 8. HMEPOMHNIA AHEHX

EXP

9. EIAIKEYX XYNOHKEX OYAAEHX

10. TAIAITEPEX IPO®YAAZEEIX I'TA THN ATIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHHOAEIMMATQON ITIOY IPOEPXONTAI AITIO AYTA, E©OOXON AITAITEITAI
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11. ONOMA KAI AIEYOYNXH KATOXOY THX AAETAY KYKAO®OPIAX

Crinetics Pharmaceuticals Europe GmbH

12. APIOMOZX AAEIAY KYKAO®OPIAX

EU/1/26/2021/002 60 gmikaivppéva e Aewto vuévio dlokiol

13. APIOMOZX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAEH I'TA TH ATAGEXH

| 15. OAHTIEX XPHIHE

‘ 16. IAHPO®OPIEX XE BRAILLE

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

A160106T0TOG YPOUU®TOS KDdKAS (2D) mov eépet Tov TEPIAN@HEVTO LOVOSIKO aVOyVOPIOTIKO KOAIKO.

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

PC
SN
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B. ®YAAO OAHI'TQN XPHXHX
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@DvAiro 0oNYLOV Apions: IIinpoopics Yo Tov ac0evi)

Palsonify 20 mg emukaloppéve pe Aentd vpuévio diokia
Palsonify 30 mg emukaloppéve pe Aentd vpuévio diokia
TOATOVCOTIVN

vTo @appako avtd TeAel LG CLUTANPOUATIKY TOPaKoAOVONGN. AVvTd Ba emTpéyet To Ypryopo
TPOGIOPIoUO VEDV TANPOPOPLOY acPAielnc. Mmopeite va fondncete pécm g avapopag Tavmv
aVETBOUNTOV EVEPYELDY TOL EVOEYOUEVMS Tapovatalete. BA. Téhog e mapaypdpov 4 yio tov Tpodmo
avaQopds avemBOUNT®V EVEPYELDV.

Awpdote TPoceEKTIKG 0AOKANPO TO PVIAO 00NYIAV YPT|ONG TTPLV APYICETE VO TAIPVETE AVTO TO

PappraKo, O10TL TEPLAAUPAVEL CNUAVTIKES TANPOPOPIES Y10 GUC.

- Dora&te avTd TO EOALO 0N YDV Yprione. Towg ypelaotel va to dePfdcete Eavd.

- Edv éxete mepartépw amopieg, p@TNoTE TOV Y10TPO N TOV GOPUAKOTOL) 1) TOV VOGOKOUO GOG.

- H ocvvtayn v avtd 1o edppoko xopnynonke amokAEoTIKA Y10 60G. Agv TPEMEL VO ODGETE TO
0apuoko o€ GAlove. Mmopel va Tovg TpoKaAeésel PAAPT, KO Kot OTOV TO GUUTTOUATO TG
ac0Eveldg Toug givar 010 e ta S1Kd Gag,.

- Edv mapotnprioete kdmolo avemBounTn evépyeia, EVIIEPMGTE TOV YATPO 1] TOV QOPLOKOTOO N
TOV VOGOKOUO G0G. ALTO 1oy0el Kot Yo KB mBavn avemBOunTn evéEpyela TOV OV AVAPEPETOL
670 TOPOV GUALO 0dNYIDV ¥pNong. BAére mopdypago 4.

T epLéyeL 1o Tapov GUAAO 00N YLOV:

T etvon To Palsonify ko mota givan 1 yprom tov

T mpénet va yvopilete mpv mapete 10 Palsonify

[ég va mapete t0 Palsonify

[MBavég avemBounteg evépyeteg

[ég va puidcoete To Palsonify

[epreydpeva g cvokevaciog Kot Aomég TANpopopieg

AR

1. Th givon to Palsonify kot oo givor n ypijon Tov

To Palsonify mepi€yet v dpaoctiki ovcia Taktovcotivn. Agttovpyel 6ToyeHOVTOS Evay VTOSOYE YLo!
U0 UGTKT OPUOVY] GTOV OPYOVIGUO GOC TTOL OVOUALETOL COUATOGTATIVT, 1] OO0 dPOL UELDVOVTOS TNV
TAPUYOYN aENTIKNG 0pUOVNG 0td TOV OYKO TNE VITOPLGTC.

