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HNEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Eklira Genuair 322 pkpoypappdpio, KOVic yio el6Tvon

2. ITOIOTIKH KAI TOXOTIKH XYNOEXH

Kabe mapeyopevn 06on (660m mov e&€pyetor amd To eMOTOUI0) TEPLEXEL 375 pug Ppouodyov
axAdviov wov 1sodvvapel pe pia d6om 322 ug akidwviov. H mocdtnto avtn avtictolyel oe
petpobpevn 66om 400 pg Bpopodyov axkidiviov mov icodvvapel pe pio 66om 343 pg akidwiov.

"Exdoya pe yvoot dpdon
Kdabe mapeyopevn o6on mepiéyet mepinov 12 mg Aaxtdln (og povoddpikn).

Mo tov T pn KatdAoyo TV exdoywVv, BA. Tapdypapo 6.1.

3. OAPMAKOTEXNIKH MOP®H

Kovig ya elomvon.

Agvkn N oxeddV AevKT| KOVIC GE L0l GUGKEDT] EICTIVOMY AEVKOD YPOUOTOG LUE EVEOUATOUEVO TANIG1O
€vdelgng g 060N Kot £va TPAGIVO KOV SOGOUETPTOTG.

4. KAINIKEX IAHPO®OPIEX

4.1 OgpoamevTiKég gvoeitelg

To Eklira Genuair evdgikvutot yio fpoyxodlactaitiky Bepaneio GLVTHPNONG YOl TV OVAKOVPIOT) TOV
CUUTTOUATOV Gg eVIAIKEG acbeveic pe ypdvia amoppaktikn Tvevpovomddelo (XAIL) (PA. mapdypopo
5.1).

4.2  Aocoloyia ko TPOTOS YOPNYNONS

Aocoloyia
H ocvviotdpevn d6on eivar pia giomvon 322 pikpoypoppopiov akAdviov, o Qopég NUEPNCIMG.

Av Egyaotel pia 66om, N enduevn 66om Ba wpémel va Inedel to cuvtoudTepo duvatov. QeTdc0, v
TANcalel N dpa yuo TNV enOUEVT 600, TapareiyTe T dOCT OV EEYAOTNKE KOl GUVEYIOTE KOVOVIKA.

Hlciouévor
Agv amaiteitonl Tpocappoyn g docoroyiog oe nAkiopévovg acbeveig (BA. Tapdypagpo 5.2).

Neppixn ovolertovpyio
Agv amaiteitol Tpocaproyn e docoroyiog yia acbeveic pe veppikn duciettovpyio, (PA. Topdypapo
5.2).

Hratikn dvolertovpyio
Agv amaiteiton Tpocappoyn g docoroyiog yio acbeveic pe nmatiky] duciettovpyio (BA. Tapdypapo
5.2).

Houdrorpixoc ninQvouog
Agv vrdpyet oxetikn ypnon tov Eklira Genuair otov tadiotpikd Kot epnpikd TAnfuopod (kdtw tov 18
£T®V) Yo v évoeién g XAIL



Tpoémog yoprynong
Moévo yia ypnom Le E1GTVon).

Ot acBeveic Ba Tpémel va evLEPDVOVTAL Y10 TO TG VL AApPEvouy To TPoidv cmoTd KaOMG 1
cvokeLn elonvomv Genuair propet va Aettovpyel SaPopeTIKA amd TIG GUGKEVES EIGTIVOMY TTOL 0L
acBeveic pmopet va, €govv ypnotponomoet Tododtepa. Etvar onpovticd va do8ovv odnyieg atoug
acBeveic va dwfdcovy mpocextikd Tic Odnyieg Xpnong oto Puiro Odnyudv Xpnong, o onoio
ovokevdleton pali pe ke cuoKeLT| EIGTVOMV.

I tig Odnyieg Xpnong, PAéne mapdypago 6.6.
4.3 Avrtevosieag

YrepevoaioOnoio 610 Ppopiovyo axkidivio 1 6€ KATO0 amd Ta EKS0Y0 TOL OVAPEPOVTOL TNV
Tapaypoo 6.1.

4.4 EwKég TPOELOOTOM|GELS KU TPOPVAGEEIS KATE TN (p1jo

Hapddo&og Bpoyydomacioc:

H yopfiynon tov Eklira Genuair pmopei va mpokarécel Tapddoéo Ppoyydonacio. Xe vty TV
nepinton, Oa mpénel va dakonteTol apéoms 1 xoprynon tov Eklira Genuair kot va e€gtalovton
EVOALOKTIKEC Oepameiec.

