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IEPIAHYH TON XAPAKTHPIZTIKQN TOY ITIPOIONTOX



V¥ To QAPLOKO 0VTO TEAEL LTTO GLUTANPOUATIKY ToPAKOAOVONOT. AVTO B emTPEWYEL TO YPTYOPO
TPOGIOPIoUO VEDV TANPOPOPLOV OGPAAELNC. ZNTEITAL 0O TOVG EXAYYEAUATIEG VYEING VO AVAPEPOVY
omolesdnmote mhavorloyovpeveg avemiBounteg evépyetec. BA. mapdypapo 4.8 yia tov Tpomo avapopdig
AVETBOUNTOV EVEPYEIDV.

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Waylivra 285 mg evécio S1GAVUA GE TPOYEMGUEVT] GUPLYYOL

2. IIOIOTIKH KAI ITIOXOTIKH XYNGEXH

Ka0e ml nepiéyet 200 mg vatprodyov Porovecsopasévg, mov 16odvvapovy pe 190 mg
Boiavecopaévig.

Kda0e mpoyepiopévn copryya piog 66ong mepiéyet 285 mg Poravesopcévng o dtdivpa 1,5 ml.

I"a tov TAnpn kaTdroyo TV ekddy®V, PA. mapdypoeo 6.1.

3. OAPMAKOTEXNIKH MOP®H

Evéowpo didivpa (evéopo).
Awwyég, dypopo €mg avokto kitpvo didivpa pe pH mepimov 8 kot mopwtikotnTa 363-
485 mOsm/kg.

4. KAINIKEX ITIAHPO®OPIEX
4.1 OgpamevTiKég gvoEitelg

To Waylivra gvdgikvuton og couminpouatiky Oepaneio ot dioita og evihikeg acbeveig e yevetikd
emPepfaropévo ochvopopo otkoyevoig yvropkpovatpiog (familial chylomicronemia syndrome, FCS)
Kot LYNAO KIvOLVO Yo TOyKPETITION, GTOVG 0TO10VG 1] AVTATOKPIoT| 611 diata Kot T Bepansio
LEl®ONG TOV TPLYAVKEPLOI®V NTOV AVETAPKNG.

4.2  Aocolroyio Kol TpOTOS YOopRyNOoNG

Aocoloyia

H Bepancio npénet va apyilel Ko va Tapapével vtd v enifreym wtpod pe epmelpio ot Oeponeio
tov acBevov pe FCS. Tpw and v évapén tov Waylivra, mpénet va amoxieiovtor 1j vo
AVTILETOTILOVTOL KATAAANAQ O1 SEVTEPEVOVGES OLTIEC TNG VIEPTPLYAVKEPIOALIOG (T, U1 EAEYXOUEVOC
dtafrtng, vToBVPEOEIBIGUOC).

H ocvvietdpevn doom évapéng etvon 285 mg o 1,5 ml mov yopnyeitor vrodoping pio popd kdbe
gBoopdda yia 3 pnveg. Metd and tovg 3 pufvec, 1 cuxvotnta g 0006MNG TPETEL VAL LLELOVETOL GTA
285 mg ke 2 efdopadec.

Qot660, N Oepaneio Oa Tpémnel va doukdnteTon oe acbeveic pe peimon Tav TpryAvkepidiov opol <25%
N o€ ao0eveig o1 0moiol dev KATAPEPOVVY VoL EMLTOYOVY TPLYALKEPIOIO 0poD KATw amd 22,6 mmol/l petd
and 3 unveg Oepamneiog pe Boravecoposévn 285 mg kdbe efoopdda.

Metd and 6 pveg Bepaneiog pe foravesopcévn, Tpémet va e€etaletan To eVOEXOUEVO TG AOENGNS TNG
oLYVOTNTOG TG 000NC 6T 285 mg KAbe efdoudda, Gv 1 avTamTOKPION EIVOL AVETAPKNG OGOV 0popd
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T peimon tov TpryAvkeptdiny opod OTtm¢ a&toroyeital amd Tov emiPAETOVTO EUTELPO 101K 10TPd Kot
VL6 TNV TPoVTOBEST OTL 0 APLOUOC TV cpoTETOAI®V BpicKeTal EVTOG TV PLGIOAOYIK®V opimv. H
3001 TV acbevmv TPETEL v TITAOJOTEITAL TPOS T KATM €K VEOL 6T 285 mg ke 2 efdouddeg edv 1
VYNAOTEPT 060N TV 285 mg pio opd TV EBSOUAd0. OV TAPEYEL ONUOVTIKTY EMITPOSHET peimon
TOV TPLYALKEPLOIOV PETA amtd 9 pnvec.

Ot acBeveic mpémetl va kaBodnyodviar dcte va kévovv Tnv Eveon v 10 nuépa g efdouddac,
GULPMOVE, [LE TNV 10TPIKE KaBopiopuévn cuyvoTnTO XOPYNOTG.

Edv moparerpei pio 660m kot avtd damiotmbel evtog 48 mpmv, o acBevig mpénet va, kabodnysiton
wote va AdPet ) 806on mov Tapareipdnke To cuvtopdtepo duvatdv. Edv dev damiotwmbel evtog

48 wpav, Tote 1 dO0M TPEMEL va TapaAelpBel oproTikd ko va yopnyndei n endpevn
TPOYPOLUATICUEVT] SOON.

TaparolodBnon twv auomeToAimV Kol TPOGOPUOYES THS O0THS

Ipwv and v évapén g Bepaneiog, mpénet va yiveTar KATAUETPTON TOL OPlOROD TOV OHOTETOAMY.
Edv o apBudg tov arponetodimv etvor youniotepog amd 140 x 10%/1, npénet vo hapPdvetan GAAn pia
pétpnon mepimov pio efdopddo apydtepa yia va yivel emava&iordynon. Edv o apBudg tov
aponetaMav Tapoapsiverl yapniotepog omd 140 x 10%/1 ot devtepn pétpnon, n Oepaneio pe to
Waylivra dev mpénet va apyilel (PA. mapdypapo 4.3).

Metd and v évapén g Bepamneioc, To eninedo TV aponetoMmv TV aclevav Tpénet vo
TopoKoAovOovVTIL TOLAAYLGTOV KABE dVO EROOUADES, AVALOYO LE TO EMITED TWV OUOTETAAI®YV.

H Oepaneio ko n mapoakorobOnon npénel va tpocsapuoloviol pe PAon Tig EpyacTnpLokeEg TIUEG
oopewva pe tov [ivoxka 1.

T"a omoladnmote TePinTOON TPOSOPIVIE 1 OPLOTIKNG KOG TNG 0doNg og acbevi Adyw® GoPapng
OpopPomreviag, mpémet va, e£eTALOVTOL TPOCEKTIKA TAL OQEAT KAl O KIVOUVOL 0td TV ETICTPOPT OGN
Oepameio apod 0 aptOpudc Twv oporetodimv gtdoet vo eivar >100 x 10%1. To tovg aceveic mov
dwokomtovy ) Bepameio, Tpémel va AapuPaveTon 1 yvoUN GLATOAGYOV TPV TV EXOVEVAPEN TNG
Oepamneiog.

Hivakeg 1. HopokorovOnen tTov Waylivra kon 0gpamevTikés 6V6TAGELS
ApOpoc arpomeTaiiov Adon YoyvétnTo
(x 10°/) (mpoygpcpéivn copryyo Tov 285 mg) TaPaKoLoVONOoNG

Aodom évapéng: Kabe efdopada

®vuooroyikd (>140) Meté a6 3 whvec: Kae 2 eBdopadec Ka06e 2 gfdopddec

100 émg 139 Ka0e 2 gfdopdioeg Ka06e efdoudda
ITavon Bepaneiog yro >4 gfdopddes ko

75 £¢0¢ 99 enavévapén Bepaneiog oGOV Ta eninedn Ka06e efdoudoa

awponetaiov etvon >100 x 10%/1

[avon Bepaneiog yio >4 £fdopddes Ko
50 {wg 74" enovévapén Bepaneiog epdcov Ta enineda Kd&Be 2-3 nuépeg
awponetaiov etvon >100 x 10%/1

Awxoyte ) Ogpamneia. Xvviotdton Oepaneio pe

YAVKOKOPTIKOELON Kabe nuépa

Xaunrétepog omo 50% P

*BA. Tapdypo@o 4.4 Yo GUGTACELS GYETIKA LE T YPNON UVTLOUOTETOMAKDV TOPUYOVTIWV/ 1] GTEPOELON
avTipAeypovmon edppoka (MEZAD)/ovTITNKTIKOV.

P Xpedletor va Anedei  yvoun opatordyov yia v enavebetactel n oxéon 09élong/kvduvou yia Thv mhovi
ocuvéyion g Bepameiog e folavesopoévn.

Eidixoi wlnBoouol




Himawuévor
Agv amaiteitol Tpocappoyn otn d0om Evapéng Yo Toug nAMKiopéEvoug acbeveic. Yrapyovv
TEPLOPIOUEVA KAVIKA dedopéva yio acBeveig nAikiog 65 etdv kot dvo (BA. Tapaypdeovg 5.1 kai 5.2).

Negppixy ovoieitovpyio

Agv amaiteiton mpocappoyn ot d6om évapéng oe acbeveic pe Mo £0¢ PHETPLO VEPPIKT
dvodettovpyia. H acpdieia kot 1 arotelecpuatikdtnto o€ acheveig pe Papid veppikn duciettovpyia
dev el texunpumbel kot avtoi o1 0acBeveig mpémet vo TapoKoAovHovvTaL GTEVA.

Hromiry dvelerrovpyio

AvT10 10 QPOappaKeLTIKO TPOIdV dev €xel peretnBel oe acBeveig e nratikny svchertovpyia. To
QoprakeLTIKO TPOTdV dev petaPoriletor amd to eviupukd ot Tov Kutoypodpatos P450 cto frap,
GLVETMOG eivar amifavo va ypeloctel Tpocapoyn e d0omg oe acheveic e nmatikny ducAettovpyia.

Taudrazpiros ninBoouog
H acopdleta kot 1 amoTeAeGUATIKOTNTO AVTOD TOL POPLAKEVTIKOD TPOIOVTOG GE TSI KOt EPTPOVG

niwiog Kato tov 18 etdv dev £ovv akdpa tekpnpimbel. Aev vtapyovv dabéoipa dedopéva.

Tpomog yopnynong

AvT06 TO POPUAKEVTIKO TPOIOV TPOOPileTal LOVO Yia VTTOJOPIL XPNOT|. AEV TPETEL VoL yopTyELTOL
gvdopvikd 1 evooPAEPiaL.

Ka0e mpoyepiopévn cdptryya mpoopiletor yio pia ypnomn wovo.

To Waylivra mpénel va embewpeitor omticd mpv omd ™ yoprynon. To diddvua wpénet va givon
SloyEc Kot dypmpo £mg avolktod kitpvo. Edv to Sidivpa sivol vepedmoeg 1 TePLEYEL OpaTd
COUOTIOWN, TO TEPIEXOUEVO OV TPEMEL vaL Yop1YNOEel EVEGILO KOl TO QUPUAKEVTIKO TPOTOV TPEMEL VAL
emoTpoPel 6To Papuokeio.

H mpdtn éveon mov yopnyeitar amd Tov acbevi 1 TOV PPOVTIOTH TPETEL VoL YIVETOL VITO TNV
K001 yNoM EVOG KOTAAANAL KATUPTIGUEVOL emaryyeApotia vyeiag. Ot aoBeveic kai/f ot PPovIIeTEG
TPENEL VO, EKTOOEHOVTOL Y10, T OPTYNOT AVTOD TOL POPLOKEVTIKOD TPOTOVTOG GOUPDVO. LE TO PVALO

00N YLV YPNoNG.

H mpoygpiopévn cbptyya mpémet va apnvetol ®ote va Tdcel o Beppokpacio SOUNTION TPV amd TV
éveon. [lpénel va apaipeitol amd tov yoyopevo ympo eOAaENG (2 © £mg 8 °C) tovddyicotov 30 Aemtd
TPV 0o TN YPpNoT. Agv TPEMEL Vo, ypMGLLoTolovvTal dAleg uéBodot BEpuavengc. Eivar puoioroykd va
eupaviCeton pio peydin euoaAido aépa. Aev mpémnel va entyelpnOei n apaipeon g puoaiidag aépa.

Eivon onpovtikd va evodlddocovtal ta onpeio 0mov yopryeitan n éveon. Ta onueio dnov yopnyeitoln
éveon TEPIAAUPAVOVY TNV KOWALOKT Y ®PO, TNV TEPLOYT TOL VM HEPOLG TV UNPOV, 1 TNV EEDTEPIKN
TAeVpa TOV Ave PEPOLS Tov Bpayiova. Edv n éveon yivel 6To dve pépog tov Ppayiova, 1 Eveon Tpémel
va yopnynet amod kdmoto Ao dropo. [pémel va amopedyeTal n yopnynon g EVEcng ot UEGT Kot
o€ Ao, onueia 6mov umopel va vapéel micon N TPIPN amwd Ta povYN. AVTO TO PUPUAKEVTIKO TPOTOV
dev Tpémel vo evieTal EMAVE G€ TATOLAL, EMEG, ONUAdLN EK YEVETNG, LOA®TES, eavOnaTa, 1) TEPLOYES
Omov 10 dépua givar evaictnto, epuBpd, GKANPO, LOAOTIGHEVO, KOTEGTPAUUEVO, KAUEVO 1)
gpebopévo.

4.3 Avrevosilelg

YrepevoioOnoia 61N dpactikn ovsia 1} 6 KAmoo amd T £KO0Y TOV AVAPEPOVINL GTNV TAPEYPOPO
6.1.



Xpovia 1 aveEnyntn Bpopponevia. H Bepaneia dev npénet va apyilel o acbeveic pe Opopfonevia
(op1Opdg oupometakiov <140 x 10%/1).

4.4 FE101kég TPOEIOOTOMGELS KO TPOPVAAEES KATE TN Yp1jon
®poufonevia

To Waylivra cuvdéeton moAd cuyva Le PeEldoelg otov aptBpud tov oponetaiiov o acbeveig pe FCS,
Y€YOVOG T0 oToio pmopel va odnynoel oe Opopponevia (PA. mapdypapo 4.8). O acheveic pe pkpotepo
cOpoTIKO Bapog (Ayodtepo amd 70 kg) pumopel va ivor o emppeneig og Opopforevia KoTd ™
didpketa g Bepameiag Le 0VTO TO PUPLOKELTIKO TPo1dv. H TpooekTikh mapakorovbnon yio
Bpoupomevia eivar onpavtiky Kotd T dudpketa g Oepaneiog pe avTod TO PAPUAKEVTIKO TPOTOV GE
acBeveig pe FCS (BA. mapbypago 4.2). Ot 6LGTAGELS Yl TIG TPOGAPUOYES GTH GLYVOTNTA
mapakorlovOnong kot T docoroyia Tpoodiopiloviar otov [Tivaka 1 (BA. mapdypago 4.2).

H dtokom TV aVTIOHOTETOMAK®OV QUPUOKEVTIKOV TPOTOVTOV/MEAD/avTUTNKTIKGOV TPETEL VO,
eEetdleton og mepinTmon mov Ta enineda Twv awponetolimv etvor <75 x 10%/1. H Ogpaneia pe avtd ta
QOPHOKEVTIKG, TPOIOVTO TPEMEL VoL StocdmTeTon Otow Ta enineda Tov arpometoiov eivan <50 x 10%/1
(PA. mapdypago 4.5).

Ot acBeveic Tpémel va kaBodNyodvIol MGTE Vo OVOPEPOVV AUECMG GTOV 10TPO TOLG OTOLAONTOTE
onueia arpoppayiog, Tov Ho pTopovcav vo, TEPIAAUPBEVOLY TETEYELEG, CVTOLOTOVS LDAWMTES,
aipoppayic v Tov emmePLKOTA, 1| dALeG acvviBelg apoppayies (cvuneptiapfovouévoy Tmv
pVOPPAYLOV, TNG poppayiog oTa o0AA, 6Ta KOTPAvVa, 1| TS acvviBiota Papiig arpoppayiog katd
TNV ELUNVOPPLGIN), OVYEVIKT dvaKoyio, ATumn Baptd KepaAalyia, 1) OTOLNONTOTE TAPATETALEVN
opopparyic.

Erimeda LDL-C
Kota ™ Oepaneio pe 1o Waylivra, ta enineda g LDL-C pmopet vo avénbodv aAld cuvinfwmg
TOPOAUEVOLY EVTHC TOL PLGIOAOYIKOV EVPOVG.

Negpirn roéixotyra

Neppikn to&ikotnta £xel Topatnpndel LETA amd TNV VITOJOPL Kol EVOOPAEPLO YopIYTIoN
BoAavecopaévig Kot GAL®DV OVTITANPOPOPLOKDY OALYOVOVKAEOTIOI®MV. ZVVIGTATOL 1) TAPOKOAOLOTON
vl EVOEIEN VEPPOTOEIKOTNTOG [LE TIG TUTIKEG Touvieg e£€Taong ovpwv pia eopd To Tpipnvo. Xe
TEPINTOOoN BETIKOD UMOTEAEGILATOG, TPEMEL VO SlEVEPYEITOL EVPVTEPT AELOAOYTON TNG VEPPIKNG
Aertovpyiag, copmeptAapPovopévng g Kpeatviviig opov kot 24mpne GUAAOYNG YO TOV TPOCILOPIGLLE
g mpaTEvoupiag Kot TV a&loAdynon g kdbapong g kpeatwvivng. H Bepamneio npénet va
SloKOTTETON EAV: KOTOYpapel TpwTeivoupia >500 mg/24 dpeg, 1 €bv kataypoael avénon g
KkpeaTwvivig opov >0,3 mg/dl (26,5 pmol/l) mov eivar >ULN, 1} edv 1 kdBapon kpeotivivng mov
extipdron and v eElowon CKD-EPI eivar <30 ml/min/1,73 m2. H Ogpomneio npémet eniong va
SLOKOTTETOL OE TEPIMTMOT OMOLOVINTOTE KAVIKOV CUUTTOUAT®V 1] ONUEI®V VEQPIKNG SVCAEITOVPYIOG
€V avapovn Tov emPERUOTIKOV 0EI0A0YGE®Y TOL TPOAVAPEPONKV.