To Palsonify ypnowonoteitan og evijAikeg yio ) Oepomeio TG aKpopeyaAiog.

H axpopeyaria eivon po omdvia wéddnon). Tig tepiocotepeg popég Tpokaleital amd Evay U KOpKIVIKO
OYKO G€ &vov HIKPO AdEVOL TOL EYKEPAAOD (TOV OVOUALETAL VTTOPVGT). AVTOG 0 OYKOG KAVEL TOV AOEVL
va amehevBepdvel vtepfoiikn mocdtnTo, awéntikng opudvne (GH). Avth n emmdéov GH odnyei og
CUUTTOUOTO OTTMG PUEYEHUVOT TOV YEPIDV 1) TOV TOOLDV, TOVOKEPALO, VTTEPPOAIKT EQidpmON,
HOVAGHO GTA ¥EPLA KoL To TOOLA, KOTMON Kot TOVO oTIG apOpdoels.

H dpaotikn ovoia oto Palsonify, n maAtovcotivn, eumodilel v anelevbipmon g avéntiKig

0pUOVNG ad TNV VIOPLGT LE TO VO TPOGKOAAUTOL GTOVE VITOSOYEIG TS COUOTOOTATIVIG (0TOYOL).
Av10 avouéveTal Vo, BEATIMGEL TOL GUUTTMOTO TN OKPOUEYOAING.
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2. Tvpénel va yvopilete npwv mapete To Palsonify

Mnyv napete to Palsonify
- o€ MEPInT®ON aALePYiOG OTNV TOATOVGOTIVN 1] GE OTOL0ONTOTE GALO OO TOL GLGTUTIKG AVTOV
TOV PAPUAKOL (avapEPOVTaL TNV TaPaypapo 6).

Ipogdomomosic kKo TPpoPLAGEES

AmevBuveite oTov Y10Tpd, TOV PUPUAKOTOLO 1| TOV VOGOKONO cag mpty mhpete to Palsonify 1 katd

duapketa g Oepamneiag, ebv Exete:

- Kopduokd mpopinpata: To Palsonify pmopel va exnpedoet Tov puOud 1ov Kopdiakol TaAiod 6og
(BAéme maparypapo 2 «Alha eappaka kot Palsonify»).

- IpoPAqpata pe ™ xoAndoxo kvotn: To Palsonify pnopei va mpokaiécel Tov oynUaTIGUO
yorloOABwV (Le Eapvikd TOVO otV endve de€1d TEPLOYN TNG KOWMAG oag, Eapvikd Tovo atov deE10
GOG MU0 N AVALESH OTIG WUOTAATEG GOC, KITPIVIGUE TOV SEPUATOC 1] TOL AELKOD TOV UATUDV GOG 1)
AVOLYTOYPOU KOTPOVLL).

- Awpnm: To Palsonify pmopel va ennpedost 1o caxyapo tov aipatodg cag. Mropei va
TOPOVGIUCTOVV AVENIEVE ETITEDD GAKYAPOV GTO Q. ZVVETMS, O YLOTPOG GOG UTOPEL VOl
GUGTHGEL TNV TOPOKOAOVONON TV EMITESWV GaKyEPOL TOL aipatog kot Oepameia Yo Tov dtafrtn
(BAéme mapaypoeo 2 «AAla pdppoka Kot Palsonify»).

- Eav &iyate moté EMhenymn g Brrapivng B12: Ta dpuaio mov 6toxedovy ToV vmodoyéa g
COOTOCTOTIVIG LTOPOVV VO LELDGOLY Ta etimeda g Prrapivng B12 oto aipa. O yatpdc cog
towg BeAnoel va eLéyyel Teplodika to eminedo g Prrapivine B12 otov opyaviopod cog katd )
duapkela tng Oepamneiag pe to Palsonify.

IopokorovOnon kotd th dtdpkela Tne Depaneiog

O1 6yKOL TNG VTTOPLONE, TTOL TAPAYOLV AP TOAAT, AVENTIKT OPUOVN Kot 001 YOV GE OKPOUEYAAId,
UEPIKEC POPEC EMEKTEIVOVTOL TPOKAADVTAG GOPAPEG EMMAOKES, OTIMG TPOoPARaTa Opacng. O yluTpdg
cag 0o cag mopakolovbel Yo oNElN Kot GUUTTOUATO AVATTUENG TOV GYKOV Yot OGO KOpO AapPAveTe
Oepaneia pe to Palsonify. Edv mapovoiactovv evdeitelg eméktaong Tov dykov, 0 ylutpdg 6og Umopet
V0L GOG CLUVTAYOYPOENOEL o GAAN Oepameia.