Emdeivoon g vocou:

To Bpoodyo akiidivio gvdeikvotal yio BpoyyodtactaAitiky Oepaneio cuvtinpnong Kot oyt yio T
avakovEion amd oéa emelcodlo fpoyydomacuov, dMA. og Bepancio dSidcwong. Xe nepintwon
emdeivoong g XAIl kotd ™ Oepancio pe Ppopodyo akidivio, katd tnv oroia kpivetol amopoitnt
Ao Tov 0oOEVT| 1| XOPYNOT GUUTANPOUATIKNAG QUPUAKEVTIKNG ay®yN§ didcmong, Ba mpémel va
Tpaypatomoindei ek véov a&loAdynor tov acbevoic Kot Tov Bgpamentikod oynuatog yio ™ XAIL

Kapduyysioxéc emdpdoeic:

Koapdiaxég appubuieg, cvumeptiapfavopévng tng KOATIKNG LAPUOPVYNG KOL TNG TOPOEVGLUIKTG
TayvKapdiag TopatnpnOnkoy petd tn yopnynon tov Eklira Genuair (BA. mapdypago 4.8). Q¢ ek
tovtov, 1o Eklira Genuair mpénet va ypnoipomoteiton pe mpocoyr| o achevels pe kapdokég
appLOuies, 10TOPIKO KOPIOKDV appLO®V 1 pe Tapdyovies KivdHvov yio Kapdlakég appubpiec.

H gunepio og acbeveic pe kapdloyyelokég GUVVOCTPOTNTEG G€ KAVIKES OOKIUEC ElvaL TEPLOPIGUEVT
(BA. mapdypogo 5.1). AvTég 01 KATAGTAGELS UTOPEL VO, EXNPEAGTOVY OO TOV OVTLYOAVEPYIKO

unyoviopud dpdong.

AvtiyoMvepyikn dpdon:
H &npootopia mov mapatnpnbnke oe Oepaneio pe aviyorvepykd prnopei pakponpodesio va
oyetiletan pe TV eUPavion tepndovac.

Aoppavovtog voyn TV AVTIYOALVEPYIKT TOV OpAsT), TO PPp®ULovY0 aKASIVIO TPEMEL VO
YPT|CULOTIOLELTAL [LE TTPOGOYN OE OICOEVEIC |UE CLUTTOUATIKT VIEPTANGIC, TOV TPOGTATN 1| ATOPPOEN
TOV QYEVO TNG 0VPOSOYOL KOHGTNG N YAADK®OUE, KAEIGTNG YOviag (av Kot 1) GUEST] EXOPN TOV TPOTOVTOC
pe to patio etvon eAdyiota mbavo va cupPet).

"Exdoya:
Av106 T0 POPUOKEVTIKO TPOTIOV TTEPLEYEL AakTOlN. Ot acbeveig pe omdvio KAnpovopukd tpofAinpata

dvoave&iog otn YoAaKTOLN, TANPT AVETAPKELN AOKTACNG 1) KAKT armoppoenon YAVKO G- YOAaKTOLNG
dgV TTPEMEL VO, TAPOLV OLTO TO POPLOKEVTIKO TPOTOV.

4.5 Alniemopaceig pe Ao QUPUOKEVTIKA TPOIOVTA Ko Grheg pop@és ailniemiopacng



H mapdAinin yoprynon tov Bpoptotyov okAdviov pe GAAL QOPLOKEVTIKE TPOTOVTO LE
avTLYOMVEPYIKN Opdiomn dev €xel pedetnBel Kot dev GUVIGTATAL.

Av ko dgv €yovv Tpaypotonon el exionua in vivo peAETeg AAANAETIOPACE®V, TO EIGTVEOUEVO
Bpopotyo axkidivio &xet ypnopomombel tavtdypova pe dAla poppokevtikd tpoidvia yio tn XAlL,
petald tov omoiwv mepthapfdvovial To GLUTAONTIKOUUNTIKE BPpoYyy0dlacTOATIKE, Ol
pebvro&ovliveg, kot 1660 amd TOV GTOLNTOS OGO KOl EIGTVEOUEVO, GTEPOEIDN, YMPIC KAVIKEC EVOEIEElC
YL TNV aAANAETIOpaoT e GAAL QapLaKa.