Hrozorolikotnta

Avénoeic Tov nratikov vV Exovv TapatnpnOel HeTd amd vTodoplo Kot eVvOoQAEPLL yopTynon
GAA®V OVTITANPOQOPLOK®Y 0AYOVOLKAEOTIOIV. H mapakorohOnon yio nratotoikdtnta LEcm TV
nratik®v evOOImy opov Kot NG YoAepuBpivng tpémnet va agloloyeiton pia popd to tpipmvo. H
Oepancio mpémet va dtokdmTeTan v vdpPyYEL Lo pepovouévn ovénon oty ALT 1§ v AST >8 x
ULN, 1 pla avénon >5 x ULN, n onoia empéver yuo >2 gfdopddec, 1 pikpotepeg avénoelg otnv ALT
N v AST mov oyetilovtan pe ohkn yorepvOpivn >2 x ULN 1 INR >1,5. H Oepancia npénel emiong
Vo S10KOTTTETOL GE TEPIMTOOT] OTOIWVINTOTE KAIVIKOV GUUTTOUATOV 1] GNUEI®Y NTOTIKNG
dvoiettovpyiog | nratitidog.

Avoc0oyoviKOTNTO KOl QAEYLLOVN




Agv vmip&e kapio EvoeiEn TPOTOTOMUEVOL TPOPIA AGPAAELNG T KAVIKNG AVTATOKPIONG O
GUGYETIGUO LE TNV VTaPEN OVTICOUATOV KOTA TOL (oprakov. Edv vtdpyet vroyio onpovpyiog
OVTICOUATOV KT TOV QOPUAKOV HE KAIVIKG ONUOVTIKN ENIOPACT], EMKOIVOVIOTE LLE TOV KATOYO TNG
€10 KuKAOPOPLag Yo Vo cLLNTNOETE TO EVOEYOUEVO EAEYXOV Y10, AVTICAOUATO.

H mapaxorovBnomn g pAeypovig npénet va dteEdryeton pécm a&loddynong g tayvtntog Kabilnong
tov gpvbpoxvttdpmv (TKE) pia gopd to tpiunvo.

[epeyduevo oe vatplo
To eappaxo avtd mepiEyel Aydtepo amd 1 mmol vatpiov (23 mg) avd d6on twv 285 mg, eivar avtd
oL ovopalovpe «elevBepo vaTpiovy.

4.5 Almiemopdcsig pe GrAlo QUPUIKEVTIKE TPOTOVTH Kol GAAES popPES allnAemiopaong
Agv €govv TpaypotonotnOel HEAETEC PUPLOKEVTIKOV CAANAETIOPAUCEDV.

Agv avapévovtot KAVIKA GYETIKEG QOPUOKOKIVITIKES AAANAETIOPACELS PeTalD TG PoloveGOpGEVIG
KOl TOV VTOGTPOUATOV, TOV EXAYOYEDV 1] TOV AVASTOAE®V TV Vi@V TOL KuToYpduatog P450
(CYP), ka1 twv petagopémv eapudkov. Eival dyvooto edv 1 peimon tov TpryAvkeptdioy and v
Boiavecopaévn kot 1 whov| exakolovOT PEIOT GTI EAEYLOVI] 0OTYEL TNV KOVOVIKOTOINGT TNG
£ékppaong Tov eviopmv tov CYP.

Y& KMVIKEG LEAETEG, aVTO TO PUPLUOKEVTIKO TPOTOV €Yl xpnoiponomBel 6e GLVOVAGUO IE PUTPATES
Kot yBvéhaia yopig va vTapyEL EXIOPACT] OTN PAPUOKOSVVOUIKT] 1] T QOPHOKOKIVITIKT] TOV
(QOPUAKEVTIKOV TTPOiOVTOG. Agv avapépOnkay avemBOuNTES EVEPYELES GE GYEOT] UE PUPUOKEVTIKES
OAANAETIOPAGELG KOTA TN SIAPKELN TOL KAWVIKOD TPOYPAIUOTOC, ©6TOG0 awtd Paciletal o
TEPLOPIOUEVA OEDOUEVOL.

H enidpaon g tantdypovng xopnynons autod Tov POPUAKEVTIKOD TPOTOVTOG UE OVOTVELLLOL 1] LLE
(QOPUOKEVTIKE TPOTOVTA OV EIVOL YVMOGTO OTL £XOVV NTOTOTOEIKO SLUVAULKO (7). TapaKETUUOAT) etvar
ayvoo. Eqv eppavicotoiv onpeio Kot GOUUTTOUATO NTATOTOEIKOTNTOS, 1] XPTOT] TOV NITATOTOEKOD
QOPUAKEVTIKOD TPOTOVTOG TPEMEL VO, SLUKOTIEL.

Avtifpopfotikol Tapdyovtes Kol QOPULOKEVTIKE TPOIOVTO TOV UTOPEL VO LELOGOLY ToV aptfud Tmv
ouponetarmv

Agv glval yvootd €dv o Kivouvog yuo atpoppayio av&dvetal amd TNy TauTOYpovn pNon g
BoAavesopaévng Kot avTiOpouPOTIKOV TopaydVTOV 1| GOPUAKEVTIKOV TPOTOVI®MVY TOL UTOPEL Vi,
LELOGOLY TOV aPO|O TOV OUOTETAAIOV 1] VO EXNPEGGOLV TN AEITovpYia TV cponetoriov. H
SLOKOT] TOV OVTIULOTETAAMOKOV QOPUOKEVTIKOV TPOToVTV/ MZAD/avTUTNKTIK®OV TPETEL VO,
eEetaletan og Tepintmon mov to emineda v aponetolioy sivar <75 x 10%/1 ko n Ogpomeia pe avtd
T0, PAPHAKEVTIKA TPOTOVTO TPEMEL Va SrokdmTeTon Oto Ta enineda tov arpometorMav etvon <50 x 1071
(PA. mapdypogo 4.4).

4.6 Tovipétra, kONoN kKM yorovyio

Kinon
Agv dratiBevTon KAVIKG 00UEVA GYETIKG LLE TN XPpNoT TS PoAavecopoévng o€ €YKLO Yuvaika.

Meléteg oe {da dev Katédel&ay apeon i ERUEST) TOEIKOTNTO GTNV AVATOPAYOYIKT tkovoTnta (PA.
Tapdypoo 5.3).

2oV TPOANTTIKO PETPO, EIVOL TPOTIUNTED VO, ATOPEVYETOL 1) XPTOT] CLTOV TOV PAPUAKEVLTIKOD
TPOTOVTOG KT TN S1EPKELD TG EYKVLOGVVIG.

OnAacpog



Xe un KAMvikég peréteg, ta eminmeda g PoAaveSOpGEVNC GTO YAAN NTaV TOAD YounAd e Onidlovteg
movtikovs. Ta dabécipa papuarkoduvaptkd/Toéikohoyikd dedopéva g (ma £xovv Katadeiel Tnv
OUTEKKPLOT TOAD JIKPOV TOGOTHTOV Podavesopcévng oto Yol (BA. mapdypao 5.3). Ady® g
YOUNANG Ao 6TOH0TOG PlodtafectudTnTag dVTOD TOL PUPROKEVTIKOD TPOiOVTOG, Bempeital anibavo
OVTEC O1 YOUNAEG CLUYKEVIPADGELS GTO YOAN VO KATAANEOLY GE CLGTNUATIKY EkOECT KaTd TN YoAovyia.

Agv givon yvooto gdv 1 Bolavesopaévn 1| ot petafoliteg g amekkpivoviol 6to avOpdmvo yaAa.
O «ivévvog oto veoyévvnro PpEpog dev Umopel va, amoKAEIGTEL.

[Ipénel va amopaociotel ebv Ba drakonel o Onhacuog 1 Ba dwukonel/Ba amopevydei 1 Bepamneia,
Aappdavovtag voyn To 6PELOG Tov INAacuoL Yo To Tandl Kol To OPeLOG TG Bepameiog yia T
yovaixo.

Tovwotnta
Agv vdpyovv dabécipa KAMVIKE 6£d0UEV Y10 TV ETIOPACT] CLTOV TOV PUPUOKEVLTIKOD TPOIOVTOC

otV avBpomvn yovipotnta. H Bolavesopaévn dev elye emidpacn o1 YOVILOTNTO GE TOVTIKOVG,.
4.7 Emopacels 6Ty IKavoTnTo 001Y161NS KUl YELPLGROD UNYOVI|LETOV

H PBolavecopoévn dev €xel kKapio 1 £(€L OGNUOVTT EXIOPACT] GTIV KAVOTNTA 001YNONG KOl XEPIGHOV
pnyovnuétoy.

4.8 AvemOOunrteg evépyereg

Hepiinwn 1oV Tpoeit acEaieing

e Khvikég peréteg oe aobeveic pe FCS, o avemBounteg evépyeteg mov avoaeéphnkay mo cuyva Kotd
T S1dprela tng Bepomeiog NTav 0 HEWUEVOS 0plOUOC apoTeTAAi®Y TOL EUPavicTnKE 6T0 29% TV
acBevav, n BpopPorevia mov eppavictnke oto 21% tov acbevav (BA. tapdypago 4.4), kot ot
avTpdoelg g Béong €veong, mov gpeaviomnkav oto 82% twv acevdv katd ) ddpKeln TV
TAOTIK®V LEAETDV.

Katdloyog avemBountwv evepyelmv og Tivoko
O IMivaxag 2 mapovoidlel Tig avemBounteg evépyeteg amod tic peréteg ®dong 3 o acbeveic pe FCS ot
omoiotl AapPdvouy Bolavesopcévn vITOdoPimG.

H ovyvomnta tov avemBountov evepyeldv opiletol cOLP@VA e TNV aKOAOLOT oLV KN: TOAD GUYVEG
(=21/10), ovyvég (=1/100 €mg <1/10), Oyt ovyvég (=1/1.000 £mg <1/100), ordvieg (=1/10.000 £wg
<1/1.000), moA¥ oravieg (<1/10.000) kot pun yvootés (dev pmopovv va extiunbodv pe faon ta
dwbéoua 6edopéva). Eviog e kabepiog Katnyopiog cuyvotntag, ol avemBOunTeg eVEPYEIEG
mapovctaloviat e oelpd PBivovsos cofapdtnTac.

Hivaxkag2: Iepiknyn ToOv avemBOpNTOV evePYELOV 6€ KMVIKEG peréteg o€ ao0eveic pe FCS

(N=87)
Kum’yopia 0PYaVIKOV ok cvyvéc Tuyvéc
GUGTILATOG
Awotapoyég Tov ®popponevia Agvkomevia
OLLOTTONTIKOV KOl TOV Agppomnevia
AELPUCOD GLGTNOTOG Hoowopinia
Avooiaxn Opopforevikn
TOPPLPO.
AVTOLOTO OLUATOLLOL
Awotapoyég Tov Avtidpaon avocomoinomng
OVOGOTOLTIKOD YrepevoioOnoio
GLGTNUOTOG AvTidpaoTn TOTOV 0pOVOGIag




Katyopia opyavikoo
GUGTI|HOTOG

oAb ovyvég

Yuyvég

Awotapoayéc Tov
HETAPOAMO OV Kot TNG
Bpgymg

Yakyapmdong dafnng

Yoyatpkég datapoyég

Avmvio

Alotapoay£C Tov VELPLKOV
GUGTNOTOG

Kepaiaiyia

Yvykomn

YrnosOnoia

[Ipocuykomn
ALQIPANCTPOEId KT NKpOvVia
ZGAn

Tpdpog

OpBaipicég droTapoyég

Awoppayia Tov emmepukoTol
Boum 6pacn

Ayyelokég daTopayss

Ynéptoon
Awoppayio
Awdropa
‘E€ayn

Alotapoayéc Tov
OVOTTVELGTLKOV
GUOTNHOTOC, TOV BdpaKa
Kot Tov pecobmpakiov

Avorvola

Oidnua edpuyya
Zoprypog
Enictaén

Brixag

Pwuc cupeopnon

Awotapoyéc Tov
YOGTPEVTEPIKOD
GUGTNUOTOC

Novtia
Aldppota

"Epetog

AldTaon g KotMog
Kot\oxod dhyoc
Enpooctopia

Ovloppayio

Ayoppayio Tov 6TOUATOG
Adykmon ¢ TapoTidag
Avomeyio

Oidnua Twv oVA®Y

Alotapoayéc Tov dEpLaTog
K0l TOL VTTOSOPLOV 1GTOV

EpOnua

Kvnoudg
E&bvOnua

Kvidmon
Yrepidpooio
[Tetéyerec
Exybumon
Nvukrtepvol OpdTeg
Bhartideg
Yreptpooia 6£pHatog
Oidnua TpooHTOL

Awotapayéc Tov
LVOCKEAETIKOD
GUGTNOTOG KOl TOVL
GLVOETIKOV 16TOD

Mouaiyia

ApBparyia

AAyog og Gkpo
ApBpitida
MvoockeleTikd dAyog
Oocopuaryia
Avyevaiyia

[T6vog ot yvabo
Mvikoi onacpol
Avokapyio apdpwong




Katyopia opyavikoo

Avoypopotiopdg e 0éong
€veong

ZAnpovon g 0éong éveong
Kvnouog g Béomng éveong
MoAwrag tng 0éong éveong
Piy

Oidnpa g Béong €veong

cvoTiRETOS IMoAd ovyvég Yoyvég

Mvocitida

[Teprpepikn apOpitida
AloTapoyés TV vVEQpov Awatovpio
KO TV 0VPOPOP®V 000DV [Ipwteivovpia
Ievikég Sratapayés Kot Ep0bnua g Béomg éveong Awydtopa g 0éong éveong
KOTAGTACEL TNG 0000 Alyoc g Béong éveong E&ac0évion
YOPNYNONG Otdnua g B€ong €veong Koénwon

Avtidpaomn ¢ 0éong éveong
[Mupegia

YrowsOnoia g 6ong éveong
Awoppayia g 0éong éveong
Oepuotnrta g B€omng Eveong
Enpotnta g 0éong éveong
Qypdnra g Béong Eveong
Kvidmon g 0éong éveong
Ddvcarideg g Béomg veong
AioOnuo Kakovyiog

AicbOnon Beppov

I'putnddng cuvdpoun
Avogopia g Béomg veong
dAreypovn g 6¢ong éveong
MdCa g 0éong éveong
Oionpa

Alyog

Hoparebnoio g BEong Eveong
Eopeikida g Béomg éveong
Bhatida g 6¢ong éveong
E&GvOnpa g Béong €veong
Mn kapdiokd Oopokikd dryog
Awoppayia ayysiov otn 0éon
TOPAKEVTNONG

[MoapaxAiwvikég eetdoelg

Mewwpévoc aptpog
OLUOTTETAAI Y

Melwopévn atposeatpivn
Meiopévog aptBpuog
AEVKOKVTTAPWOV

Avénpévn kpeotvivn aipatog
AvEnpévn ovpia aipatog
Melwopévn veppikn kdBopon
KpeaTwvivng

Avénpéva nratikd Eviopa
Avénpévn d1ebvng
opolomomuévn oxéon
AvéEnpéveg Tpavoaivaceg

Kokdoeig, onAnmpidosig
KOl EMTAOKEC
OepUTEVTIKAOV YEPICUDV

Moiorog

TIeprypaon smdeyuévayv avemBountwv VEPYEIDV

OpouPorevio,

v mhotikn pedétn @dong 3 oe aobeveic pe FCS (pedétn APPROACH), emPefaropéves peimoeig
otovg aplOpodg TV orponetodiny kdto omd To puotoroyikd (140 x 10%/1) napamphdnkoy oto 75%
tov acevov pe FCS mov élafav Bepancio pe Bolavesopoévn kot 6to 24% tv acBevov mov Ehafav
gcovikd eappako. EmPePoimpéve perdoeig ko tov 100 x 101 mapatnpidnkay oto 47% tov




acBevav mov Elapav Bepaneia e BoAavesopoévn 6e cOYKPLOT LE Kavévay acBevi amd 6covg Elafav
€oviKo edppoxo. Xt pedétn APPROACH otovug 5 acBeveic mov diékoyav ) Bepaneia Adym TV
emmédwv TV oponetoMav cvprepthapBavoviay 2 aceveic pe apdud aponetariov <25 x 1071,
kot 3 pe apdud apometorov ueta&d 50 x 10%/1 kon 75 x 10%/1. AvagépOnke emiong o€ avth t perém
oTL petmpévog apfpog apometoriov avapépnke o 11 (33%) acbeveig évavtt 1 (3%) ko
Bpoupomevia avapépbnke oe 4 (12%) acbeveic Evavtt kavevdg yia acBeveig mov Ehafav Beponeia pe
BoAavesopaévn 6€ GUYKPLON LLE TO EIKOVIKO QPAPLAKO, OVTIGTOLYO.

v eméktaon TG ueAETNg pe avolktn emonpaven (CS7), mapoatnpndnikay emifefatmpéveg HEIOGELS
otov apduod 1oV aporeTaAov Kétm and 1o euotoloykd (140 x 10°/1) o 52 (79%) acheveic
cuvolikd, copmeptrappavopévev 37 (74%) acBevav otnv opdda mov dev elxe AMAPeL TPONYOLUEVOG
Ocpancio. EmPefoimpéves perboeig kato tov 100 x 10%/1 mapatpidnkav cuvolikd e 33 (50%)
aoBeveic, copumeprrapfavopévev 24 (48%) acbevdv mov dev giyav AdPet mponyovpévag Bepamneio.
2NV eMEKTACT TNG UEAETNG PE OVOIKTH emonpaveon, 11 acBeveig SiEkoyav Adym Bpopfomeviag kot
oupupaviov oyetilopevov e to arporetaMa. Kavévag amd avtoig toug acbeveig dev giye peilova
aLHOpPPOYIKA cLpPavTa kot OAotl eraviABay 6€ PLGIOA0YLKO OPIOUO AUOTETAAIDV LETA OO TN
S10KOT TOV PAPLEKOL KOl TH) XOPNYNOT YAVKOKOPTIKOGTEPOEWOMV OOV EVOEIKVVOTOV KAVIKA. X€
OVTY] TNV EMEKTOCT] TNG LEAETNG LLE AVOLKTY| EMIGT|LAVGT), avapEpOnKe petopévog aplipdg
awponetariov og 16 (24%) acBeveig kot OpopPonevia oe 14 (21%) acOeveic.

INo cvykevipotikd dedopéva pe ™ perétn APPROACH xon ) peiétn CS7, avoapépOnie petwpévog
apBpdc oponetariov oe 25 (29%) acbeveic kar avapépOnke Opopuponevia o 18 (21%) acbeveis.