O ywpdc oag Ba eréyyet Taktikd T Aettovpyla Tov Bupeoedovs cag kKatd T didpkela TG Bepameiac.

Hoowd xon £pnpor
Mn ddoeTe aVTO TO PAPLOKO GE TALOLE Kot £prifovg nAtkiog kdtw Tmv 18 etdv. Aev glvar yvwotd edv
glval 0oQOAEC 1| ATOTEAEGUATIKO GE VTNV TNV NAMKIOKT OLAda.

Alro eappoxa ko Palsonify
Evnuepmote tov yiatpd 1| T0V opUaKOTOl0 6ag €6V maipvete, £xete mPOGOATA TAPEL 1| Lopel va
nhpete GALO PapUAKOL.

Evnuepaote tov yrotpd cog edv Taipvete KATOL0 amd To TopakIT® eapuaKe, kabdg 1 dpacn Toug M
o1 avemBounTeg evépyelég Toug umopei va aAAdEovy 6tav avtd ypnoiporotovvot pali pe 1o
Palsonify. Edqv maipvete avtd 1o pappoka, o yiotpdg 6o UTopel vo YpeOoTEL Vo, TPOCAPHOGEL TIG
S0CELG QVTOV TOV PAPUAKDV:

- @apuaka wov ovoudlovrtal frto amokAEloTEG (T1.Y,. OTEVOAOAT|, LETOTPOAOAT, KAPPBESIAOAN,
veumioAOAn) Kot KapdlokEG YAvKooides (m.y. dtyo&ivn), Ta ool ¥p1GILOTOI0VVTAL Y10 TNV
QVTILETMTION TNG VYNANG OPTNPLOKNG TiEoTG N Kapdtomadelidv

- @Aovo&etivn (avTikaToOATTIKO)

- de&tpopebopeavn (katacTaATikd Tov Brya)

- TOKPOAMUOVS (QAPLOKO TOV KOTAGTEALEL TV OTOPPIYT LOCKEVUATOV)

- WGOOLAIVI 1 GAA papuaKka yio TN Bepomeio Tov dafn

Evnuepoote tov yrotpd oag edv maipvete To akoAovbo gappako, Kadmg anTd UTopEl Vo LELDWGOVY TV
amotelecpatikotnta Tov Palsonify peidvovtag tnv mocdtta tov Palsonify oto aipo:
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- kopPBapadenivn Kot eavutoiv (YpNCILOTOI0VVTOL Yid T BEpameio TV EMANTTIKOV KPIGE®V Kal
mg emAnyiog)

- amoiovtapion (ypnowomoteiton yia tn Oepaneio Tov Kapkivov Tov TPOSTATN)

- epufpévin (ypnowomoteitan yio T Oepameio tov HIV)

- wpedvilovn (ypnoyomoteitat Yo va fonfdel 6TV KATAGTOAY TOL OVOGOTOTIKOD GUGTHLLITOG
TOL OPYUVIGHODV)

- AovoompalOAn Kol TOPOUOLN, PAPUOKO (XPTCLOTOIOVVTOL Y10 TOV EAEYYO N TN UEi®ON T®V
GTOUAYIKOV 0EEMV)

Evnuepaote tov yuotpd cog edv maipvete 1o axodAovbo papuako, kabang to Palsonify umopei va

UELDGEL TNV ATOTEAEGLOTIKOTNTO ALTOV TOL Papudkov. Edv maipvete avtd to @dpuaio, o ylotpdg cog

pmopel va ypelootel va TpocaproceL Tig SOGELS CLTOV TOV PAPUAKOV:

- kvKhoomopivn (§va PAPUOKO TOV KATOCTEAAEL TNV ATOPPLYT LOGYEVUAT®V, Kol AVIIUETORILEL TIC
depuotikég Tonoelg Papldg popeng, Kabdc Kot T Papldg LOPPNG GAEYUOVH T®V HOTIDV KoL TOV
apBpadoewV).