In vitro peléteg €0ei&ov 611 10 Ppopovyo akAdivio N o1 peTaforitec Tov Ppmpodyov akidviov g
OepamenTiKng 066G OEV AVOUEVETOL VO TTPOKOAEGOVY AAANAETIOPACEL LLE OPAOTIKEG OVGIEG Ol OTTOIEG
glvar vrootpdpata g P-yhvkonpwteivng (P-gp) 1 dpaotikég ovsieg mov petaforilovtal pécw
evOUoV Kol €6TEPAC®Y TOV KLuToYpouatog P450 (CYP450) (BA. mapdypago 5.2).

4.6 TovipétnTa, KONON KoL Yolovyia

Kvnon
Agv datiBevton KhMvikd dedopéva oYETIKA LE TN xpNon PPoLiovyov akAdviov 6g £yKvo yuvaika.

Meréteg oe {ma kaTédel&ov avamapayyikn ToEKOTNTO LOVO Y10, T0, ENITES, SOGNG TOL TV TOAD
VYNAOTEPQ OO TO UEYIGTO Oplo EkBeGNG TOL AVOPMOTIVOL 0PYaVIGLOD GTO Bpopiovyo akidivio (BA.
mapdypoaeo 5.3). H yprion tov Bpopodyov axidviov evdeikvutat Katd Tn S1GpKeLd TG KOMoNG HOVO
oV TO VOUEVOUEVOL TAEOVEKTIUOTO, OO T YOPTYTON TOL VIEPTEPOVV TV EVOEYOUEVOV KIVOOV@V.

Onioopodg
Agv givorl yvooto gdv ot petafolriteg Tov Bpoptodyov akidviov arekkpivoviol 6To avOpdmivo yola.

Meréteg oe {da kaTEdEIE0V TNV AMEKKPIOT] WKPDY TOGOTHT®V UETAPOMTOV TOL Bpmtohyov
axAdviov oto ydAa. Agv pumopel vo amokAeloTel 0 Kivouvog yia ta veoyévvnta/Ppéen. [pénet va
amopaciotel edv Ba drakomel 0 OnAacuog 1 Oa dukonel/anopevybel | Bepaneia pe Eklira Genuair,
Aappavovtag voy”n To 6PEAOG TOV INAAGLOV Y10, TO Tadl Kat To OPEAOG TG Bepameiag yia T
yovaiKa.

Tovipdtra
Meréteg og emipveg katédel&av eEMAyIoT Helmon TG YOVILOTNTOG LOVO Y10, TO, EXLTEdH HOCTG TOL

Ntav oA VYMAOTEP amd TO UEYIGTO Oplo £kBeong TOL AvOp®OTIVOL 0pYOVIGHOD GTO BpmuUiovyo
axidivio (BA. mopdypago 5.3). Oswpeitar amiovo 10 Ppmptovyo akAdivio va ennpedoet ™
YOVILOTNTA GTOV AVOP®ITO PETA ATd TN YOPNYNON TNG CUVIGTAOUEVTG OOGTC.

4.7 Emopacelg 6Ty IKavOTTa 001]Y1N61)G KOl EPIGHOD PN avVIILETOV

To Bpopodyo akAdivio evdéyetar vo EYEL LKPN ETIOPAOT GTNV IKOVOTNTO 00N YNONG KAl XEPIGHOD
pnyoavnudrov. H ekdnimon kepolodkyiog, LaAng 1 Oopmig opdoemg LETE T yopnyNnon Tov
Bpopotyov axidwiov (PA. mapdypoeo 4.8) umopel va ennNpedoel TNV KAVOTNTO 001 YNOTG Kol
YEPIOUOD UnyavnpaTmy.

4.8 AvemOvunteg evépyereg
2Hvoyn Tov TPOPIA acQaAeiog

O1 ovyvotepeg avemBounteg avidpdaoeig ot yopnynon Eklira Genuair fitav kepaiaiyia (6,6%) ot
pwvopapuyyitda (5,5%).