Avoocoyovikdtyzo,

21ig khvikég peréteg @aong 3 (CS16 kor APPROACH), to 16% kat to 33% tov acBevav mov Elafov
Boiavecopaévn giyov OeTiKO amOTEAEGLO GTOV EAEYXO Y10 OVTIOMUOTO KOTA TOV QAPUAKOL KOTE TN
duapxela 6unvng kou 12pnvng Bepoameiog, avriotorya. Kapio évoeién petafoing tov tpopid acedieiog
N TS KAWVIKNG ovTOmOKPIoNG OEV GUGYETIOTNKE UE TNV TOPOVGI OVTICMOUATOV KOTH TOV POPLAKOV,
®o1000 oTo Paciletor o meplopiopéva pokpoypovio dedopéva (PA. mapdypagpo 4.4).

Avudpdoeic e Bsong Eveanc

AvTtidpacelg g Béomng éveong, mov opifovTal MG OTOL0ONTOTE TOTIKT OEPUATIKY avTidpacn ot Oéon
£VEONC TOV EUUEVEL Y10 SIACTNUO, LEYAADTEPO TOV 2 NUEPDOV, EUPOVIoTNKAV 6T0 79% TV aclevadv
7ov éhafav Oepamneia pe foravesopcévn ot perétn APPROACH ot oto 81% tov acBevov oty
eMEKTOON TNG MEAETNC pe avoikTh| emonuaven (CS7). Avtdpdoelg g Béong Eveong eppaviotnkay
010 80% 1tV acBevav mov Elafav Bepaneia pue Bolavesopcévn kat oTig dVO peAETES. AVTEG OL
TOMKEG AVTIOPAGELC NTOV KLPIMG NTLES KOl TUTIKA apopovcay 6e 1 1 eptocodTEPa omd T akdAovOa.:
gpuOnua, GAyog, Kvnopod, 1 Tomkd oidnua. Ot avidpdoelg g BEong Eveong dev ELPAVIOTIKAY LE
OMeG TIC EVEDELC Kot 001 ynoav o dtakomn yia 1 acOevi otn pekétn APPROACH kot 1 acbevi otnv
EMEKTACT] TNG LEAETNG pE avolkTy| emonpaven (CS7).

AvoQopd mBavoLoyOoLUEVOV AVETBOUNTOV EVEPYELDV

H avoapopd mBavoroyoduevemy avemiBountmy evepyeumv HeTd amd T Yop1yNnom Adeluc KuKAoOPopiog
TOV PAPUAKELTIKOD TPOIOVTOC elvar onuavtikn. Emtpénet tn cuveyn mapakoiovdnon g oyéong
0PEALOVC-KIVODVOL TOV QOPHOKEVTIKOD TPOTOVTOC. ZnTeital and Tovg enayyelnatieg vyeiag va
avaPEPOLY OTTOLEGONTOTE TOUVOALOYOVEVEG OVETIOOUNTEG EVEPYEIEG LEG® TOV £BVIKOD GUOTNUATOG
avaopdg mov avaypdeetol oto [Hapdptnua V.

4.9 Ynepdocoroyia

Agv vapyel KAvikn epmelpia e vTEPSIOGOAOYIO L TOV TOV PAPUAKEVTIKOD TPOIOVTOG. LE MEPIMTOON
VIEPSOGOAOYING, 01 AoOEVELG TPETEL VO, TOPATNPOVVTOL TPOGEKTIKH KO VO YOPTYEITOL VTTOGTIPIKTIKY|
opovtida, 6nmg amatteitol. Ta cvopntdpato ™G vIepdocoroyiag avapévetar vo teplopiloviat 6
YEVIKOTEPO GUUTTMOUOTA Kot ovTOPAcELS TG Béong Eveong.
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H owpodtoiion givar aniBovo va, amoPel o@élin, 0e00uéVoL OTL 1) BOAVEGOPCEVT KATOVELETOL
TOXEMS GTO, KOTTAPO.

5. DOAPMAKOAOTI'IKEZ IAIOTHTEX

51 ®@appokodvvopkEs 1010TNTES

DoppokobepamenTikn KaTNYopic: TPOTOTOINTIKOL TOpdyovTeg Mmdimy, GAAOL TPOTOTOTIKOL
mapdyovteg Mmdiov, kodikoc ATC: C10AX18

Mnyoviopdc dpdonc

H Bolavecopoévn ivar Eva avTimAnpopoplokod 0AyovouKAEOTIOW OV £XEL OYESNCTEL MOTE VA
avaotéArel To oynuatiopd g apoC-1I1, piog Tpmteivng mov £xel avayvapiotel 6Tt puBuilel 10660 10
UETAPOAGUO TV TPLYAVKEPLII®V OGO KOl TV NAATIKN KAOOPON TOV YVAOMKPOV Kol GAADV
AMmonpaTeivdv oL glvan TAoOo1Eg og TpryAvkepidwa. H emhextikn déopevon g folavecopoévng oto
pipovovrkeiko o0& (MRNA) g apoC-III evtog g un petappacuévng nepoyng 3’ ot 0éon Pacewv
489-508 mpoxaiel tnv amotkodounon tov mRNA. Avt 1 déopevon OmOTPEMEL T LETAPPAOT TNG
npwteivng apoC-II1, amopakpivovtag €161 Evay avaoToréa Tng kKaBapong Tov TpryAvkepidiny Kot
S1EVKOAHVOVTAG TOV HETAPOMOUO HECH ping 0000 aveEapTNTNG TNg Amonpwteivikng Aimdong (LPL).

Doppakodvvoukéc emOPAoELS

Emidpdoerc tov Waylivra otig mopouétpons twv Mmioiwv

> perétn APPROACH, 1t perémn ®@daong 3 oe acBeveic pe FCS, to Waylivra peiooe ta
TPLYAVKEPIOIN G KATAGTOOT VNGTEIOG, TNV OMKTN YoOANoTEPOAN, TN un HDL yoAnotepoin, v apoC-
I, tnv apoB-48 ka1 ta enineda Tprylvkepdimv yoropkponv kot avénoe v LDL-C, tv HDL-C ko1
v apoB (BA. ITivaxa 3).

Ilivakag 3: Méon ap)iKi] Kol EKOTOGTIOIN peTAfoA) 0TIC TAPARETPOVS TOV Mmdi®V amd TV
apyki] pétpnon £0g Tov piva 3

MoapdapeTpog Mmdiov (g/l Eukoviié éppuaio Bohaveoopoévn

vwo apoC-II1, apoB, apoB- (N=33) 285 mg

48, mmol/l 1o (N=33)

xomotep 6,“]’ A,p e % MetaBoin A,p e % MetaBoin
TPLYAVKEPIOLX) uétpnon pétpnon

Tpryhvkepioin 243 +24% 25,6 -72%
OMKN yoAnGTEPOAN 7.3 +13% 7,6 -39%
LDL-C 0,72 +7% 0,73 +139%
HDL-C 0,43 +5% 0,44 +45%
Mn HDL-C 6,9 +14% 7,1 -45%
ApoC-III 0,29 +6% 0,31 -84%
ApoB 0,69 +2% 0,65 +20%
ApoB-48 0,09 +16% 0,11 -75%
Tprylvkepioa yoromkpov | 20 +38% 22 -77%

Koapowoxn niextpopooioloyio.

X€ GLYKEVTPOOT QopudKov 4,1 eopég LeyaADTEPT TOV LEYIOTOV GUYKEVIPMOEMY TOL PUPILAKOV GTO
TAAo U (Crax) Y10 TN HEYLOTT GUVIGTOUEVT] 6001 (285 mg OV YopTYoUVTOL VTOSOPIMG), M
Boiavecopaévn dev mapéteve 10 dlopBOUEVO ®C TPOS TNV Kapdiakh cuyvotnta ddotnue QT (QTc).

KAk ommoteAeouotikOTnTo. Kol 0oQAAEL

MeAétn APPROACH o¢ aoOeveic ue FCS

11



H peiétn APPROACH eivat pio toyotomompévn, SumAd ToeAn, EAEYYOLEVT LE EIKOVIKO QAPLLOKO
TOAVKEVTPIKT] HEAETN didpketog 52 efdouddwv oe 66 acbeveic pe FCS, mov a&loddynoe
BoAavecopaévn 285 mg mov yopnyovvtal vrodoping (33 acbeveic Elafav Poravesopaévn, 33
aoBeveig EhaPav ikoviko pdpuaxo). Ta kbpla kprripla Eviaéng nrav n didyvoon tov FCS
(vrepAmonpoteivario THmov 1) o€ GLVOLUCUO LE 1IGTOPIKO YLAOLUKPOVOALLLNG TOL TEKUNPLOVETOL
amd KOTOypoPY] YOAOKTMOOLS 0pov 1) KOTAYPAPY] LETPNONS TPIYAVKEPLOIMV GE KOTAGTOGT VNOTELNG
>880 mg/dl.

IMa ) dudyvoon tov FCS amortbnke n texunpioon tovAdyiotov evog amod o, akodAovda:

o) EmBeParopévn opoluymtikn, ovvietn etepoluymtikn, 1 SuAn etepoluymTiKn, Yo TIG YVMOOTEG
UETAALAEELG TTOV APOPOVY GTNV OTDOAELN, AELTOVPYIKOTNTOG G YOVidia Tov Tpokaiody Tov Tumo 1
(6nwg LPL, APOC2, GPIHBP1, 1 LMF1)

B) Apacticotta g LPL 610 mAdopa petd ) yopnynon nropivig <20% tov puG1oA0yKov.

O1 acBeveic mov énaupvav Glybera gvidc 2 etmv mpwv amod T daioyn e&opebnkav omd ) pedé.

Agxogvvéa amod toug 33 acbeveic otnv opdda g foravesopaévig orokAnpmaav 12 uiveg Bepameiog
NG HeAETNG. Agkatpeig amd ovtovg Tovg asbevelg eiyav mpocappoyn/diakonr tng 666MG Katd T
dugpketa g pedénc. Amd toug 13, ot 5 glyav dokonr| Tng 600mG, ot 5 elyav TPOGAPUOYN TG dOGNG
Kot o1 3 elyav 1060 dtoKomn OGO Kot TPOGOPUOYT| TG dOGTG.

H péon niwda frav ta 46 £t (€0pog 20-75 €, 5 acBeveic >65 e1mv), T0 45% Ntav dvdpeg, To 80%
ntav Agvkoi, To 17% fTay ac1aTikng KaToyoyng Kot 1o 3% avike o€ dAleg puAég. O pécog deiktng
nélog ohpotog frav 25 kg/m?. 1o 76% twv ac0eviv avapépOnke 16Topikd Toykpeatitidog Kot 6To
15% tov acBevav avapépbnke iotopkd dwfntn. To 21% tev acBevdv eiye katayeypaupuévo
16T0pKd AMmatpiog apeBANcTpoedols kot to 23% Tmv aohevdv giye KOTAYEYPAUUEVO 1GTOPLKO
eEavOnuatkov EavBopatog. H didpeon nikia didyvoong ftav ta 27 €, pe to 23% va éyet
dwmotwbei 6t1 dev elye yvootn yevetikn petdddhaén yio FCS.

Kotd v évtaén ot perétn, 10 55% tov acbevav Adppave vrolmdopukég Oepamneieg (48% e
oumpates, 29% pe ybvéiara, 20% pe avactoreic tng HMG-CoA avaywydong), to 27% Adupave
avaAynTIKa eoappokeuTikd Tpoidva, To 20% Adpfove avactolelg g cuykdAANoNG TOV
oponetariov Kot o 14% Adppave copminpodpata dtatpoeng. Ot vroluridapukés Oepaneieg
vroPdaOpov Tapépevay otabepég KaTd TN JdpKELD TNG LEAETNG. ZTOVG 0loOevelg dev emTPATNKE VOl
voPAnBovv ce TAacpapaipeon evtog 4 fdopadmv TP omd T StAoyn 1 KaTd T S1GpKELD TG
perétng. To 11% tov acBevav glye Aapel Tponyovuévmg yovidlakr Oepameia Yo oOVETAPKELD TNG
AMmonpaTEVIKNG Amdong (dnA. alipogene tiparvovec), katd Héco 6po 8 ypovia Tpv amd v Evapén
g mopovcag HeAéTne. Metd amd pia mepiodo éviaéng ot diota didpkelag 6 efdopadmv, 1o Péco
eninedo TpryAvkepdiov oe katdotoon vnoteiog Katd v apykn pétpnon nrov 2.209 mg/dl

(25,0 mmol/1). H coupdppmon pe t dioito Kot Tov TEPLopioid TOL OIVOTVEDUOTOC EVICYVONKE e
TEPLOOIKEC CLUPOVAEVTIKEG GUVEDPIEC KOATA T OLAPKELD TNG LEAETNG.

To Waylivra 001ynoe 6€ 6TaTIOTIKA GNUAVTIKY LEIOOT TOV EMTES®V TOV TPLYALKEPLOIWOV OE
GUYKPLON LE TO EIKOVIKO PAPLOKO GTO KOPLO TEAKO onueio Yo TV anotehespatikdtTnTa, Tov opiletan
®¢ M eKOTOoTION LETAPOAT Ao TNV apylkn pétpnon £oc tov Miva 3 ota Tprylvkepidia og
KaTdoToon vnoteiog, Kodmg emiong Kol 6 LIKPOTEPT) EMATMOOT TAYKPEATITIONG OTNV TEPTIOO0
Oepaneiog tv 52 gfdopadmv oty post-hoc avaivon (Ilivakog 4).

270 KOPLO TEMKO GNUELO TNG AMOTELEGUATIKOTNTOC, 1) Oopopd 61N Bepaneio petald folavesopcévng
KOl EIKOVIKOU POPUAKOV OT HEGT] TOGOGTINI0 LETAPOAT TOV TPLYAVKEPIOI®V 08 KATAGTOOT) VIOTELNG
nrav -94% (95% CI: -122%, -67%, p<0,0001), pe peiwon -77% oand v opykn pétpnon (95% CI: -
97, -56) ot acBeveic mov EhaPav foravesopcévn kat pe avénon 18% amd v apykn Ty (95% CI: -
4, 39) oe aoBeveig mov Erafav ekovikd eappako (ITivakag 4).

IMivakag 4: Méon peraforr] omd TNV apyiky] HETP O OTA TPLYAVKEPIOLO 6 KATAGTAGT)

vnoteiog 6TV EAEYYONEV NE EIKOVIKO @dppoko perétn @dong 3 og aobeveic pe
FCS tov pijva 3 (APPROACH)
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Ewkoviké ¢appoxo Bolavecopoévn Zyeruciy 5,“,1(POP(2 ot
(N=33) 285 mg uawBoM} svuvnl TOV
(N=33) ELKOVIKOV QUPUIKOD
LS (ehdyota
TeTplyva) pHéon
£KOTOOTLONN, +18% (-4, 39) -77% (-97, -56) -94%%* (-122, -67)
petaforn (95%
CI)
LS péon amdivtn
UEToBoAA (95% | +92 (-301, +486) me/d] -1.712 (-2.094, - -1.804 (-2.306, -
CI) mg/dl 1} +1 (-3, +5) mmol/l 1.330) mg/dl 1.302) mg/dl
mmol/l ’ -19 (-24, -15) mmol/I -20 (-26, -15) mmol/l

*oyun p < 0,0001 (kOpro TeAKO ONUEID ATOTELEGUATIKOTITOC)
Awpopd= LS pécog 6pog tov [% petaforn pe Bolovesopoévi — % UeTABOAN LE EIKOVIKO PAPUOKO]
(povtélo ANCOVA)

H évap&n g peiowong frav tayeio pe Stoy@piopd amd TO EIKOVIKO QAPLLOKO TOL NTAV ELEOVIS 0N
amo Tic 4 efoopddeg Kat 1 HEYIOTN avtamokpion Tapatnpiinke otig 12 efdouddec, pe kKAvikd Kot
OTOTIOTIKA CTIOVTIKT pelmon Tov tpryAvkepidiov va dtotnpeitot yia Tig 52 gfdopndadec (Ewova 1). H
HEOM €KOTOCTIONN PETOPOAT TV TPIYAVKEPLOIMV GE KOTAGTOON VIOTELONG TTAV OTLOVTIKA OLOPOPETIKN
petall 1oV oKeEADV TG BOAOVEGOPGEVIG KOl TOL ELKOVIKOD QOPUAKOL 6TOVG 3, 6 Kot 12 pnvec. Xto
oKEAOG NG Poravesopcévng mepthapfdvoviav acBeveic mov dev elyav oOAOKANPMOGEL TN ANYT| TOV
Qapurdrxov aAld mov eméotpeyay yio aloloynoels Katd t dudpketa 52 gfdouddmv g perétng. Agv
VPOV CTUAVTIKEG OL0UPOPES GTIV OMOTELECUATIKOTNTO TNG Oepameiog yio TOVG TaPAyOVTES
OTPOUOTOTOINGNG TOV A.POPOVGAV GTNV TOPOVGIN 1) TV OTOVGI0 GLYYOPTYOVUEVOV OUEYA-3 ATOPOV
o&Emv M QLUTPATOV.

Ewova 1: LS péon ekaroctiaio petafoi] 61a TpIyAvKEPidla 08 KATAGTOON VI|OTELNS OT)
perétn @aong 3 oe acBeveic pe FCS (APPROACH)

Ekatootiaio petaBoAn amnd tnv apxikn LETPNon ota TPLYAUKEPISLO O€ KATAOTOON VNOTELAG:
YrooUvoho a.cBevwy xwpig eNeidelg ota TeAkd onpeia, oet MARpoug avdAuong

,
) —— T T —
10% —_ — ——
— - I T e -
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; b O @ \\aylivra

-20% ' dappako
i
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-50%

-60%
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LS péon % petaBoAn oo tnv apxikn LETPRoN

0 2 ' 4 6 8 10 12
Mnvog

[Mopovcraletan n LS péon ekatootiaio petafoir amd v apyikn LETPNOT oTA TPLYAVKEPIOIN GE
Katdotoon vnoteiog pe fdon o TapatnpodpeEV dESOUEVO.