Edv dev elote PéPaiot yia o €dv 1oHOLY TO TOPATAVD Y0 EGAC, POTNGTE TOV YIOTPO 1) TOV
(OPUOKOTOLO GO,

Kinon, Onkaopdg kar yovipotnra
Edv giote éykvog 1 Onhalete, vouilete 0T umopei va giote £ykvog 1 oYeOALETE VO ATOKTHOETE TN,
{ntote N GUPPOLAN TOL YLTPOV 1} TOL POPLAKOTOLOD GOG TPLV TAPETE OVTO TO PAPLLOKO.

Agv mpénel va ypnoiponoteite to Palsonify gdv giote éykvog.

Agyv givon yvoot6 gdv to Palsonify mepvd oto puntpikod yaia. Mn Bnialete yio 660 Kapd
ypnoonoteite to Palsonify.

O1 yuvaikes mov Pmopovv va. petvouv €ykueg Ba TpEneL va p1OILOTOI00V OMOTEAEGHOTIKNY
AvVTIGLAAN YT KaTd T ddpkela g Oepameiog pe to Palsonify.

Odnfynon ko LELPLOROS PNYOVIRLATOV
To Palsonify dev &xet kapio 1 £xel aonpovIn EXOPAON GTNV IKAVOTNTA 0O YNONG KoL YEPIGUOD

unyovnuétoy.

3. Iog va wapete To Palsonify

[Tévtote va TaipveTe TO PAPHOKO AVTO AVCTNPA COUPMOVA LE TIG 00T YIES TOL YIATPOV 1| TOL
QopuraKoTolod coc. Eav éxete appifolieg, poThoTe TOV Y1ATPO 1 TOV QOPUAKOTOLO GOG.

To Palsonify diatifetotl og emkalvppéva pe Aentd vuévio diokia mov Aapfdavovtor omd 1o otopa. Eav
glvar M TpAOTN POPA TOL AAUPAVETE PAPLOKO Y10 TNV AKPOUEYOALD, ) GUVIGTOUEVT dOOT Evapéng etvat
ta 20 mg AopPavoueva pio eopd v nuépa. Edv dev givar n mpmdtn @opd mwov Aappdvete papuoko yio
Vv akpopeyaiio, 1 cuvieT®peVT 060N Evapéng eival ta 40 mg AapPavopeva pio eopa v nUEPa.
Metd amd tovidyiotov 2 £mg 4 efdopnddes Bepaneiag, o yroTpds cog O eAEyEetl T0, GUUTTOUATA GOG
KOlL TO €MIMESO HOG 0VGIOG TTOL OVOUALETUL IVGOVAIVOEIING ALENTIKOC TAPAYOVTOC, Y10, VO SLOTIOTOCEL
TG avTanokpiveote. Edv ypelaotei, 0 yiatpoc oag umopei va avénoet t 6001 cog £0¢ Kot to 60 mg
7ov Aapfdavovtal pio eopd TNV NUEPA.

O Y10TpO¢ 060G UTOPEL VO LELMGEL TPOSMPIVEY T 0661 KaTd 20 mg avaroya e TO TOGO KA AVEXESTE
) Oepamneio.

O y10tpo¢ 00G UIopel va ENCEL TPOSMPIVA T1 0OGT TG TAATOVCOTIVIG AOY® YopNyNnong tng nall pe
Ao popprokevTikd Tpoidvia (PAéme mapdypopo 2 «Aila edppoko kot Palsonifyy).

No katanivete ta, 01okio, OAOKAN PO, LE EVOL TOTNPL VEPO, LLE AOELO GTOMYL, TOVAGYIOTOV 6 OPEC UETA
Ao yeOpo (7). HETA amd 0AoVOYTIO VN|OTELR) Kol TOVAdIoTOV 1 dpa TPV amd TO EMOUEVO YEDLO GO,
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Edv mapete peyorvtepn 66on Palsonify amwd tnv kavovuki)
Edv &yete mhper peyardtepn 66om Palsonify amd tnv kavovikn, oTapaTAOTE VO TAipVETE TO PAPLLOKO
KO EMKOIVAOVIGTE OUECHS LLE TOV Y1TPO 1| TOV POPUAKOTOLO GOG.