2ovoyn tov avemfountov avidpdoswv o mivaka

H ocvyvomta epodviong tov avemBountmv evepyeimv mov mopatifevor mapoakdto focileTor otny
Kataypaen Tov Pabuod epedviong tov avembdountov avidpdcemv (A, coupdavta Tov opsiloviol
oto Eklira Genuair) ot ontoieg mopatnpndnkoav pe m yopnynon 322 ug Eklira Genuair (636 acbeveic),
£METOL A0 0BPOIOTIKT AVAAVOT| TOV GTOYEI®V TOL TPOEKVLYAY OO TUYALOTOUNUEVES, EAEYYOUEVES LIE




EIKOVIKO QAPLLOKO KAVIKEG SOKIUES, LUOG OEPKELNG 6 UVdVY Kot dV0 d1dpKelag 3 Unvav 1 oto
OTOTEAEGLLOTO TNG LEAETNG LETA TNV KLKAOQOPia 6TV ayopd.

e pio eheyyouevn pe eikovikd eappoko perétn o 1.791 acbeveig pe pétpro émg moAd cofapn XAIL
vno Bepaneio pe Eklira Genuair péypt 36 unveg dev towtomomnkav dAies avemBounteg evépyetec.

H ocvyvomta epodviong tov avembountmv evepyeimv kabopiletoar cOppova pe v €€ng cdupaon:
oA ouyvég (=1/10), ouyvés (=1/100 émg <1/10), oy ouyvég (>1/1.000 émwg <1/100), ombvieg
(>1/10.000 éwg <1/1.000), ToA¥ omdavieg (<1/10.000) ko pn yvootés (dev pmopovv va extiunBovv pe

Béon to dwbécyio dedopéva).

Katnyopia opyavikoo Hpotipndpuevog 6pog Xoyvotnra
GULGTNHNOTOG
AOUDEELS KOl TOPOCITOCELG IMopopprvokoAmitidoa Suyvég
Pwogapvyyitida Xuyveég
Awotapayéc Tov avocomomtikov | YmepgvoioOnoio Xrdvieg
GULGTNLOTOG Ayyelooionua Mn yvootég
AVOQUAOKTIKY Mn yvootég
avtidpaon
Alotopay£c Tov VELPIKoD Kepotoryio Suyvég
GULGTHLOTOG Z&An Oyt cuyvéc
OopBoipikég droTapoyésg ®aumni dpacn Oyt ouyvég
Kapduaxég datapayés Kapduakég appoluieg, | Oyt ouyvég
oupmeptAappovopévng
NG KOATTIKNG
HOPHOPVYNG KOL TNG
TaPOEVGUIKNG
TOYLKOPITOG
Tayvkapdio Oyt ouyvég
AloOnpo ToApov Oyt ovuyvég
Alotapoy£ TOV aVATVELGTIKOD Bryog Xuyvég
GLOTNHATOG, TOV BdpoKa Kot Tov | Avopmvia Oy Zoyvég
uesofwpdixiov
Alotapoyéc ToV YOOTPEVTEPIKOD Aldppota Xuyvég
Navtia Xuyvég
Enpoctopio Oy ovyvég
Yropatitida Oy ovyvég
Awrtapayés tov déppotog kar tov | EEavinua Oy ovyvég
VTOSOPLOV 1GTOV Kvnoudg Oyt ovyvéc
Awtapoyés tov veppav kot tov | Katakpdtnon obpwv Oy ovyvég
0VPOPOP®V 0dDV

Avopopd TOavoloyoOUEVOV avETIOOUNTOV EVEPYELDV

H avagpopd mibavoroyoduevmy ovemBountoy evepyeidv PeTd amd T xopynomn GdEwg KUKAOPOPIig
TOV QAPUAKELTIKOD TPOIOVTOC elvar onpavtikn. Exttpénel tn cuveyn mapakorlovdnon g oxéong
0PEALOVC-KIVOHVOL TOV QOPHOKEVTIKOD TPOTOVTOG. ZNTEITOL amd TOVG EMAYYEAUOTIEG VYElNG VO
AVOQEPOVY OTTOLEGONTOTE TOAVOAOYOVUEVES OVETHOUNTEG EVEPYELEG LECH TOV EBVIKOD GUGTILOTOG
ovoeopds Tov avaypdeetor oto [Hapdptnua V.

4.9 Ynepoocoroyia

Yrepdocoroyia pe Bpopiovyo axidivio givor mhavov vo 00MyNoeL G€ aVTIXOAVEPYIKA onLeia Kot
GUUTTOLOTOL.