Awpopd = LS pécog 6poc tov [% petaforn pe folovecsopoévi — % HeTaPOAN [E EIKOVIKO PAPUOKO]
(povtého ANCOVA)

T p and 1o poviého ANCOVA <0,0001 katd tov puiva 3 (kupto tehikd onpeio
OTOTEAECUATIKOTNTOG), TOV punva 6 Kot Tov piva 12
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Emunpdcbeta amoteléopata yio TNV OmOTEAEGHOTIKOTITO GYETIKG LE TIC LETOPOAEC OTA TPLIYALKEPISIO
napovctdovral otov [livaka 5. O tepiocotepol acbeveig mov Elafav Polovecsopaévn mapovciocay
KAWVIKG oNUavTiKn peimon ota TptyAvkepidta.

ivakog 5: EmnpdécOeto amoteréopnota yio peTaforic ota TPLyAVKEPIOLN 6T peAiTn
APPROACH (x¥ptro 1ehk6 onpeio Tov piva 3)

Mapapetpog Tov pive 3¢ Ewkoviké ¢appoko Bolaveoopoévn 285 mg
(N=31) (N=30)

IMocoo1d 0c0evav? pe

TPLyAvKEPIOIN GTO TAAGUO O

Katdotoon vnoteiog <750 mg/dl 10% 7%

(8,5 mmol/)*

ITocootd acBevadv’ pe >40% ota

TpryAukepidio o€ KoTdoToon 9% 88%

vnoteiog**

*To teMKo ornpueio Tov pnva 3 opioTnKe MG 0 HEGOG OPOG TV 0EIOA0YNCEMV TG Efdopndadog 12
(Hpépa 78) ko g efdopddag 13 (Huépa 85) oe kardortaor vnoteiag. Edv Aeinel 1 emiokeyn, 101e
N GAAn Ba xpnoiponombel mg To TEAIKO onpEio.

P O mapovopaoTiG Y10 TOV EKOTOGTLH0 VTOAOYIGUO HTOV 0 GUVOMKOS aplOpds Tmwv 0c0evdy oe FAS
Le apykn T TpryAvkepdiomv o katdotaon vnoteiog >750 mg/dl (1 8,5 mmol/l) oe kdBe opdda
Oepameiog.

" O TOPOVOLOGTIG VIO TOV EKOTOCTIONO VTOAOYICUO TAV O GLVOAIKOS aptOdC TV acbevav oe kdbe
opado Bepamneiog.

* oy p = 0,0001

**oun p <0,0001

Twéc p amd T0 LOVTEAO AOYIGTIKNG TOAMVIPOUNONC LE TN Bepameia, TNV TOPOVGIN TAYKPEUTITIONS KOl

TNV TOPOVGI0 CLYYOPNYOVUEV®Y OUEYN-3 MITap®V 0EEMV KOVT QUUTPATOV MG TAPAYOVTES, KOl LE TN

AOYOPIOULKE TTPOCAPLOGIEVT] OPYIKT TIUT TPLYAVKEPLOIOV (OC GUUUETOPANTY.

2 peiétn APPROACH, n apBuntikn enintoon tng maykpeatitidog oe aodeveig mov Ehafav
Bepaneia pe folavecopoévn NTav YaUNAOTEPT GE GUYKPLON LE TO EKOVIKO Qappako (3 acBevei

4 meprotatikd og 33 acbeveic oe gikovikd eappako évavtt 1 acBevn 1 mepiotatikod o 33 acheveig oe
BoAavesopaoévn).

H avéivon tov ac0evav e 16TopIkd TEPIGTATIKOV LTOTPOTIALOVGOC TAYKPEATITIONG (>2 TEPIOTUTIKY
ota 5 ypévia pv omd v Huépa Meréng 1) katédei&e onuavtiky peimon 6to eneicdola
TOYKPENTITIONG 6TOVG 0oBeveig mov hafav folavesopcévr 6e cOYKpPLoT e Toug acbeveic mov EAafav
gKoviKo gdppoko (p = 0,0242). v opdda g foravesopcévng, and Tovg 7 acbeveic mov elyav 24
emPeforopéva enelcdO0 TAYKPEATITIONG KATA TO TPONYOVLEVA 5 YpOvid, KavEVAS amd Tovg acbeveic
OgV TOPOLGINGE EMEIGOOI0 TAUYKPEATITIONG KATH TN SIAPKELL TNG TEPLOdOL Depaneiog TV

52 gfdopddmv. Xtnv opudda Tov EIKOVIKOV papudikov, arnd Toug 4 acbeveic mov giyav 17
emPefaropéva ene106d10 TAYKPEATITIONG KATA TO TPOTYOVLEVO 5 ¥povia, 3 acbeveig mapovciocay 4
eNeI0O010 TAYKPEATITIONG KATA TN d1dpKeLa TG TEPLOd0L Bepaneiog Tv 52 efdopddwv.

Melétn eméxtoons avoiktig exionuovens oe aobeveic e FCS

H peiérn CS7 elvan o ToAVKEVTPIKY], OVOIKTNG EMIoNIAvVONS HEAETN eréktaong Ddong 3 mov Exet
oYEO10.0TEL Y10, TNV A&LOAOYNOT TG AGPAAELNG KO TNG OMOTEAEGUOTIKOTITAG TNG YOPIYNONG KL TNG
TOPOTETAUEVNG XOpNYNoNS Le Poravesopaévn o acbeveic pe FCS. OAot ot aoBeveic mov evidybnkav
glyav Non ovppetdoyet otn pedétn APPROACH, 1 ot peiétn CS16, ) rav véor acBeveig pe FCS
Kot glyav oOLOKANPAOGEL TIG AELOAOYNGELS Y1 TV KATAAANAGTNTE TOVG TPV amd TN Aqyn
Boiavecopaévng 285 mg pia @opd Trv EBOOUASN. GE UEIMUEVT] GUYVOTITA Y10, AOYOLS AGPAAELOG 1)
OVEKTIKOTNTOG TOL TPOGO1opilovTiay TNV EVOEIKTIKN UEAETT TOVG. ZUVOAKA 68 acOeveic £xovv AdPet
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Oepancio og avty T peEAéT meprapPfavovtag 51 acBeveig mov dev giyov AaPel mponyovHEVMG
Oepaneia, 14 acbeveig mov elyav AaPet foravecopaévn atn pedétn CS6 kot 3 acbeveic mov giyav
AGBel Boravesopcévn ot perétn CS16. [Mevivta acbeveig eiyov daomn g doong, 45 elyav
Tpooapuoyn g doong kot 41 giyav 1660 dl0Kom 660 Kol TPOSAPLOYH TG dOONG.

Agdopéva amod ) perétn CS7 mapéyovratl otov Ilivaka 6. H mocootiaia petafoln ota tpryAvkepidia
0€ KOTAOTOON VNOTEIOG a0 TNV apyLKT LETPNOT] TG APYLKNG LEAETNG émG ToV MTval 3 TG avolkTig
gmonuaveng yuo tovg aobeveig ot perétn APPROACH kot tovg acbeveig oe folavecopoévn ot
perétn CS16 frav -49,2% ko -64,9%, avtictoyya. H mocootioia petafoln ota tpryAvkepidto o
KOTAOTOOT VNOTEIOG GO TV apyIKN LETPNOT] TNG APYIKNG LEAETNG EmG TOV pnva 6, Tov uiva 12 kot
ToV Unva 24 NG ovVoIKTNG EMGNUAVOTS Yo TOVG acbevelg oe Polavecsopaévn ot pedétn APPROACH
nrav -54,8%, -35,1% ka1 -50,2%, avtictotya.

Mivakag 6:  Ilepinqyn TOV TPLYAVKEPOIOV 6€ KaTAoTAON Vijeteiog (néon (SD, SEM), mg/dl)
£vavti Tov 1povov otn perétn CS7 (N=68)

Xpoviko Opada wov dev giye Mafer AocOgveig o€ folavecopoévn CS16 Poravecopoévy
onueio nponyovpéveg Oepameio ot perétn APPROACH (evOEIKTIKN peréTn KOTA
(nerETN avVOIKTIG (evOEIKTIKN pneréTN KOTA TNV v évapén’, N=3)
EMGNNAVONS KATE TNV évapEn®, N=14)
évapEn”, N=51)
% %
Hopatn | peraforn Hapatn | % peraforn Hopatn | peropoin
povpevn amo TV povHEVY amo v povpevn omo TV
n TN évapln n TN évapén n T évapén
Apywn 2341 2641 2288
pétpnon® 51 (1193, - 14 (1228, - 3 (1524, -
167) 328) 880)
Mivoe 3 4o | 80464, | 98 | 1821626 492348, | | 855(651, | 649 0L,
82) (37,0, 5,4) (812, 9,3) 376) 5,3)
217)
Mnvag 6 1032 455 1248 548 (238, 1215 -43.0
49 (695.99) | (42.9,6.1) 13 (927, 6.6) 3 (610, (19,7,
’ 7 257) ’ 352) 11,4)
Mnvag 12 1332 1670 1351 -41,6
45 (962, (4‘;326’2 6) 12 (1198, _35’113(;)5’6’ 3 (929, (36,3,
143) T 346) ’ 536) 21,0)
Mnvag 15 1328 356 1886 26,5 (574, 1422 34233,
34 (976, (48.1,8.2) 10 (1219, 18.1) 2 (190, 16.5)
167) T 386) ’ 135) ’
Mnvag 18 1367 1713 1170 -24.0
27 | (938, “ 5'367’2 ) 7 | (1122, '381‘;(23)2’2’ 2 (843, (31,9,
181) > 424) ’ 596) 22,6)
Mnvag 24 1331 -40,5 1826 502 (3222, 1198 -26,3
21 (873, (474, 5 (1743, 14.4) 2 (1177, (56,0,
190) 10,3) 780) ’ 832) 39,6)

* Ot apykéG TIUEG Yo TNV Opdda. Tov dev glye AaPetl Tpornyovpuévag Bepaneio eAnedncay and
UEAETN avolkTng emonpoavong CS7 kot ot apyikég TYESG Yia TIG OUAdEG TNG POAAVEGOPGEVIC OTN
perétn APPROACH «on ot perérn CS16 enednoay amd v aviictoryn EVOEIKTIKY LEAETT.

HAuwcuwpévor
2115 KMvikéG peléteg cupmepinednkay 4 acbeveic pe FCS niwciog 65 etdv mov Elafav

Boiavecopaévn oe Tuyonomotpéveg ereyyoueveg peréteg (nerétn CS2 pdaong I, 1 acbevng,: perétn
APPROACH 3 acfeveic) ko 6 acBeveig nhikiog 65 eTdv Kot Gvm oTr HEAETN ETEKTOCTG AVOIKTNG
emonuaveng (CS7). Zvvolikd dev mopatnprionKav dtapopég oy acedAeia TV
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OTOTEAECUATIKOTNTA LETAED QVTOV TV acHeEVAOV Kol VEOTEPMOV AoBEVDV, ®GTOGO T dedoUEva Etvat
TEPLOPIOUEVA GE OVTOV TOV VITOTANBLGLO.

Hodratpikdg minbucuog

O Evponaikdg Opyoviopoc Oapudkmy Exel dmoel ovooAn amd TNV LIOYPEWGCT VIOPOANG TV
OTOTEAECUATOV TV HEAETAOV LE TN POAOVECOPGEVT OE Lo 1] TEPLOCOTEPES VITOKATIYOPIEC TOV
modLoTpko TANBVo oD oTn Bepameio TOL GVVOIPOLLOL TG OIKOYEVOVC YVAouLKpovarpiag (BAéme
Tapdypo@o 4.2 Yo TANPOPOPIES GYETIKA UE TNV TOLSIUTPIKT YP1oN).

AVT0 TO POPUOKEVTIKO TPOTOV £XEL £YKP1Oel e TN S10dIKOGI0 TOL OTMOKAAEITOL «EYKPIOT) VTTO OPOVGH.
Av16 onpuaivetl 0Tt avapévovtol TePIeGOTEPES AMOOEIEELS GYETIKA [LE TO POPUAKEVTIKO TPOTOV.

O Evponaikdg Opyaviopog @apudkmv Ba agloloyel TOLAGYIGTOV ETNGIOC TIG VEEG TANPOPOPIES Yo TO
POV PUPUAKEVTIKO TPOioV Kat 1 Ttapovca [epiinyn tov Xapaktmpiotikadv tov Ipoidvtog Oa
EMKALPOTOLEITOL AVAAOY®G.

5.2 ®appokokivnTikEG 1010TNTEG

Amoppdonon

Metd amd VTodoplo. EVEST], Ol LEYIOTES GUYKEVIPAOOELS TNG fOAOVEGOPGEVIG GTO TAAC LA
emTuyydvovTon Tumikd o€ 2 £o¢ 4 mpeg. H amdiv Prodiabeciuotnta e PoAavecopcévng LETA ad
eamaé vwodopila yopnynon eivarl tepimov 80% (katd mdoa mbavoTTa VYNASTEPT, ETEN
ypnopomomOnke pio AUC and 0 ¢ 24 dpec ka1 foAavecopoévn €xel numepiodo {ong

>2 gfoouddeg).

Metd amod pio 06om 285 mg pia popd v fdoudda o acbeveic pe FCS, n extiudpevn yeopeTpiky
péon (ovvieleotnc Tpomomoinong % Tov YEMUETPIKOD HEGOV) GUYKEVIPWOOT] Crax O€ 0TOOEPN
kotdaotaon givon 8,92 pg/ml (35%), 1 AUCo.168n €tvar 136 pg*h/ml (38%) ko 1 Cirougn €tvort 127 ng/ml
(58%) o€ acBeveic mov TAPAPEVOLY APVNTIKOL Y10l AVTIGAOUOTA KATO TOV QopuiKov. Eva evailoktiko
d0c0A0Y1KO oyfua pe 285 mg Bohavecopoévns kdOe dvo efdopddeg Exel oG amoTéAeGUA Cirough,ss
nepinov 58,0 ng/ml pe ™ Crmax Kot v AUC va. givot mopOoUoleg o€ GUYKPLON UE TO 0GOAOYIKO GYNUA
g xYopnynong pia eopd v efdoudda.

Koatavoun

H Bolavecopoévn katavepndnke ToydTOTo Kol EVPEMS GTOVG 1I6TOVG UETA Ao LTOOHPL 1] EVOOPAEPLN
yoprynon o€ 6Aa ta €161 mwov a&oroynOnkoy. O ekTIOUEVOS GYKOG KOTAVOUNG o€ oTafepn
katdotoon (V) o aceveig pe FCS eivar 330 1. H folavesopcévrn deoUeDETOL EKTETAUEVO LE TIG
TPOTEIVES TOV avOpdOTIVOL TAAGHATOG (>98%) Kan 1) oOVdEoT glvar aveEApTNTN OO TN GVYKEVIPOOT).

In vitro nerétec Katadekvoouy 0t 1 foAavecopaévn dev ival LTOGTPOLN 1) AVOGTOALNS TNG
P-yAvkompwrteivng (P-gp), g mpwteivng avtictaong otov Kapkivo tov pactod (BCRP), tov
TOAVTENTIO OV peTopopds opyavikav avidviov (OATP1B1, OATP1IB3), g BaiPidag
amedevfépwong yorkav oddtov (BSEP), tov petapopénv opyavikav katwoviov (OCT1, OCT2), 1
TOV PETAPOPE®V opyoviKaV avioviov (OATI1, OAT3).

Buougtooynuatiopde

H BoAiaveocopoévn dev givar vrootpopa yio to petafoiiopd tov CYP kot petaforileTon o€ 16T00G

oo eVvOOVOVKAEAGEG OYNUOTILOVTOG LIKPOTEPO GE UNKOC OALYOVOUKAEOTIOW TO OO0 BT GUVEYELN
€lval VTOGTPOUATA Y10 EMTAEOV PETAPOAIGUO amo eEwvovkiedoes. H apetafintn folavesopcévn
€lval To KOPLO GLOTOTIKO GTNV KVKAOPOPIO TOV OiOTOG.

In vitro nerétec vmodetkvbovv 0TL 1 PoAavesopoévn dev givar avactoréag tov CYP1A2, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1, 1 CYP3A4 1 enayoyéog tov CYP1A2, CYP2B6,
n CYP3A4,
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AmofoAn

H amoPfoin mepiiapfavet 1o petafoAoid 6Tovg 16TOVG KaBmG Ko TNV amékkplon ota ovpa. H
avEKTNON TOL UNTPKOV PAPUAKOL 6T 0Vpa NTOV TEPLOPIGUEVT o€ avOpdmovg pe <3% tng dOoNS oV
yopmyeitar vrodopiwg va £xel avaktn el evidg 24 mpodv petd  yoprynon e 66onc. To puntpikd
QAPLOKO Kot 01 LELOUEVOL KATA Spepels Eoc 7pepeic aAvoideg LeTABOMMTES AVTITPOGMOTEVOVY TEPITOL
70 26% Kot 10 55% TV 0AlyOVOUKAEOTIO MV OV avaKTHONKAV GTO 0Vp0., avTicTolyo. MEeTd amod
VITOJOPLA YOPTYNOT, 1| TEAKN MpTEPiodog (oNg amékikpiong ival mepinov 2 €mg S efdopddec.

210 {oa, 1 anékkplon g foravesopsévng ftav Ppadeia kat £yve Kuplog HEG® NG amEKKPIoNG OTA
obpa, avtimpocmreLovTos Tayeln kdbapon oto TAdcua Kupimg 6Tovg 16Tovs. TOco 1 fodavecopoévn
060 Kot ot Bpoyvtepot oAtyovovkAeoTiduol petaforiteg (kupiog 7uepeic petaforiteg (mov
TPOKVOTTTOVV gite amd 3'-d1ypaég gite amd 5'-010ypapéqg)) TavTomodnkay ota ovOpdTIve 0vpa.

TpoppkdTnto/un ypouukoTnTo,

H pappokoxivntikng g folavesopsévng HeTd amd e@amal Kot TOAATAEC SOGELC o€ VYLElC €0eAOVTES
Ko acBevelg pe vreptprylvkeprdopio €xet katadei&et 0t 1 Crax TNG foAavecopcévig eivat avaioyn
g 060MC Yo €vo e0pog d6cewv amd 100 £mg 400 mg kot 1 AUC givar eha@padg peyardtepn omd v
avéioyn g d6omg yia 1o 1010 e0poc docemv. H otabepn kotdotaon emtevydnke nepimov 3 punveg
petd v évapén g Poravecopcévng. [lapatnpndnke cusomdpevon 6TV Cirough (7TAAGIO E®G
14mAhdoia) Kot EAdyiotn g KaBoAov avénon otV Crax 1 TNV AUC petd and efdopadiaio yoprynon
d6cemv vtodopimng omd 200 mc 400 mg. Iapatnpndnke kdnown cvocdpevon oty AUC kot TV Crax
yia 06c¢e1g and 50 £wg 100 mg. Kabog 1 yopnyoduevn d6om Oa givor ta 285 mg kabe 600 efdopdoeg,
N ta 142,5 mg ke efSopdda, avapévetar eAdyiomn avénor oty Crax ) v AUC petd and
YOPNYNOT TOAAATA®Y SOGEMV GE KAVIKO TANIGLO.