Edv Egyaoete va mapete To Palsonify
Mnv mapete dSmAn 66om Yo v avorAnpdcete T 00om mov Eeydoarte. [lopakeiyte eviehdg T d6oM
mov Eeydoate Kot TAPTE TNV EMOUEVT OOCT 0TS CLVNO®G TNV EXOUEVT NUEPAL.

Edv otapatioete va naipvere to Palsonify
Mn GTOUaTAGETE VO, TAIPVETE OVTO TO PAPUOKO YOPIG VA TO CLLNTACETE TPDOTA [IE TOV YIATPO COG.

Edv &yete meprocdtepeg epOTNGELS GYETIKA LLE TN XPNOT) AVTOV TOV POPLAKOV, POTNGTE TOV YLTPO,
TOV QOPLLOKOTOLO 1] TOV VOGOKOLO GOLC.

4. IBavéc avemOBOpNTES EVEPYELEG

Onwg 6ha Ta pappoka, £TGL KL AVTO TO PAPUAKO UTOPEL VO TPOKAAEGEL AVETOOUNTEG EVEPYELEG, OV
KoL 0€V Tapovotdlovtal 6e OAOLE TOVS UVOPMOTOLG.

EmikovemvioTte pe Tov y1atpo 6og edv mapovcticete omoladnmote avemBounen evépyeia. O ylotpodg
oag umopei va drokdyel Tpoocwpiva ) Oeponeio e to Palsonify péxpt va Bertiwbodv ta copuntdpatd
o0G I/Kot propel va Petdoet T d0omn Tov AapPdvers.

IIoAb ovyvéc (Lmopel va emmpedoovy mepiocdtepa amd 1 ota 10 dropa)
e Audppown

Yoyvég (umopel va emmpedoovy €ng 1 ota 10 dtopa)
e VYMAQ emineda YALKOLNG oTo aipa (VITEpYAvKALioL)
Mewwopévn 6peén
Kepararyia
apyog Kapdlakog puluog (eAeforopupikn Bpadvrapdia)
KOWALOKOG TTOVOG
aioOnua adrobeciog (vovtio)
Kot\okm dvceopia
TPNEWO TNG KOG oag (d1dtacn Kotkiog)
"Epetog
yoloABol (yoroABicon)
ATMOAELD LOAMODV (oAmTeKio)
Koénwon

Oy ovyvég (Lmopel va emmpedoovy €mg 1 ota 100 dropa)
e yoAOMOOL 670 Y0ANSOY0 TTOPO (AiBOC YOANSOYKOL TOPOV)
o Zd&in

Ava@opd avemOOunTmV gvepyetdv

Edv mapotnpfoete KOmolo, avemBOunTn evépyeila, EVIUEPMDGTE TOV YIATPO, TOV PUPUOKOTOLO 1) TOV/TNV
VOGOKOWO GaG. AVTO 1oYvEL Kot Yio kdOe mbavi| avemBountr evEPYELO TOV OEV AVOPEPETOL GTO TUPOV
@OAAO 00MYIDV Yprionc. Mmopeite emiong vo avapépete avembBounteg evépyeleg anevbeiog, LEow Tov
€0VIKOO GLGTAUATOG AVAPOPAS TTOL avaypaeeTol oto [Tapdpue V. Mécm g avoapopdg
avemBOUNTOV EVEPYEIDV Pmopeite va Pondnoete 6T CLALOYN TEPIGGOTEP®V TANPOPOPIDV GYETIKA
LE TNV 0CQAAELL TOV TOPOVTOG PUPUAKOL.

5. [®¢ va puracoete To Palsonify

To @dppoako avtd TPETEL VO, PUAACGETOL GE PLEPT] TTOL eV TO PAETOVY KO dEV TO POGVOLY TO TOUD1EL.
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Na pn ypnotponoteite avtd 10 PAPUAKO LETE TNV Nuepounvia ANENG TOV aVAQEPETAL GTO KOLTL KOt TN
OLaAn petd v Aéén «EXP». H nuepounvia Aéng eivar 1 tedevtaio nuépa TOL UVO TOV AVOQEPETUL
eKel.

Agv vrdpyovv Wiaitepeg cuvOnNKes EOAAENG.