Qotd00, yopnyHOnkay epanal ionvedpeveg 06celg Emg 6.000 pug Bpopodyov akidviov 6e VYN
dropa, xwpic va TapatnpnBodv CUGTNUOTIKEG AVTIXOAMVEPYIKES avemOOunTeg avidpdoeic. EmmAov,
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

dev mapotnpnonKay KAVIKA cuoyeTI{OUEVES OVETIOOUNTES AVTIOPAGELS EMELTA OO T XOPNYNOoN £1G
800 pg Bpopodyov arkidiviov VO EOPES NUEPN OIS Kol o Aot 7 UEPDY GE VYU ATOLLA.

Eivar amifavo va cupfel o&ela dnAntmpioon og TepinTtoTn akovclog KATATOoNG PPOUtovyov
axAdviov, Ady® TG xapnAng ProdtafesItoTNTAS TOV 0O TOL GTOUATOG KO TOV EVEPYOTOLOVLEVOL
S1d TG avamvor|g S0GOA0YIKOD UNYAVIGHOV TG GUCKELNG EloTvodv Genuair.

5. DOAPMAKOAOTI'IKEX IAIOTHTEX
51 ®@oppokodvvoptke 1O10TNTEG

Doppokobepamentikn katnyopio: OAppoK Y10 ATOPPOKTIKES TAONGEIS TOV AEPOPOPDY 0ODV,
avTiyoAvepywkd, kwdwkog ATC: RO3BBOS.

Mnyavicpdc dpdong

To Bpopodyo akidivio gival Evag cuVOYOVIOTIKOS, EKAEKTIKOG OVTUYMOVIGTIS TV LOVCKAPIVIKMV
VTOJ0YE®V (EMiONG KOAODUEVO MG OVTLYOAVEPYIKO) e LEYOAVTEPT OLEPKELD OPACTG ATEVAVTL GTOVG
vrodoyeic M3 o€ oyéomn pe Tovug vodoyeis Ma. Ot vrodoyeic M3 tpokaiobv chomacn TV Asiov podv
TOV aepaymy®v. To e16mveduevo Ppoptovyo akAdivio dpa TOTIKE GTOVE TVEDIOVES Y10 VO,
AVTOYOVIOTEL TOVG VTOJ0YEIG M3 TV Ai®V LOMOV TOV 0EPAYDOYDV Kol VO TPOKUAEGEL BPOYYOOIUGTOAN.
In vitro ka1 in vivo pun KAMviKég SoKIIEG KaTEdeEay pia Toyelo, d0G0EEUPTMOUEVT Kol LOKPAG SIEPKELNG
OVOGTOAN TNG GVGTOCNG TV PPOYY®mV OV TPOKUAEITAL OO TNV OKETLAOYOAIVY £TELTA OO T
yopnynon akAdviov. To Ppmpodyo akiidivio dacmdtal ypyopo 6To TAACUA Kol MG EK TOVTOL
VIAPYEL oUNAN TOAVOTNTA ELPAVIONG CUCTNUATIKMDY OVTLYOAVEPYIKADV OVETIOOUNT®V EVEPYELDV.

Dappoxoduvakéc EmMOPACELS

KAwvikég dokipég anotehespatikdtrag £6ei&av 0ti To Eklira Genuair mopeiye kKAVIKA GNUOVTIKEG
Beitidoelg g Tvevpovikng Asttovpyiag (0nmg petpdron pe Baon tov Praing exmveduevo dyko og 1
devteporento [FEV]) uéca oe 12 dpec netta amd tnv Ipmivi kot ) Bpadvi yoprynon g 66omg.
Inueimbnke Evapén dpdong péca og 30 Aemtd petd and v Tpat doom e avénon tov FEV1 og
oyxéon pe v apykn T tov 124-133 ml. O péyietoc Babuoc Bpoyyodiactorng onpeimdnke péoa o
1-3 dpec petd ) yopnynon, pe péoeg péyioteg Pedtiwoelg tov FEV, og oxéon pe v apytkny Tiun tov
227-268 ml g otabepomomuévn Katdotaon.

Hlextpopvaioloyio ¢ kapdiog

Agv mopatnprdnkay emidpacelg oto daotnuo QT (ypnoonowmdvrag o1dpbwon kotd ™ uébodo
Fridericia 1| Bazett | eatopukevpévn d10pbwon) puetd omd dmal nuepncing yopnynon Ppouodyov
axidviov (200 pg 1 800 pg) yia 3 nuépeg og vy dropa, oto TAAico picg evOEAEYOVG LEAETNG TOV
dwotmuatog QT.