Edwoil mAnbvopuol

Negppixy ovoieitovpyio

Mio @oppoKoKivn Tk avaAivorn TAnBucpod VTodekvhEL OTL 1 HTTLOL KOL 1] HETPLO VEPPIKT
duodeltovpyia dev £yl KAVIKA OYETIKN EMOPAOT 0T GLoTNUOTIKY £kBeon g PoAavecopoévng. Aev
vrapyovv dabéciua dedopéva og acbevelg pe Papid veppikn duchettovpyia.

Hromirn dvalertovpyio
H pappaxoxivntikt g foAavecopoévng o€ acBevelg pe nrotikn duchertovpyia eivar Ayvoo.

Hlixia, pdlo, fapog ko pvin

Me Baon tn eopuakokvn Tk avdivon TAnfucpon, n nikio, T0 coPatiko Bapog, To OAO 1 1| GLAN
dev &rouv KAVIKA oYeTIKY emidpac otny £kBeon T Pohavecopoévne. YTapyovv Teplopiouéva
dedopéva og acbeveic nlkiag >75 etdv.

ZANUOTIOUOC OVTICOUATOV KOTA TNS BOANVEGOPGEVNC TOV eXNPEGLOVY TH QOO UOKOKIVNTIKN

O oYMUOTIGUOG AVTICOUAT®V TOV GUVIEOVTOL UE TI POAOVECOPTEVT PAVIKE VO 0LEAVEL TH GUVOAKN
Clrough kTt 2 €006 19 popéc.

5.3 IIpoxivikd d0€dopéva Y10, TNV 0.6QALELN

Ta pn KAvid dedopéva dev amokaAVTTOLY 110iTEPO Kivovvo Yio Tov dvBpwmo pe Baon Tig
GUUPBUTIKEG LEAETEC POUPUOKOAOYIKNG CPAAELOG, YOVOTOEIKOTNTOG, EVOEYOLEVIG KOPKIVOYOVOL
dpdong, TOEIKATNTOG GTNV OVATOPAYDYIKY] IKOVOTNTA KOt AVATTUE.

e peréreg emavarappovopevov docewv oe mBnkovg Cynomolgus mopatnprfniay docoeEaptdeveg
KoL YPOVOECOPTOUEVES LEIDGELG oTOV aplfud Tov aponetoriov. H peioon ftav otadiokm,
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ovtomeploptlOpeVn Kot dev LEIDONKE GE EMIMESO TPOKANGNG AVETIOVUNT®V EVEPYELDV. X
HepovoUEVOLG TTBMKoVg, onuelddnke Papid Opoppomevia katd tn peAéTn didpkelng 9 unvav oe
opadec mov EdaPav Bepameio pe KAVIKA oyeTikég eKBEGELG Kot £xEl emiomng mapatnpOel o€ KAMVIKEG
peréteg. H peimon otov aptBud tov aponetoriov dev ftav o&eila Kot EPTacE o€ EXINEDO YOUNAOTEPO
omd 50.000 kotrapa/pl. Ot apiBuol ToV GPOTETAAI®V OTOoKOTAGTAONKAY HETE OO TN OLOKOTY TG
Bepaneiog, oALG petdOnKov Eava kKatm and ta 50.000 kdtrapo/pl petd v emavévapén g Oepaneiog
o€ oplopévoug o Kovs. Mewwpévor aptBpol arponeTormy mapoatnprOnkay eniong oe pekéteg
gnovolopuPavopevov 60cemv o€ TpOKTIKA. O TPOTOG dpAGNG Y1 TNV TAPUTNPOLUEVT Opoufomtevia
dev givatl Yyvootog entl Tov TopovTod.

Xe un KMvikég pelétec, Ta emineda e PoAavecopcévng 6To YéAa Tav ToAD Yaunid og OnAalovteg
ToVTIKOUS. Ol GLYKEVIPDOGELG 0TO YA TV TOVTIK®V NTav >800 @opég YaunAotepes amod Tig
OTOTEAECLLATIKEG GUYKEVIPMGELS GTOVG 16TOVG GTO UNTPKO NTTap. AOY® TG YOUNANG 0O GTOUATOG
Brodrabecipudmrag g Polavesopaévg, Bempeital amiBovo avTég ol YaUUNAES GUYKEVIPAOGELS GTO
YGAa vo, 001 YNGOLY G€ GuoTNUATIKY £kBeon amd T yodovyia (BA. mapdypapo 4.6).

6. OAPMAKEYTIKEX TIAHPO®OPIEX
6.1 Katdhroyog ekdoymv

Ydpo&eidio tov vatpiov (o tn pvuion tov pH)
Y dpoyrwpukd oD (Yo T pBuiom tov pH)
"Yomp o gvéoiua.

6.2 AovppatotnTeg

EX\eiyel peletdv oyetikd pe tn cupfototnta, T0 Topodv QUPUOKEVLTIKO TPOTIOV OEV TPEMEL Vo
OVOPLETYVOETOL e OAAO POPLLOKEVTIKE TPOTOVTAL.

6.3 Awgpkero {ong

5 ypévia.

AVT0 TO PUPUOKEVTIKO TTPOTIOV umopel va Pyet amd o yoyeio kot vo puAayBei, oto apyikd Kovti, o€
Bepuokpaocio dmpatiov (kdtw v 30 °C) yia £og kot 6 fdopnddes. e avti TNV MEPIOd0 TOV

6 efoopadwmv, uropel va euioydel avaroya pe Tig avdykeg peta&y yoyeiov Kot Beppokpaciog
dopatiov (g kot 30 °C). AvTd T0 PAPUAKELTIKO TPOTOV TPETEL VO ATMOPPINTETAL AUECMG EAV OEV
ypMoLoron0el viog 6 efOoUdd@V amd TV TPMTN EOPa TOV apatpEdnKe amd TOV YuYOUEVO YDPO
puLagNG.

6.4 Iowirepes mpourdéers katd T @OLAEN TOV TPOIOVTOG
dvidooete og yoyeio (2 © - 8 °C).

Mnv katoyvyETe.
DvAdoceTe GTO APYIKO KOVTL Y10, VO TPOGTATEVETOL A0 TO MG,

6.5 ®@Vo1 Kol GVOTATIKA TOV TEPLEKTY
[poyepicpévn odpryya piog S6ong amd yvail tomov | pe otlkovodyo eAacTikd TOU ord
yAoPoPovTOHA0 Kot ToTobeTNUEVN PEAOVO. e KAAD LU, YELGUEVT DOTE VO, aodidet 1,5 ml

StoAvpuaTog.

Yvokevaoies plog TPoyEOUEVIC CVPLYYAG 1] TOAVGLOKEVAGIES OV TEPLEYOLV 4 (4 CLoKELOGIES TNG
1) mpoyeiopEveg GUPLYYEC.

Mmropei vo, unv KuKAOPOPOLY OAEG OL GLGKEVAGIEC.
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6.6 Iowitepeg mpo@uLAGEEIS amOppPLIYNS KOl GAAOG YELPIONOG

AVT0 TO POPUOKEVTIKO TPOIOV TPEMEL VoL eMBe@peitan omTikd mpv amd T yxopnynomn. To didhvpa
TPEMEL vaL givor StoyEg Ko dypmpo £m¢ avolktd Kitpvo. Edv to didAvpa eivol vepelmoeg 1) meptéyet
oputé COUATION, TO PAPUAKEVTIKO TEPLEYOUEVO deV TPETEL VO YopnyNOEl evEsLL Kot TO TPOidY
TMPEMEL VAL EMOTPUPEL 0TO QapuaKeio.

Xpnoponomote kGO TPOYEUGUEVT] GUPLYYO LOVO Uit POPE Kol GTN CLUVEXELN TOTODETNOTE TNV GTO
J0YEL0 Y10 TNV ATOPPLYN ALYUNPOV OVTIKELEVOV GOUPOVO, JLE TIG KOWVOTIKEG KOTELOVVTNPLEG 0ONYiES.

Kdabe ayxpnoiponointo eapuokevtiKd mpoidv 1 VITOAEYLUO TPETEL VAL ATOPPITTETOL COUPOVA LIE TIG
KOTO TOTOVS IGYVOVGES GYETIKES OLUTAEELG.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX

Akcea Therapeutics Ireland Ltd.

St. James House

72 Adelaide Road, Dublin 2

D02 Y017

Iphovdio

8. APIOMOZ(0OI) AAEIAX KYKAO®OPIAX

EU/1/19/1360/001

EU/1/19/1360/002

9. HMEPOMHNIA ITPQTHX EI'KPIXHX/ANANEQXHYX THX AAEIAX

Hpuepopnvia tpdng £ykprong: 03 Maiov 2019
Huepounvia tekevtaiog avavémong: 14 deppovapiov 2022

10. HMEPOMHNIA ANAOEQPHXHX TOY KEIMENOY

Agntopepeic TANPoQopieg Yio TO TOPOY QOPUOKEVTIKO TPOioV gival 100EGIIES GTOV SIKTVAKO TOTO
tov Evponaikod Opyaviouov Gapudkwmv http://www.ema.europa.eu.
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IHAPAPTHMA 11
INAPAXKEYAXTHX(EY) YIIEYOYNOX(OI) I'TA THN AIIOAEEMEYXH TQN
IHAPTIAQN
OPOI'H ITIEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH
AAAOI OPOI KAI AITAITHXEIX THX AAETAY KYKAO®OPIAX

OPOI'H NTEPIOPIXMOI XXETIKA ME THN AX®AAH KAI
ATNIOTEAEXMATIKH XPHXH TOY ®PAPMAKEYTIKOY ITPOIONTOX

EIAIKH YIHOXPEQXH OAOKAHPQXHY METEI'KPITIKQN METPQN I'TA THN
AAEJA KYKAO®OPIAX ME EI'KPIXH YIIO OPOYX
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A. HAPAXKEYAXTHX(EX) YHLEYOYNOX(OI) I'TA THN AIIOAEEMEYXH TQN
IMAPTIAQN

Ovopo kot d1evfvvon tov(tev) TopackevaoTH(@V) oL givor vTevHVVOC(01) Y10 TNV OTOOEGUEVCT)
TOV TOPTIO®V

Almac Pharma Services (Ireland) Ltd
Finnabair Industrial Estate

Dundalk

Co. Louth

A91 P9KD

IpAavdio

B. OPOI'H IEPIOPIXMOI XXETIKA ME TH ATAGEXH KAI TH XPHXH

DoppokevTikd TPoidv yia 10 onoio amotteital mepopiopévn wtpikn cvvtoyn (PA. mapdpnua I:
[epiAnym tov Xopaktnpiotikedv tov [Ipoidvtog, mapdypapoc 4.2).

I'. AAAOI OPOI KAI AITAITHXEIX THX AAEIAY. KYKAO®OPIAX
e Ex0fcseig Ileprodwiig MapakorovOnong e Acpdirerag (PSURS)

Ot amoutioelg yo tnv viroPoAn twv PSURS yua 10 v Ady® @oppokevtikd Tpoidv opiloviatl 6Tov
KaTdAoYO UE Tig nuepounvieg avapopds e Evoong (katdloyog EURD) mov apatifeton oty
Tapdypoeo 7, Tov dpbpov 107y, tng odnyiag 2001/83/EK kot kdOe eraxdlovdng emkaiporoinong
OTMG OMLOCIEVETAL GTIV EVPAOTOTKT SUCTVAKT] TOAT Y10l TOL POPLLOKOL.

O Kdroyog Adetag Kvkiopopiag Oa vroPdiiel tnv mpdtrn £kBeon meplodikng mapakorovnons g
acQOAEiNG Yio TO TPOidV péca o€ 6 Pveg and v EyKpion.

A.  OPOI'H HEPIOPIZMOI XXETIKA ME THN AX®AAH KAI AIHOTEAEXMATIKH
XPHZIH TOY ®APMAKEYTIKOY ITPOIONTOX

e Yy£010 oroyEiprong Kivovvovy (ZAK)

O Karoyog Adelag Kukhogpopiag (KAK) Ba die&aydyet Tig amoitodpeveg SpacTnploTnTeS Kot
TOPEUPAGELG PUPLOKOETOYPVTVIIONG 0TS Tapovstdlovtal 6to cupenvndéy XAK wov
mapovctdleTar otny evotnta 1.8.2 g doelog KukAopopiog Kol 0olecdNTOTE EMAKOAOVOEG
gyKekplévec avabempnoelg tov ZAK.

"Eva emkatporompévo LAK 0a npénet va katatedei:
e et oo aitnua tov Evponaikod Opyoviopod Oappdxmy,
®  0OnOTEONMOTE TPOTOMOLEITAL TO CVGTI LA JlaEIPIONG KIVOVUVOL, EIOIKA (O OTOTELEC O AMYNG
VE®V TANPOPOPLDOV TOV UTOPOVV VO ETUPEPOVY CTUAVTIKT OAAXYT) OT1 GYECT) OQEAOVC-
KWvOOVOL 1 00 ATOTEAEC O, TNG EMITELENG EVOC GNLOVTIKOD OPOGTILLOV
(popuaxoemoypbmvnomn 1 ELAYLGTOTOINGT KIVODVOD).

e EmnpécOcto pétpa eroytotomoincng Kivdvuvou
Ipwv and v KuKhoeopia tov Waylivra oe kd0e Kpdtog Mélog, o Katoyog Adetag Kuihopopiag
(KAK) mtpémel vo COLLQOVNOEL GYETIKA [LE TO TEPLEXOUEVO KOl T LOPPY| TOV EKTOLOEVTIKOV

TPOYPALUUATOC, COUTEPIAUUPOVOUEVOV TOV HECHYV EMKOIVOVING, TOV OPp®V SLVOUNG KOl
OTOL®VONTOTE AAAWDV TTUYDV TOV TPOYPAUUATOC, LE TNV Apuddia EBviki Apyn.
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O oK0omOG TOV TPOYPALLATOS EIVAL VO TOPAGYEL TANPOPOPIES GYETIKA [LE TOVG KIVOHVOLG TNG
Opoppomeviag kat TnG AOpPayias, Vo GUUBOVAEYEL GYETIKE LLE TNV TOPOKOAOVONCT TOV
OLUOTETAAI®V KOl VO TAPATYEL AETTOUEPT] GTOXELD OYETIK [LE TOV OAYOPIOUO AVATPOCAUPUOYNS
GLYVOTNTOG TG OOGTC.
O KAK 6a pénet va dacparicel 6t1 o kdBe Kpdrog Méhog 6mov to Waylivra kokAogopei oty
ayopd, 6Aot ot emayyelpaties vyelag, ol acBevels Kot oL POVTIGTEG TOL OVAUEVETAL VAL
GLVTOYOYPOPTICOVY, YOPTYICOVV Kol ¥pnoiponomacovy to Waylivra éyovv mpocfacn oe/éxovv Adfet
70 akOAOVO0 EKTASEVTIKO VAIKO:

e  Exmadeutikd vAIKO 10Tpoh

o Tlaxéto mAnpopopidV yio Tov acbevi

o To ekma10evTIKO VAKOG 10TPOV TPENEL VO TEPLEYEL:
o Tmv Iepiinyn tov Xapokmpiotikdv Tov [Ipoidvtog
o Odnyod yia tovg emayyelpotieg vyeiog

o O 001Y6G Y10 TOVG EMAYYELRATIES VYELOG TPETEL VO TTEPIEYEL TOL 0KOAOVON Pacikd GTotyEln:

o Zyetkég mAnpopopieg yio t Opoppomevia kot T Papid crpoppayio

o Aemtopépeteg yo tov TANBLGUO pe vyMAOTEPO Kivduvo Yia Bpopfomevia kot opopporyio
(m.y. dropo pe Bapog wkpodtepo v 70 KILdV), Ko acBeveis yio Tovg omoiog
avtevoeikvotarl to Waylivra (dnA. acBeveig pe ypovia 1 aveEnyntn Opopporevia)

0 ZVOTAGELS Y10 TNV TOPOKOAOVONON TOV OUOTETOAI®V CUUTEPILOUPAVOUEVOV TOV
ovoTdoemv Yo poouon T 60c0A0YiNG, TOGO TPV OGO Kol KATE TN O1GPKELN TNG
Bepamneiog.

o Ot otacBeveic Ba npémel va evruepdvovtot yia tnv milfavotnta Opopfomeviag kot va
avalnTodv apécms TPk PPOVTION G TEPIMT®MON ePPavions onueiov apoppayiog.
[pénet va vrevBvpiletan otovg aobeveig va dtafacovy 10 GOALO 0dMNYLDV Yo TOV 0c0eVN
Ko Tov 001Y0 actevodc/ppovTioTy.

o H éudpketo g Bepameiog mov kaAdmTeTon amd Kdbe cuvtayn TPETEL va glvar ovaAoyn pe
TN GLYVOTNTAG TG XOPNYNOTG 00GEMV Kot TNG TapakolovBnong g Bepaneiog pe
BoAavecopaévn, kat va evBappOveL TV THPNOT CLTHS.

o IIAnpoogopieg oxetikd pe To pntpmo acBeveiog g FCS kat tn peteykpiriky perém
acpdrelag (PASS) kot ™ onpacio mov £xel 1 GOUPBOATY G€ AVTEC TIG MEAETEC.

e To makéTo TANPOPOPLAOV YI0 TOV 0.60EVY] TPETEL VO TEPIEYEL:
o ®OALO TANpOPOPLOV Y10 TOV 0oOEVT
o Odnyod acbevoig/ppoviiom

e O 00ny6g 060evoOS/@povTIoTI] TTPETEL VO TTEPLEYEL T, 0kOAOVOA Pacucd umvopaTo.:

o Zyetikég mnpoeopieg Yo tn Opoppomevia kot ™ Papid apoppayio

o Tn onpocio ¢ TapaKoAovdNcng TOV ETTESMY TOV AUOTETAAIDY

o Tnv mbBavi avaykn ya Tpocapproyn g 60ong 1 Tpocwpvég dlakomes TS Bepameiog
Baocel TV amotelecPATOV TV EETACEDV AUOTETAM®Y

o Tnv avéykn va yvopilovv Kot va givol 6€ ETPUAAKT Y100 TO. GUUTTOUOTO TNG
Opoppomeviag, kot ™ onpacio dueong avalntnong fondelog omd emayyelpotio vygiog

o IIAnpogopieg oyetikd pe to untpmo acbeveiog e FCS kat tn pelétn PASS kot
evOGPPLVGOT VO GUUUETACYOVY GE OVTEC TIG MEAETEC.

o Noa avagépovv Toxdv avemBuuNTEG EVEPYEIEG TOV PAPUAKOV OE EMAYYEALATIO VYELOS

E. EIAIKH YHOXPEQXH OAOKAHPQXHX METEI'KPITIKQN METPQN I'TA THN
AAEIA KYKAO®OPIAX ME EI'KPIXH YIIO OPOYX

Agdopévov 6t autn gtvart e adeta Kukhogopiag pe £Ykpion vd OPOVG KOl GUUPMVA LE TO ApHpo

14-a tov xavoviopot (EK) apiB. 726/2004, o KAK 8o oloxkAnpdoet, evidg Tov SNAMUEVOD ¥POoVIKOD
TAGiov To akdAovBa péTpa:
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dte&aydyet kot vo bToBAAEL To omOTEAECUATO oG LEAETNG Pacel evdg Mntpdov
MPOKELEVOL Va a&torloynBel n acpdieia tov Waylivra yio t Opoufomnevia kot tnv
cpoppayia (copmepthapufavovioc TocooTd ENINT®ONG, BapvtnTa Kol EKPAcELS) G
aoBeveig pe FCS ocdppova pe T o0otaon 006M¢ Kot Tov aAyopifo d0ong, Kot vol
dtepeguvnBei ) Tpno” TG TEPUKOAOVONONG TOV AUOTETOAM®Y Kol TOV ATUITCEDY
MPOGUPUOYNG THG BOONG.