Mnv metdte appoKa 6To vepd TNG OmMOYETELONG 1 OTA OIKIOKA amoppippata. Potiote Tov
(OPLOKOTOLd GOG YOl TO MG VO TETAEETE TOL PAPLAKO TTOVL gV YpMOLUoTotEite ma. Avtd ta pétpa Oa
BonBnoovv oty Tpoctacio Tov TEPPAAAOVTOC.

6. Iepreyodpeva TS 6VOKELAGIOG KAL LOUTEG TANPOPOPIEg

T nepréyer to Palsonify

- H dpaoctikn ovoia glvar | taiktovcotivn (¢ TaAToLGOTIVI VIPOYA®PIKN).

Ta Palsonify 20 mg emkaAvppéva pe Aemtod vuévio diokia mepiéyovv 20 mg moATovG0TiviG.

Ta Palsonify 30 mg emuxaAvppéva pe Aemtd vpévio diokia mepiéyovv 30 mg maAtovcoTivig.

- Ta GAha cvotaTikd givat:
Mvpnvag d1okion: KomoPiddvn, WKPOKPLGTAAAIKT KUTTAPIVY, KpOoTOPLOOVT, Gvudpo
KOAAOELOEC TTLPITIO, OTEATIKO payvhiotlo, puavvitoAn (E 421).
Emnucdioym Aemtov vueviov:
Palsonify 20 mg emxoivpuéva ue Aemro vuévio doxio: VpoueALoln, 010&id1o Tov TiTaviov
(E 171), tpraxetivn (E 1518), kitpvo 0&eidio Tov odnpov (E 172), epubpd o&eidio Tov Gionpov
(E 172).
Palsonify 30 mg emroivuuéva pe Aemro vpévio droxio: vVIpopeAloln, d10&gidto Tov Titaviov
(E 171), tpraxetivn (E 1518), kitpvo 0&eidio Tov awdnpov (E 172).

Ep@dvion tov Palsonify kon mepreyépeva T cvokevaciog

Ta Palsonify 20 mg emkaAvppéva pe Aemtod vuévio diokia eivar pol, aupikvpta moglon,
EMKAAVUPEVA PE AETTO DUEVIO dloKia, pikovg 16 mm kot mhdtovg 8 mm, pe yapoypévo to «PALy»
ot pia mAgvpd kai to «20» otnv dAAN TAgvpa.

Ta Palsonify 30 mg emkaivppéva, pe Aemtd vuévio dtokia eivar Kitpva, apeikupto moedn,
EMKAAVUUEVE [IE AETTO DUEVIO dlokia, uikovg 18 mm kot mhdtovg 9 mm, pe yapoypévo to «PALy
o™ pia mAevpd kat to «30» otnv GAAN TAgLPAL.

Ta Palsonify 20 mg ka1 30 mg emkolvppéva pe Aentd vpévio diokia dtatifevtol 6 TAUCTIKEG PLAAEC,
KAEIOUEVES Le KAEIOIHO aGPaAEing Yo TOOId KO GPPUYICUEVES Le BeppukT) emaymyn.

Kdabe pain mepiéyet 60 emcoivupévo pe Aemtd vpévio diokia kot Enpavtikd yEANG Tupitiov.
Kdabe kovti mepiéyet pio eran.

Karoyog Adsrog Kvkhogopiog ko Ilapackevastiig

Crinetics Pharmaceuticals Europe GmbH

Barbara Strozzilan 201

1083HN Amsterdam

OM\ovdia

To mapév @vALo 00OV YpfoNS avade®p1OnKe Yo TELEVTAIN POPA OTIS

Addeg TNYEG TANPOYOPLOV
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Aentopepeic mAnpoopieg yia 10 Gappoko avtd gival dabéoieg oto dikTvaKd TOTO ToV Evpomaikoh
Opyaviopot @apudxmv: https://www.ema.europa.eu Yndpyovv emiong cOvOeGHOL pe GALES
16TOCEAIDEG TTOV APOPOVV oTavViEG achéveleg kot Oepameies.

To mapdv eOALO 0dnyudV ypriong elvar dtabéoipo og OAeg TIc enionpeg YAwooeg g EE/EOX otov
dwtvakd toémo tov Evponaikod Opyavicpod Popudkov.
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