O artdv Ba dtc@arioel T pokpompdOecun mopakorovnon tov achevodv 6To
Mntpoo.

Heprypaoi) Avapevopevn
npepopnvia
M1 rropepfotikn peTeykprtiky perétn ac@daieras (PASS): o artdv mpénet va Q3 2026
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ITAPAPTHMA 111

ENNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. ENIIXHMANXH
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ENAEIZEIX ITIOY ITPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI - MONH XYXKEYAXIA

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Waylivra 285 mg evéoyo S1GAVL0. GE TTPOYEUIGUEVT] GUPLYYOL
Boiavecopoévn

‘ 2. XYNOEXH XE APAXTIKH(EX) OYXIA(EX)

Ka0e ml mepiéyer 200 mg vatprodyov foravecopcévng, mov wsodvvapovy pe 190 mg
BoAavesopaévng.
Ka0e mpoyepiopévn coptyya piog d6ong mepiéyet 285 mg Boiavesopsévng oe dtdivpa 1,5 ml.

‘ 3. KATAAOTI'OX EKAOXQN

Yomp o gvéoipa, vdpoyAmpikd o0&y kot vOPoeidlo Tov vaTpiov.

4. DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Evéoo didAvpa
1 mpoyguopévn cvpryyo

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Eopdmag yprion.
Awfaote T0 PUALO 0INYIOV XPNOTG TPV O TN YPNOT).
Yrodopa yprion.

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

Na puidooetal o€ BEom, TV onoia dev PAETOLY Kot dev Tpooeyyilovv Ta TAd1d.

‘ 7. AAAH(EY) EIAIKH(EYX) [TIPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEZHX

EXP

9. EIAIKEX YYNOHKEX ®OYAAEHX
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Ddvrdocete o€ Yyouyeio. Mnv kataydyete. Mropel va dotnpnbet o Beppokpacio dopatiov yio Emg Kot
6 efoopadec.
Huepounvia mpdtng gopdg mov Pynke extdc yoyeiov:

DVAAGGETE TN GVPLYYN GTO APYLIKO KOLTI Y10 VO TPOGTATEVETOL OTO TO PMC.

10. TAIAITEPEX IPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, EOOXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAETAY KYKAO®OPIAX

Akcea Therapeutics Ireland Ltd.
St. James House

72 Adelaide Road, Dublin 2
D02 Y017

IpAavdia

12. APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/19/1360/001
EU/1/19/1360/002

13. APIOMOZX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAEH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

Waylivra

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

A160106T0TOC YPOUU®TOS KDdKAG (2D) Tov pépel Tov TEPIANPOEVTO LOVOITKO aVayVOPIGTIKO KOOTKO.

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

PC
SN
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ENAEIZEIX ITIOY ITPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI - IIOAYXYXKEYAXIA ME BLUE BOX

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Waylivra 285 mg evécio S1GAV LA GE TPOYEMGUEVT] GUPLYYOL
Boiavecopoévn

‘ 2. XYNOEXH XE APAXTIKH(EX) OYXIA(EX)

Ka0e ml mepiéyer 200 mg vatprodyov foravecopcévng, Tov wsodvvapovy pe 190 mg
BoAavesopaévng.
Ka0e mpoyepiopévn coptyya piog 06ong mepiéyet 285 mg Boiavesopsévng o dtdivpa 1,5 ml.

‘ 3. KATAAOTI'OX EKAOXQN

Yomp o gvéoipa, vdpoyAmpikd o0&y kot vOPoeidlo Tov vaTpiov.

4. DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Evéoyo didlvpa oe Tpoyepucpévn coptyyo
IToAvovokevaocia: 4 (4 cvokevacieg Tov 1) Tpoyepiouéveg cOPLYyeS

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Eqdnag yprion
Awfaote T0 PUALO 0INYIOV XPNOTG TPV O TN YPNOT).
Ymodopia yprion

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

Na puidooetal o€ BEom, TV onoia dev PAETOLY Kot dev Tpooeyyilovv Ta TAd1d.

| 7. AAAH(EZ) EIAIKH(EE) TPOEIAOMOIHEH(EIE), EAN EINAI AMAPAITHTH(EE)

‘ 8. HMEPOMHNIA AHEZHX

EXP

9. EIAIKEX YYNOHKEX ®OYAAEHX
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Ddvrdocete o€ Yyouyeio. Mnv kataydyete. Mropel va dotnpnbet o Beppokpacio dopatiov yio Emg Kot
6 efoopadec.
Ddvidcoete T cHPLYYR GTO APYLKO KOVTL Y10l VO TPOGTATEVETUL OO TO PG,

10. IAIAITEPEX TIPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTON ®APMAKEYTIKOQN ITPOIONTQN 'H TOQN
YIHOAEIMMATON ITIOY IPOEPXONTAI AIIO AYTA, E©@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAETAY KYKAO®OPIAX

Akcea Therapeutics Ireland Ltd.
St. James House

72 Adelaide Road, Dublin 2
D02 Y017

IpAavdia

12. APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/19/1360/001
EU/1/19/1360/002

13. APIOMOZX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZH I'TA TH AIAOGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

Waylivra

17. MONAAIKOX ANAINQPIZTIKOX KQAIKOYX — AIXAIAZTATOZ TPAMMQTOX
KOQAIKAY (2D)

A16100T0TOC YPOUU®TOS KDdKAG (2D) Tov gépel Tov TEPIANPOEVTO LOVOITIKO aVOyVOPIOTIKO KOOTKO.

18. MONAAIKOX ANATNQPIZTIKOX KQAIKOX - AEAOMENA ANAI'NQQOXIMA AIIO
TON ANOPQIIO

PC
SN
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ENAEIEEIX ITIOY IPENEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EXQTEPIKO KOYTI - IIOAYXYXKEYAZXIA XQPIX BLUE BOX

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Waylivra 285 mg evéco S1GAV LA GE TPOYEMGUEVT] GUPLYYOL
Boiavecopoévn

‘ 2. XYNOEXH XE APAXTIKH(EYX) OYXIA(EX)

Ka0e ml mepiéyer 200 mg vatprodyov foravecopcévng, Tov wsodvvapovy pe 190 mg
BoAavesopaévng.
Ka0e mpoyepiopévn coptyya piog d6ong mepiéyet 285 mg Boiavesopsévng oe dtdivpa 1,5 ml.

‘ 3. KATAAOTI'OX EKAOXQN

Yomp o gvéoipa, vdpoyAmpikd o0&y kot vOPoeidio Tov vaTpiov.

4. DOAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Evéoyo didlvpa oe Tpoyepucpévn coptyyo
1 mpoyeuopévn cvpryya. Amoterel L€pog moAvovokevaciog, dev uropel va toindel Eeyowpiotd.

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Eqdnag yprion
Awfaote T0 PUALO 0INYIOV XPNOTG TPV O TN YPNOT).
Ymodopia yprion

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

Na pvidooetal o€ 0éom, TV onoia dev PAETOLY Kot dev Tpooeyyilovv Ta TALdd.

| 7. AAAH(EZ) EIAIKH(EEZ) TPOEIAOMOIHEH(EIE), EAN EINAI AMAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEZHX

EXP

9. EIAIKEX YYNOHKEX ®OYAAEHX
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Ddvrdocete o€ Yyouyeio. Mnv kataydyete. Mropel va dotnpnbet o Beppokpacio dopatiov yio Emg Kot
6 efoopadec.
Hpepounvia g tpmtng popdc mov Pynke ektodg yoyeiov:

DVAAGGETE TN GVPLYYN GTO APYLIKO KOLTL Y10 VO TPOGTATEVETOL OTO TO PMC.

10. TAIAITEPEX IPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, EOOXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAETAY KYKAO®OPIAX

Akcea Therapeutics Ireland Ltd.
St. James House

72 Adelaide Road, Dublin 2
D02 Y017

IpAavdio

12. APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/19/1360/001
EU/1/19/1360/002

13. APIOMOZX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAEH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

Waylivra

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

A160106T0TOC YPOUU®TOS KDdKAG (2D) Tov pépel Tov TEPIANPOEVTO LOVOITKO aVayVOPIGTIKO KOOTKO.

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

PC
SN
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EAAXIXETEX ENAEIZEIX IIOY ITPEIIEI NA ANAT'PA®ONTAI XTIX MIKPEX
YTOIXEIQAEIX XYXKEYAXIEX

INPOI'EMIXMENH XYPITTA

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX(OI) XOPHITHIHE

Waylivra 285 mg evéoyo
Boiavecopoévn
SC

‘ 2. TPOIIOX XOPHI'HXHX

‘ 3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. HEPIEXOMENO KATA BAPOZX, KAT' O'KO 'H KATA MONAAA

1,5 ml

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

Waylivra 285 mg evéoipo o1GAvpa 6€ TPOYEUIGUEVT] GUPLYYO.
Boiavecopcévn

V To @apuoko avtd terel VIO GUUTANPOUATIKY TOPAKOAOVONOT. AVTO Ba emtTpéyel TOV YPIYopo
TPOGOOPIOUO VEDV TANPOPOPLOV acPiieloc. Mmopeite va fondnoete pécm g avapopdic Thovmy
AvemBOUNTOV EVEPYEIDV TOL EVOEXOUEVMG TTapovatalete. BA. T€hog Tng mapaypdeov 4 yio Tov TpOTo
avaQOpAG AVETIOOUNTOV EVEPYEIDV.

Awpdote TpooekTIKA 0AOKAN PO TO PVALO 0ONYIAV YPT|ONG TTPLV UPYICETE VO YP1CLUOTOLEITE AVTO

70 @appoKxo, H10TL TEPLAUPPEVEL CNUAVTIKES TAPOPOPIES Y10 CUG.

- Duragte avtd To EOALO 0ON YLDV Yprione. Towg xpelaotel va to dtofdoete Eava.

- Edv éxete mepartépo amopieg, poTNOTE TOV Y10TPO, TOV PAPUOKOTOLO 1) TOV VOGOKOLO GOLG.

- H ocvvtayn yio avtd 1o papproko xopnynnke amokAeloTiKd Yio 60G. Agv TPEMEL VO ODCETE TO
@AapuaKo o€ GAAovc. Mmopel va Tovg TPOKAAEGEL BAAPT], OKOUO KoL OTOV TO GUUTTOUOTO TNG
acBévelds Toug etvan 1010 pe ToL O1KA oG,

- Edv mopatmpnoete kamowo avemBOuntn evépyelo, EVNIEPDOGTE TOV YLOTPO, TOV PUPLOKOTOLO 1)
TOV VOGOKOUO G0G. AvTd 1oy0et Kot Yo k0Be mbavi) avemBOunTn evépyela Tov OV avapEPETaL
670 TOPOV PUALO 0dNYIDV Ypnong. BAEre Tapdypago 4.

T egpLEyeL 10 Tapov GULA0 00N YLOV:

T1 etvon To Waylivra kot mowa givo ) ¢prion tov

T mpénet va yvopilete mpv ypnoponomoete to Waylivra
Ilog va ypnowomocete o Waylivra

[MBovég avemBOunteg evépyeteg

Ia¢ va puidcoete 0 Waylivra

[epreydpevo g cuokeLOCING Kol AOUTEG TANPOPOPIES

SNk =

1. Th givor To Waylivra ko owa givan ) yp1jon Tov

To Waylivra mepiéyet tn dpactikn ovcia foAavesopcévn, 1 oroia fondd ot Bepameio piog wdbnong
7oV ovoudaletal cuvdpouo oukoyevong yvAopkpovarpiog (FCS). To FCS eivon pia yevetikn mdbnon
OV TPOKAAEL OPVOLKE VYNAQ emineda TV Amidimv mov ovopdlovtotl TptyAvkepida oto aipe. Avtd
pmopel va 00N YNGEL GE PAEYLOVN OTO TAYKPEAS GOG, TPOKAADVTAS GoPapd movo. Mali pe eleyyodpevn
Storta yapnAn oe AMmopd, o Waylivra Bondd ot peioon tov emmédov tav Tptylukepidiov 610 aipa
oG,

To Waylivra uropei va cog do0el apod £xete oM AGBel GAA0, @APUAKO Y10 VO, LEIDCETE TO, ETITEDN
TOV TPIYAVKEPIOIMV GTO aiplol oag Yopig avTd va elyav 10101TEPO ATOTEAEGLA.

To Waylivra 8o cag 606<i povo epodcov o yevetikog Eheyyog £xel emiPePormoset 6Tt £xete FCS kot o
Kivduvoc Tov SlaTpEyeTe Yo TayKpeoTitidon Oempeital moAd vynAdc.

[pénel va cuveyioete ™ dlonta wov €ivorl TOAD YOUNAT 6€ ATapd OV Gag GVVTOYOYPAPNGE O YITPOS
oag Katd tn didpkela g Oepaneing cog pe to Waylivra.

Av10 T0 Pappako Tpoopileror yio aobeveic nhikiog amd 18 eTdv Kot dvo.

2. Tvpémer va yvopilete Tprv ypnopononjcete To Waylivra

Mnyv gpnoponomjocte To Waylivra:
- og mepintoon arrepylog ot Bolavecopsevn 1| 6€ OTOL0ONTOTE AALO OO TOL GLGTUTIKE OVTOV
TOL POPUAKOL (OVOQEPOVTOL GTNV TTAPAYPAPO 6).
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- elv éyete pia mwhbnon mov ovopdleton Bpopfomevia, Tpdypo ToL oNUoivel OTL EXETE TOAD
YounAd op1Oud orponetariov oto aipe oag (AMyotepo amd 140 x 10%/1). Mmopei va to
TOPUTNPNCETE AVTO EAV EYETE EVOV TPAVUATIOUO TOL TPOKOAEL OLLOpPayiol Kot TOipVEL TOAD
¥POVO Y10l VoL GTAUOTNOEL (TEPIOCOTEPO OO 5-6 AETTA Y10l apvyn 6To déppa). O YiaTpoOg oag
0o to eléyEet avtd Tpv apyicel | Bepameia e awtd To PAppoko. Mropel va pnv yvopilate
OTL £xETE ALTH TNV TAONON UEYPL EKEIVN TN OTIYUN, N TL LTOPEL vaL TNV EXEL TPOKAAECEL.

Edv woyvet otidnmote and o Topandve yio €6dg, N €av dev eiote PEParog/n, anevbuvbeite oTov
YWTPO, TOV VOGOKOLO 1] TOV QUPLOKOTOLO GOG TPV ¥pnoipomomoste to Waylivra.

Ipogdomomoeirs ko TpoPvAGEELS
AmevBuvBeite otov Y10Tpd, TOV POPUAKOTOLO 1| TOV VOGOKOUO Gag TPV yproiponoticete To Waylivra
edv €yxete N elyore omoroonmote amd T akOAovha TPk TPoPA T
- IoAd vynha emineda Tprylvkepidimv mov dev opeirovion og FCS.
- XopnAog aplfuog apometoriov, evog €100V KVTTAP®Y GTO QL0 GOG TTOV GLYKEVTIPOVOVTOL
v vo, fondficovy oty Tén tov aipatog (BpopPomevia). O yiatpog cag Oa cog Kavel pia
eEétaon aipatog mpv apyiceTe Va YPNCILOTOLEITE AVTO TO PAPLAKO Yo va eEAEYEEL TOV aplBud
TOV APOTETAM®V GTO 0o GOg.
- Onowdnmote NmATIKA 1| VEPPIKA TpofAaTa.

E&etdoeic aipatoc

O yatpog oag B cog kdvel pio eEETaom aiaTog TPV OPYICETE VO YPNCUYLOTOLEITE AVTO TO PAPUAKO
yio vo EAEYEEL TOV aplBd TV OTETOM®Y, KOl TN GUVEXELN O TOKTA SLOGTALLOTA apoV Ba Exete
apyioetl va ypnoiponoteite to Waylivra yia vo EAEyyel To eMimedd TV AUOTETAAI®V.

[Ipémel va deite TOV Y1ATPO GO AUECHOC EGV £xETE ONUEID YOUNADY EMTTESWDV AUOTETAMMV, OTTMG
aocvvnOeTn M TOPATETAUEVT] Ooppayin, KOKKIVEC KNALdEg oV eppavilovtal 6To dEpua. (Tov
ovopdlovTol TETEXELES), AVEENYNTES LEAOVIEG, 1] PIVOPPAYIES, 1] EAV TAPOVGLACETE SVCKAUYIN GTOV
avyéva 1 cofapn keporoiyio.

O y1atpdg oag pmopel emiong va oag vroPdAilel oe e€étaon aiportog kaOe 3 pnveg yia va eAEyEet Yo
onueio PAGPng oto rap oag. [pénetl va emokepheite apécmg Tov yloTpd 60G AV EXETE OTOLOONTOTE
onueio NIoTIKnAg PAAPNG, OTMG KITPIVIGUEO TOV SEPUATOG KAl TOV UATIDV, TOVO 1| TPNEO OTNV Kothd
oaG, vauTtio 1 £UeTo, ohyyvon 1 YEVIKO aicOnuo kakovyiog.

Edv givon amapaitnto, o yiatpog oag pmopel va aAAAEEL T GLYVOTNTA LLE TNV OOl YPT|CILOTOLELTE
avtd T0 PAPHOKO, 1| LTOPEL VAL TO GTOUATNOEL Y10 kAol epiodo. Mmopel va ypelactel va
ouppovlevteite yroTpd TOL EEEIOIKEVETAL GE JLATOPOYEG TOV ALILOTOG Y10 VO TPOGIIOPIGEL EGV TPETEL
va cvveyioete T Oepaneia pe 1o Waylivra 1 oy

E&etdoeig ovpav

O y1atpog oag umopei va oag vroPdirel oe e€etdoeic ovpmv /Kot aipatog kKb 3 uvec yio. va
eréyéel yio onueia PAGPNC otovg veppovg cag. Tlpénet va emokepbeite apéocmg Tov YaTpd Gog GV
€xete omoladNmoTe onuei veppikng PAAPNG, Onwg TPNELO GTOVS OGTPAYAAOVS, GTA TOOLN KOt GTO
GKPO TOV TOJMV 60, AV AmoPAAAETE PIKPOTEPT) TOGOTNTA 0VP®V ad OTL GLVNOWS, EGV AayavIALETE,
aoBdveote vavtia, cvyyvon 1 acbdaveste TOAD KOVPAGHEVOL 1] VOGTAYUEVOL.

Alouto
IIpwv apyicete avTd T0 PAPLOKO, TPEMEL VA fpiokeoTe o€ dlotta mov £xel oyedtootel Yo va fondnoet
0N LEIMOT] TOV EMTEI®V TOV TPLYAVKEPLIIWOV GTO Qi GOG.

Eivon onpovtikd vo diatnprioete outh T dlowta peimong tav TpryAvkeptdimv va YpOLLOTOLEITE TO
Waylivra.

owra kon £égpnpor
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Mnv ypnoiponomoete to Waylivra edv n niikio cog eivan kdto tov 18 etdv. To Waylivra dev gt
peietnfei o acbeveig nAkiog kGt Tov 18 etd@v.

Alha gappoxa ko Waylivra

Evnuepmote Tov yiatpd 1| TOV QopUAKOTOL0 Gag 6V maipveTe, £xeTE TPOGPAUTA TAPEL 1) LWITOPEL VOl
mhpete dAla pappoaka. Eivor onupavikd va evnuepdocete tov yuorpd cog edv Aapfdavete 10r Oepameia
Le omo1odnmote amd T, akdAovda:

- @Odppoka Tov Tporappdavouvyv Tovg OpouPfoug 6To aipa, Y., OKETVAOCUAIKVAIKO 0&D,
durvpdapdin | fopeapivn.

- Al papuaxo mov uropel va HeTaaAAovy Tov TPOTO e Tov omoio T(EL To aipa GG,
GUUTEPTAAUPOVOUEV®VY TOV PN GTEPOELODY AVTIPAEYLOVOIDV GOPUAK®OV OTWOC M
Povmpopaivn, PApLAKA TOL YPNGULOTOLOVVTAL Y10l TV TPOANYT TV KAPIUK®OV TPOGPOADV
KOL TOV AYYEWKOV EYKEQOAMKADV EMEIGOSIMV OTMG KAOTOOYPEAT, TIKOYPEAOPT] Kot
TPOUGOVYPEAN, AVTIPLOTIKA OTIMG TEVIKIAATVT], PAPHIOKA OTMG POVITIOIVN (XpMoILoTolEiTaL Y10
T peioon tov o€wv oto oTopdyt), Kot Kvivng (ypnooroteitor yio ) Oepomeio TG
glovooiag).

- DOdppoka Tov puropel vo TPoKaAEGOVV TPOPALOTA LE TO MO GOG, OTMOS TOPAKETUUOAT).

To Waylivra pe owvonveopoatdon
H enidpaon g ypnong tov Waylivra pe owvorvevpatddon dev gival yvmortr. [Ipénet va amopedyete Ta
OLVOTVELHOTAOON KOTA TN dtdpKeLo TG Bepameiog Pe aUTO TO PAPUAKO AOY® KIVODVOD NAATIKOV

nmudrov.

Kinon ko Onhoopoc

Edv giote éyxvog 1 Onidlete, vouilete ot pnopet va giote £ykvog 1) oxeddleTe va amokToete Todi,
{ntote TN GUUPOVAN TOL YIATPOV T} TOL POPUOKOTOLOD GOG TPV TAPETE AVTO TO Papuako. Eivar
TPOTIUNTEOD VO, AmoPeVYETOAL 1] Xprion Tov Waylivra katd tn S14pKeLn TG EYKLUOGOVIG.

Agv givon yvooto ebv to Waylivra tepvd 610 untpikod ydio. Xvviotdtot vo GuLNTNGETE TPV TO
Oniaopo pe tov yorpd oag yia vo dgite Tt gival KAAVTEPO Yo EGAG KoL TO Todi GO,

Oonynon kot yEPGPOS PNy avRdTOV
To Waylivra dev givarl mbovo vo exnpedost TNy ikavotntd 6og Vo 00NyNOETE | VA YEIPIOTEITE

LUNYOVALLOTOL.

Natpro
To eappaxo avtd mepiéyel Aydtepo amod 1 mmol vatpiov (23 mg) avd 660, gival avtd mov
ovoudlovpe «erevBepo vatpiovy.

3. g va ypnopomounicete To Waylivra

[Tavtote va ypNoYLOTOLEITE TO PAPLOKO AVTO AVCTNPE COUPMOVO LLE TIG 0dNYiES TOL YrTpov cag. Edv
&xete au@POAiEC, pPOTNGTE TOV YTPO 1) TOV QPOPLOKOTOLO GOGC.

IIpwv cag 600gi avtd T0 PAppOKO, 0 YLTPOS Goc Oo amorkAeicel GAAL aiTio Yo TO VYNAG ETimeda TV
TpryAvkepdiov, Onmg o dtafrtng 1 TpoPfAnuota pe tov Bupeogidn cag.

O ywrpdc oag B 6ag mEL TOGO GLYVA TPENEL VAL TAIPVETE OVTO TO PAPpaKo. Mmopet va oALdEeL TO
OG0 GLUYVE TO YPNCIUOTOLEITE, 1 VO TO GTALUNTAGEL Y10 KATOL0 TTEPI0S0 1 OPIGTIKA, AVAAOYO, LE TO
OTOTEAECUATO, TOV EEETAGENDV QULLOTOC KOl 00PMOV GO 1) TNV EULPAVION AVETIOOUNTOV EVEPYELDV.

Eogic M o ppovtiotrg cog Ba ekmaidevteite yio o Tdg va xpnopomomoete o Waylivra cOpemvao pe
T1G 091 YiEG TOV TAPOVTOS PUALOL 0dNYwdV Ypnons. To Waylivra mpémet va yopnyesiton pe éveon Kotw
amo 1o déppa oag (Lmodopla 1 «SC» yoprynon) e Tov TpOTO oL Gag Exet deilet o yuTpdc, o
VOGOKOWOC 1] 0 QUPLOKOTOLOG Gag kol Tpénet vo, BePatwbeite 6TL Oa yopnynoete ue £veon 6Ao 10 VYPO
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o1 ovptyya. Kdbe mpoyepucpévn cuptyya piog ¥piomng autod Tov QopUaKkov cag divel pia 06om teov
285 mg og 1,5 ml.

[pwv ypnowonomcete awtd T0 PAPHOKO, Eival onpavTikd va, Safdoete, va KaTaAdPETe Kot va
OKOAOVONGETE TPOCEKTIKA TIG 00MYiES XPNONG.

Ot 00nyieg xpnong mopEyovtat 6To TEAOG TOL TAPOVTOG GOUAAOL 0dNYIDV XPYOTG.

Eav ypnowpomounoete peyarvtepn 66on Waylivra amd tnv kavoviki

Edv xévete éveon pe vaepPorkn mocotnta Waylivra, eniKovoviote (e ToV y1oTpd 1 ToV
(OPUOKOTOLd GaG, 1| EMOKEPOEiTE TO TUNLLO EMELYOVIOV TEPIGTATIKMV EVOS VOGOKOUEIOV QUECMC,
OKOLLO KOt 0V OEV DTLAPYOVV GUUTTMLOTOL.

Eav &eyaoete va ypnoiporoucoete To Waylivra

Edv ydoete pio 0601, EXKOIVOVIGTE LE TOV YIOTPO GOG Y10 VO, POTHGETE TOTE VO TAPETE TNV EXOUEVN
d0on coc. Eav mapaieipbei pio d6om kot owtd dramiotwbel evidc 48 wpav, O mpémel va AaPete
d0o1 mov mapareipOnke to cuvtopdTePo duvatov. Edv dev dramotmbel eviog 48 wpmv, 1d1e 1 660m
pénel va maporelpOel oplotikd kot va xopnynOel n emdpevn tpoypappaticpévn door. Mnyv eviete
Tévo amd po 0661 evtog 2 NUEPDV.

Eav otapoaticete va ypnowomoreite To Waylivra
Mnv ctopatioete vo, yprnoylonoleite to Waylivra, ektog edv €xete GVINTAGEL PE TOV YIOTPO GOG TN
SloKOT| TOL PAPUAKOL COG.

Edv éyete meprocoTEPEG EPOTNOELG GYETIKA LLE TN XPTOT AVTOV TOL PUPUAKOV, POTNGTE TOV YLOTPO,
TOV QUPLOKOTOLO 1] TOV VOGOKOLO GOLG.

4. MBavég avemBOunTeg evépysereg

Onwg 6ha Ta pappoaka, £TGL KL AVTO TO GAPUAKO UTOPEel Vo TPOKAAEGEL avemBOUNTES EVEPYELES, OV
Kot 6gv Topovctalovtal 6€ OAOLG TOVG AvOPMOTOVC.

YoPapég avemOBOUNTES EVEPYELEG

Edv mapovcidcete omoladmote omd TI¢ 0KOAOLOES aVETIBOUNTEG EVEPYEIEG, EMKOIVOVIOTE AUESMG UE
T0 Y10TPO OOG:

- ZVUTTOUOTO TOV UTOPEL VO VITOSEUKVOOLV YAPNAS aAptOO apoTETOAM®Y 61O aipa oag (To
opometdAia givol onuovtikd yio v Tén tov aipartog). [pénet va deite Tov yatpd Gog
aUECMG €AV EYETE oMUEiN YOUNADV EMTESMV AUOTETOA®Y, OTTWG oLV ot I
TOPUTETAUEVT] OLpoppayia, KOKKIVEG KNAideg mov epaviloviotl 6to dépua (mTov ovopdlovot
TETEXEIEG), OVEENYNTEC LEAAVIEG, | pIVOPPAYIES, 1] EAV TAPOVOIAGETE SVGKAUYIN GTOV AVYEVOL
N cofapn Ke@oraryia.

AlLeg avemBOpuNTEG EVEPYELES
oAb ovyvég (umopel va emnpedoovy meptocdTepa and 1 ota 10 dropa)

- Avtdpdoeig g Béong éveong (eEavOnua, Tovog, Kokkivioua, Oeppomra 1 aicOnuoa
Oepuotrag, Enpotnta, TpHEYo, Payodpa, LUPUYKIOGHO, GKAIPLVOT), KVIOWOT), PADKTOIVEG,
POVOK®OUA, LEAAVIES, QLOPPaYic, LOVOCHA, ®YPOTNTA, OAANYT OTO YpdUa 1} aicOnua
Kayipatog ot 0éon mov yopnyeitar ) €veon). Mropeite va peuwoete v mbavotnta vo EXeTe
avTiopdoelg e 0éong Eveong edv meppévete va pbet to Waylivra og Ogppokpacio dwpotion
TPV KAVETE TNV EVEOT], Kol EQapUOlovTog Tayo otn Béon éveong apov KAveTe TNy £veon.

- Kepaloryia

- Mvikog mdvog

- Piy

Yoyvég (umopel va emmpedoovy émg kot 1 ota 10 dropa)
- E&etdoeig aiparog mov delyvouv aovviBiota vymAd eninedo AELVKOKLTTAPMY GTO ALl GOG
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- E&etdoeig aipatog mov deiyvouv acvvibiota younAd exinedo AEVKOKVLTTAP®Y GTO OO COG
(Yyvooto g Aeppomevia)

- EbdxoAeg M vepPoriég pehaviég, 1 HLEAOVIEG Y®PIC EUPAVT] OLTia

- Awoppayio kdTo ond To aipa mov epeaviletol og e£avonua, opoppayic awd To 00AA 1) TO
otoua, aipa oto ovpa 1} To KOTPava, aoppayic amd T o, | acvvidicta Bapid
EUUNVOPPLGIN

- Alepyn avtidpaon, ta courtdpato TG omoiag teptrapfavouy deppotikd eEGvonua,
dvokopyia oTig apdpdcelg 1 TupeTd

- Aipo M mpoteivn ota ovpa

- MetaPoléc oto amoTEAEGHOTO OPICUEVOVY EEETACEMV QUOTOG, GUUTEPIAAUPUVOUEVOV TV
edne:

o av&non ota eMineda OPICUEVOV GLGTATIKAOV GTO 0o GoG: Kpeatvivn, ovpia,
Tpovoapvaces, nrotikd Eviopa

o avénon oto xpovo TENG TOL APATOg

o ueimon oto emineda NG ALOCPOIPIVIG GTO aipla oag

0 HelwoN 6T0 TOGOGTO TOL AIOTOC TOL TTEPVA BTG TOVG VEPPOUG

- Awpnmg, ta copumtdpate Tov onoiov TephapuPdvouy avénuévn diya, cuyvr avaykn Yo
ovpnon (Wiwg ™ viyta), vrepPorikn| meiva, cofapn KOTWGoN Kot aveENYNTY OTOAELL Bépovg

- Avoxolia otov VIvo

- Movdwoua, LupUAYKIEGHO 1 TOIUT AT, Taon Yio Aurobupio | AutoBupia, (GAn 1 Tpépovio

- Ortiég drotapayéc, OTMS PAOTO TOL AVABOGRNVOLY 1] GUVTOUN, TOPOSTKN TVPAITNTA GTO £Vl
LAt cpoppayio KAT® omd TNV ETPAVELN TOL HOTLoD, 1] B0AN Opaon

- YynAq apmnplokn wieon

- 'E&aym, avénuévn epidpwon, padvn epidpwon, aictnua Beppod, Tovog, vOGog Tov potdlet
Le ypiman 1 yevikd aicOnuo Kakovyiog

- Bnyog, dvekoiio oty avamvon, Ltovkouévn notr, TpREO TOL Aoy, GUPTLYUOS

- AloOnua vavtiog 1 téon mpog Eueto, Enpootopia, didppota, TPHEWO TOV AdLLoD, TOL
TPOCHOTOL N T®V 0VA®V, TOVOG 1 TPNEWO GTO GTOAYL, SvoTEyia

- EpvBpdmra tov déppatoc, eEGvOnua, cmopdkio, mhyvvon 1 0LAEC, 1| eayohpa TOV SEPLATOG
mov givo yvoot og eEavinua (kvidwon)

- II6vog ota ¥épra N Ta TOd0, TOVOS GTN HEYAAN GpOp®OT TOV YEPIDOV Kol TV TOOLDV,
GUUTEPTAAUPOVOUEV®Y TOV AYKOVOV, TOV KAPTOV, TOV YOVATOV Kol TOV AGTPUYIA®Y, GAAN
duokopyio 6Tig apdpdoelg, 0GPLALYIN, TOVOC GTOV AVYEVA, TOVOG GTT GLOyOVO., HVTKOT
OTaGHO1, 1| GALOL TOVOL GTO GO

- XoPapn kovpaocn (kémwon), advvapio N EAAEWYT EVEPYELOS, KATAKPATNON VYPDOV, TOVOG GTO
Ompoaxa Tov dev oyetileTon pe TNV Kopold

AvaQopd avemOounTov evepyEi@dv

Edv moapotmpnoete kKamoto avemOOunTn eVEPYELD, EVILEPDGTE TOV YIUTPO, TOV PAPUAKOTOLO 1) TOV/TNV
VOGOKOUO 60G. AVTO 1oy0eL Kot Y10, KAOE Thovn avemBountn evépyeia Tov OV aVaPEPETUL GTO TAPOV
@OALO 00Ny Ypronc. Mropeite emiong va avagépete avembounteg evépyeleg anevbeiag, LEGm TOL
€0viKo GLGTILATOG AVAPOPAS TOL avaypaeeTol oto [Tapdptnua V. Méow g avapopag
oveEMBOLUNTOV EVEPYEIDV UTOPEiTE VO fonONcETE TN GLALOYN TEPLCTOTEPMVY TANPOPOPLOV CYETIKA
LE TNV 0CQAAELN TOV TOPOVTOG PUPILAKOV.

5. Ilog va puraccete To Waylivra

To @dppoako avTtd TPETEL VO, PUAACGETOL GE PLEPT TTOL OeV TO PAETOVY Kot dgv TO POEVOLY Ta TALdLdL.
Na pn ypnoponoteite avtd T0 PAPUOKO UETE TV NUEPOUN VIO, ANENGS TOV AVOPEPETOL GTO KOVTL Ko
TNV emonuaven g ovpryyag petd v «EXP». H nuepounvia Anéng sivor n televtaio nuépa tov
UVA, TTOL OVOQEPETOL EKEL.

dvrdoocete o€ yoyeio (2 © - 8 °C).
DuAdcoeTe 6TO aPYLKO KOVTL Y10, VO TPOGTATEDETOL OO TO MG,
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To Waylivra umopei va drtotnpnbei oe Oeppokpacio dopatiov (€ng kot 30 °C) 010 apyiKd KouTi yio
€m¢ kot 6 efoopadeg apov Pyel and o yoyeio. Katd m didpkela ovtov tov ypodvov, autd T0 GApUaKo
umopel va dtotnpeitan gite og Beppoxpacio dopotiov gite va torodetnel Eavd ato yoyeio, avdioya
pe Tic avaykes. Kataypdyte tnv nuepounvia mov Pyalete yio mpdtn Qopd T cLOKELOGIO AT TO
yoyeio oto eEmTepkd KovTi 6TO YMPO OV VILOdeKVVETAL. EdV dgv TO ypnoiponomcete evtog

6 gfdopdd®V amd TV MuepouVvia TOV PYNKE amd TO YUYELO Y10 TPDOTN POPA, ATOPPIYTE TO PAPLLOKO.
Edv n nuepounvia AMé&ng oty etikéta g oupryyag Exel mapEAdel TEpav g mePddov TV

6 efoopadmv og Bepuokpocio SoUATION, PNV XPTOLULOTOUCETE TI GOUPLYYO Kol OTOPPIYTE TNV.

Na pn ypnotponoteite avtd 10 PAPUAKO GV TO SLBALUO gVl VEQEADIEG 1) TEPIEYEL COUATIOW.
[Ipémet va eivar dtawyég Kot dypopo £0¢ 0volkTo Kitpvo.

Mnv metdite @APUAKO GTO VEPD TNG AMOYETELONG 1| GTA OKLOK(A amoppippata. Potmote tov
(QOPUOKOTOLO GOG Y0l TO MG VO TETAEETE TO, PAPUAKO TTOV OEV XPNOILOTOLELTE T AvTd T péTpa Oa
BonBnoovv oty Tpoctacia Tov TeptPdiiovtog.

6. Iepreydpevo ™S 6VEKEVAGLOS KO LOTTES TANPOPOPIES

T gpréyer o Waylivra
- Hdpaotikn ovsia eivar n foravesopaévn. Kabe ml mepiéyel 200 mg voTpiovyov
BoAavecopaévng, mov 1odvvapovy pe 190 mg folavesopsévng. Kabe mpoyepiopévn cdpryya
piog 06ong mepiéyet 285 mg Pforavesopsévng og didlvpa 1,5 ml.
- Ta dAha cvototikd givarl VOwp Yy evéotipa, VOPoLeidio Tov vatpiov Kot VOPOYAWPLKO 0D (Yia
N pOOoN Tov emmédOL ™G 0EOTNTAG, PA. TaPdYpPaPO 2 KAT® 0T TNV EXKEPOAIOQ
«Ndproy).

Epedvion tov Waylivra kol mepieyépeva TG cu6Kevaoiog

To Waylivra dwatifeton og kovti g cupryya piog d6ong pe Pelova kot kdAvppa felovag,
TPOYELGUEVT] LE SLOVYES, AYp®UO EmG avolkTd Kitpvo didAavpa. Eyxet mAinpmbel dote va mopéyet
1,5 ml oAV UOTOG LETA TNV TANPT GUUTIEST] TOL EUPOLOL TN GVPIYYAS.

Awtifetan gite ¢ Kovti mov TEPLEYEL 1 TpoyeaUEVT GUPLYYQ, £iTE MG TOAVGVoKELVOGia 4
(4 ocvokevaoieg Tov 1) TPOyEMOUEVOV GLPLYYDV.

Kéroyog Aderag Kvkrhogpopiag
Akcea Therapeutics Ireland Ltd.
St. James House

72 Adelaide Road, Dublin 2
D02 Y017

Iphavdia

Iopackevaotig

Almac Pharma Services Ireland Ltd.
Finnabair Industrial Estate

Dundalk

Co. Louth

Iphavdia

To wapdv @UAA0 00N YOV Yp1ioNS avaOe®P1)ONKE Y10 TEAELTUIO POPE GTIS

AVt 10 PaprOKeELTIKO TTPOoioOV £xel eyKpiBet pe TN dadikacio Tov amoKaAeiTal «EYKPLOT VIO OPOVCY.
Avtd onpoaivel 6Tt avapIEVOVTOL TEPIOGOTEPES UMOJEIEELS OYETIKA LLE TO PUPUOKEVTIKO TPOTOV.
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O Evponaikoég Opyaviopoc Qapudkmy 8o a&lohoyel TOLANYIOTOV £TNCIWG TIC VEEC TANPOPOPIES Y10 TO
POV PUPUAKEVTIKO TPOTOV Kot 1 Ttopovca [epiinyn tov Xapaxtnpiotikdv tov [poidvtog Oa
EMKALPOTOLEITOL AVAAOY®G,.

Addeg TNYEG TANPOPOPLOV
Aentopepeic mAnpogopies yia 1o pappoko avtd givor d100écieg 1o d1KTLOKS TOTO Tov Evpomaikol
Opyaviopot @oppdrmv: http:/ www.ema.europa.eu.
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Odnyieg ypnong

To Waylivra givon pio éveon mov yopnyeiton KAt amd To dEPO LUE TPOYEUICUEVT] AVOADGLUT GOPTYYO

piog xpriong.

Mnv ypnoiponoteite To Waylivra péypt va £XET€ KATOVONGEL TANP®OG T O1001KAGI0 TOL TEPTYPAPETUL
TapoKato. Edv £éxete omolecdnmote EpMTNOEL Y10 TO OGS VA yproiponomoete to Waylivra,

TOPOKOAOVIE ETKOWVOVIAGTE [LE TOV Y1ITPO 1 TOV POPUAKOTOLO COLC.
Mépn mpoyepiopévig cUPLYYOS

AoPég ,
Kétvppa Saxtohoy  KEPOM

Perovog KoAvdpog 1 enpoAov

o

L~
=

Mpogtowpacteite Yo TNV éveon

1. TIAOvete T (EPLO GO KO GUYKEVIPDOTE TO, VAIKA

[TAOvete ta x€plo o0G TPOGEKTIKA Le GOmOLVL (Yio TOLAGYIOTOV 3 AENTA) KOl GTEYVMOTE TO. KOAGL.
TomoBetnote Ta akdAovOa avTikeipeva o pio Kabapr|, ETinedN EMPAVELD GE LIl KOAG QOTICUEVN

neproyn (Ewova A).

Mndia
Boappaxiot/

Torbmo ~ TeRd10 vaCag

Aoygto amoppwyng  Iléyo/ AAKOOANG
oy UnpoOv TOYOKVGTN
OVTIKEWWEVQOV  (TPOAIPETIKG)

(mpoaipeTiKd,) Enideopog

/ (mpoaipeTind,)

]S ==

a
==

[poyepicpévn copryyo Waylivra
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2. AQNOTE TO EVESLNO OLTAVNO, VO, OTAGEL 6€ Ogppokpacio dmpaTtiov

Edv n obpryya fitav oo yoyeio, aprote v
TPOYEUOUEVT) GVPLYYA VO PTACEL o8 Beprokpacio
douatiov Bydlovtdg v amd 10 Youyeio TovAdYIGTOV

30 Aemtd wpwv amd TV £veon. %

H éveon pe kpvo vypd pmopel va TpokaAéoet 3 0 min
avTdpdoelg g Béong €veong Ommg TOVO,
KOKKiViopo 1] TpRépo.

Mnyv Bepudvete T cbpilyya pe omolovonmote GALO
TPOTO, OTMG GE POVPVO UKpokLUATOVY 1 {e0TO
vepo. Ewoéva B

3. EAéyEte v nuepounvia AMéEng
EAéyEte Vv nuepounvia ANéng Tove 6To KOLTI.

H nuepounvia Anéng otn cvokevacio avagépetor ot ddpketa (NG Tov eapuUdKov TV
Bpioketor vod YoHsn.

H nuepounvia mov Pyalete yio TpdTN @OpE T GCLOKELOGIO TG TO YLYEIO TPEMEL VAL KUTOYPAPETOL
070 e£MTEPIKO KOLTI GTO YDPO TOL VTOSEIKVOETAL.

Mnyv ypnowonomoete to Waylivra edv n nuepounvia AMéEng &xet mapéAetl 1y edv eiye uiayOel yia
neplocdtepeg amd 6 efdoudoeg o Beppokpacio dwpatiov. Kaiéote tov yatpd 1| Tov
(QOPUOKOTOL0 GOG Yo Vo, AAPBETE VEEG TPOUNBEIEG TOV PUPUAKOV.

4. A@uipéoTe TN CVPLYYO Kol ETOEOPNOTE TO PAPNOKO

Avoi&te To KOVTI KOl APALPECTE T GUPLYYO TIAVOVTOG
TOV KOAVOPO TG GUPLYYOS KAl TPAfdvTag TV
rkatevdeiav mpog ta £Ew (Ewova I).

Ewova I'
Kottd&te 10 vypo ot oupryya. To pdappoko Tpémet va
glvar dtowyEg £0¢ avolkTo KiTpvo 610 ypdpo. Eival
@LGLOAOYIKS Vo deite pia PLeyaln QLUGOALSO aépal
(Ewova A).
MV emyelpoeTE VO 0PAPECETE TN PLOOAIdO aépa

7Py omd v éveon|. Elvar akivévvn n éveon tov
SLAVUATOG e TN GLGOAId 0EPOL.

Ewova A
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MV ¥pNGLLOTOMGETE TNV TPOYEUICUEVT] GVPLYYD EQV
TO VYPIO elvar vepedddeg N €xel cOUATIOW TOV
EMTAEOLV.

5. EmiéEte pia 0éon éveong
Eav yopnyeite otov €0vT6 060G TNV £vEDT:
Zropdy — [eployn otopdyov 6TTmG
TOPOLGIALETAL, EKTOG OO 5 EKATOGTA YOP®

oo TOV OUPOAD.

Mnpoi — [1pochia, kevrpikn meptoyn OT®S
napovctaleton (Ewova E).

Ewoéva E
Eav yopnyeite v éveon o€ KAmTorov dAro ¢
PPOVTIGTIG, EMTAEOV TOV TUPUTAV® OEcE®V:

Bpayiovec — [Ticw mAgvpd T Gvm mePLoyng
onm¢ mapovstdleron (Euwcova XT). |
I'o 6)eg TG evéoerlg:
Evalldcoete ) 0¢om éveong yio kabe Eveon).
Amoguyete va kdvete éveon otn péom ekel dmov o i A \

POVYICUOG GaG UTOpEl va TpLpTel 1 va TEGEL TNV
TEPLOYN TTOL Yop1yeitan n Eveon.

Ewovo 2T

Mnyv kdvete TV €veon endve o€ ToToval, EMES,
onuddio K yeveTng, HdAwTES, eSavinquota, 1
TEPLOYEC OTIOL TO OEPU ivar gvaicOnto, epvbpod,
GKANPO, LOADTIGUEVO, KATEGTPUUUEVO, KOUEVO )
gpebopévo.

Emwowvmvnote pe tov enayyelpotio vysiog oag eav
dev glote olyovpot yuo To Tov Vo KAVETE TNV EVEOT).

Kavte v éveon
6. IIpoctowpaote T1 0éon éveong

KoabBapiote v emheyuévn 0€om Eveong pe TOAVTLO
orkooAng (Ewova Z).

Ewova Z
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7. A@aipéote To KGloppo ™G ferdvag

Aoapéote To KdAvppa TG BEAOVAG KPUTOVTOG TOV
KOAWVOPO TG oUpLYYos Le T Perdva va deiyvel paxpid
amo £6dg Kot Tpafmvtog Katevdeiav Tpog ta E£® 10
kédAovppo e Bedovag (Euwova H).

Mmnopel va deite pio otayova vypod otV GKp TNG
Belovag. Avto gival pueloAoyKo.

Mnyv kpatdre ) pafdo Tov uPolov 1§ TV KEGUAN TOL
euPforov otav aeaipeite To KGAvppo TG PeAdVOC.

MV ¥p1GLOTOMGETE TNV TPOYEUICUEVT] GVPLYYD EQV
1 PEAOVO QAIVETOL KOTEGTPOLLLEVT).

Mnv (pNGLUOTOGETE TNV TPOYEULGUEVT] GOPLYY . Ewoéva H
€0V TEGEL KATO YOPIS TO KaAvppa TG ferdvag.

8. Towmnote To déppo

Xpnoponoidvog To EAeH0EPO YEPL GOC, TOYUTNOTE TO
dépua yopw amd ) 6éon éveong (Ewkova ©).

Ewova O

9. Ewayayete ™ perdva

Ewoaydyete ™ Pelova otn Béom €veong pe pia
ypryopn, otabepn kivnon ywpic va ayyitete v
Ke@AA Tov guPforov. H Beddva mpémetl va ioayBel
VO yovia 45 HOp@V GTNV EMPAVELL TOV OEPLATOS
(Ewova I).

Ewova 1

10. Xopnyfote v £veon pe to Waylivra

Kévte v éveon tov vypov kpat®dvTog Tt cOpLyyd L
TOV avTiyelpd cag oto EUPoro, Kot TEGTE apyd TO
£uPoAo pog ta KATe 660 pUmopel va maet, pExpt vo
adeldoet teleiong n ovpryyo (Ewkova K ot A).

Ewova K
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Ewova A

11. Amtopaxpvvete T Berova,

Amopoxpovete T Peddva and T B€om Eveong
TPOPOVTOG TNV VIO TNV 1010 YoVvia e TNV omoia TNV
gloaydyate (Exkéva M).

Ewovo M

Metd Vv éveon
12. AmoppiyTe TN YPNCIHOTOMREVY] COPLYYE OTO O0YEL0 ATOPPIYNGS TP POV UVTIKELUEVOV

Apéomg petd v €veon), amoppiyte
YPTCULOTOINLEVT] GUPLYYO GOUGOVA UE TIG 00NYiEg TOV
enayyeipatio vyeiog cog, cuvnBwg o éva doyeio
amdppyng aryunpodv avtikelpévov (Etkéva N)
akolovdovtog avtd ta fripata.

Amoppiyte 10 KOAvupo ™G PeAdvac LETH amd TNV
éveon.

Mnyv tomofethioete Eava TO KAV UUX TAVD GTN Eucova N
Belova. tkova
Edv dev €xete doyeio andppryng ayyunpov
OVTIKEWEV®OV, UTOPEITE VAL YPTCLLOTOUCETE EVal
01K10KO 00YElo TO omoio:

e Eivor omtd avOektikd mAooTiKo,

*  Mmnopei va Kieioel epuntika, ‘Exet kdivppa mov
glvar ovOEKTIKO OTA TPLTHUATA, YOPIG VO LTOPOVV
va Byovv omd péGa To LU P OVTIKEILEVA,

o Mével 6pOio kot tabepd Katd ™ ¥pron,

*  Agv €yel doppoéc,

* 'Eyxet KatdAAnAn ofjuoven yio va Tpogldonolel 0Tt
VIAPYOVY EMKiVOLVA 0mOPANTO pEGO GTO doYELD.
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Otav to doyeio amdppIy”Ng ALUNP®V OVTIKEILEV®V ival oyedoV YeATO, Ba ¥pelaoTel va
OKOAOVONGETE TIG TOMIKEC KATELOLVTPLEG OONYIEC YO TNV KATAAANAN amdppuyn TOV d0YEIOV
ATOPPIYNG YU POV AVTIKEILEV®V. AVTEG UTOpEl Vo efvat £101K0l TOTTKOT VOUOL TOL 0pOPOLY TO
TG TPEMEL VAL ATOPPINTETE YPTCLOTONEVEG PEAOVEG KO GUPLYYEC. POTHOTE TOV QOPHOKOTOLO
o0G M emokePOeite TOV 1IGTOTOTO TNG TOTIKNG LoVAdac dnpdctog vyeiag (0mov datiBetar) yio
MEPLGGOTEPEG AEMTOUEPEIEG CYETIKAL LLE TO TAG TPEMEL VO ATOPPINTETE TO ALYUNPA OVTIKEILEVA TNV
TEPLOYN COLG.

Mnyv anoppintete 10 60YEL0 ATOPPIYNC OLYUNPOV AVTIKEWEVOV GTO, OTKIOKE GOC OTOPPILLLOTOL.
MnV avoKUKADGETE TO YPNCYOTOMUEVO dOYEI0 AMOPPIYNG ALYUN POV OVTIKELLEVDV.

[IavtoTe vo. QUAGCOETE TO 00YEI0 ATOPPIYNGS TP PAV OVTIKEIUEVOV LOKPLE 0TO TO TOLOLE,
KO TO, KOTOUKIOWO.

13. ®povricte ™ 0éon Eveong

Edv deite aipo oto onpeio dmov kdvate v veon,
MECTE ATUAL TO ONUEID LE AmOoTEP®UEVO PapPdKt 1
vala kot tomobetnote enidecpo edv yperdleTon
(Ewova O).

Mnyv 1piyete 10 onueio petd v Eveon.

Ewoéva O
Mmnopeite eniong va tomobetnoete mdyo otn 0éon
£VEONG Y10, VO LEIOGETE TOV TOVO, TNV £pLOPOTNTA, 1)
1 dvoeopia (Ewdva IT).

Ewoéva 11

DOraEN

ITAnpogopisg yro. T @O acN

Orov topardafete yio Tpdtn @opd 1o Waylivra, ol Tpoyeliocpéves cuptyyeg mpénet va uiayfodv péca
011 GVoKeVATio Tovg 6to Yuyeio (2 °C-8 °C).

To Waylivra umopei va eulayfei og Oeppoxpacio dopatiov (8 °C-30 °C), 1o e£mtepid KovTi yio vo
TPOGTATEVETAL OO TO PWG, Y10l £0C Kol 6 efoopades. Katd tn didpkeia avthg TS TEPLOIOL TOV

6 gfdopddmv, avTd TO PAPLOKO HToPEl va puAdccETI £iTe o€ Beppokpacio dwpatiov gite va
tonofetnBei Eava 610 Yoyeio.

Mnyv katoydyete TV Tpoyeepévn copryya tov Waylivra.

Mnv to Bydlete and T cvuokevAGia 1] UNV APULPEITE TO KAALUHO TG BeAdvag PéEYPL va eloTe £TOLHOG/
VoL KAVETE TNV €VeoT).
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Amoppiyte opéom®s aVTO TO PAPLLOKO €AV gV ¥pNCILoTomOel vioc 6 Bdoudd®V amd TV TPOTH Popa
oL PBynke amd 1o yoyeio. I[pémel va avagepbeite oty nuepoumvia ToL YpAWOTE ETAVEO GTO KOLTL Y10,
va BePorwdeite.
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