EmnAéov, dev mapatnphnkav kKhvikd onpovtikés emdpaoels tov Eklira Genuair 6tov xapdiokd
pLOUd OTmG KoTaypaenkay arnd To cvotnue Holter yia tnv 24wpn maparkoiovdnor tov kapdiako
pLOUOY, énetta omd TNV OAOKANp®SN Tpiumvng Oepanciog 336 acbevav, ek Twv omoimv ot 164
Adppavay 322 pg Eklira Genuair 0o @opég nuepnoimg.

KAwikn anotelecpotikdmo Kot acQiareln

>10 mpdypoppa kKAvikng avartuéng Eklira Genuair edong I coppeteiyov 269 acbeveic otovg
omoiovg yopnyndnke Bepanevtikn aywyn pe Eklira Genuair o€ d60€1g Tmv 322 ug 600 popég
NUEPNOIMC 6TO TANIGLO HIOC TUYALOTOINUEVIC, EAEYYOUEVIC UE EIKOVIKO QAPLOKO HUEAETNG OLAPKELNG
£€1L umvarv, kabmg kot 190 acbeveic otovg omoiovg yopnynHonke Oepamevtiky aywyn pe Eklira Genuair
o€ 060¢€1g TV 322 pg S0 QoPEG NUEPTCI®MG GTO TANICI0 P0G TUYOLOTTONUEVNG, EAEYYOUEVNG LE
EIKOVIKO PAPUOKO PEAETNG SLapKeLag TPV unvav. H anoteiespaticotnta aloroyndnke pe fdon ta
AmTOTEAEGULOTA LETPTONE TNG TVEVUOVIKNG AEITOVPYIOG, TNV ELPAVIOTN CUUTTOUATOV OTMG dVGTVOLO,
™ oyeTilopev e TV acbévela KatdoTaon vyEiag, Tn ¥poN EUPUAKEVTIKNG ay®YNE SIoMONC Kot
NV eKOMA®OT TapoEOvoemy. Xe paKpoypovieg ueréteg acpaieiog, To Eklira Genuair oyetiotnke pe




Bpoyxod1aoTOATIKY] ATOTEAECUATIKOTITO KATA TN YOPNYNON TOL 6TO TANIGLO piag meplddov Bepameiog
dlapKelag evog £Toug.

Bpoyyodiaorodn

210 mAiG10 TNG HEAETNG OLapKelag 6 unvav, ot acbeveig mov AduPavav Eklira Genuair og d6cg1g TV
322 pg 800 Qopég NUEPNCIMS TOPOVLGIOCAY KAMVIKE ONUAVTIKES PEATUDGELS GTNV TVELLOVIKT] TOVG
Aertovpyia (0mmg petpdror pe Baon tov FEV1). H péyiom PpoyyodiactaAtikn dpdor tov
(QOPUOKEVTIKOY GKELACULATOS CNUEIDONKE OO TNV TPMTN NUEPA Kot dtaTnpnnke kad’ 6An v
nepiodo Bepaneiog didpkelag 6 unvov. ‘Eneita and Oepaneia didpketag 6 unvov, n péon Pertimon tpo
NG XOPNYNONG TS TPWIVNG dONG (TNg EAAYIOTNG SLYKEVTP®ANG) Me Pdon tov FEV ftav g taéemg
v 128 ml (95% CI=85-170, p<0,0001) o€ cyéomn L€ TO EKOVIKO PAPLOKO.

[Hopdpowa arotelécpata apatnpinkay kot oty tepintwon yoprynong Eklira Genuair katd t
UEAETT O1apKELNG 3 UNVaV.

Karaotaon Yyeiog Zyeti{ouevn ue v AcOéveio kou Zoumrowpotiva Opéin

H yopnynon Eklira Genuair xatédei&e kKAvikd onpovtiky Bertioon g avakobeions ond to
CUUTTOWOTE SVOTVOLAG KOl TG Katdotaong vyeiog (copemva pe a&loAdynon ue tov Agiktn
MetaBatikng Avenvolag [TDI] kot to Avanvevotikd Epotnpatoroylo St. George [SGRQ]
avtioToya). tov mopakdte [ivaxka epeavifovtol Ta aroteléopata avaKoHPons omd To
CUUTTOWOTA, OTOG dlapopeadnKay éxetta and Oepancio didpkelag 6 unvav pe yopnynon Eklira
Genuair.

Ogpangia Behtioon évavtt
Metapint Eklira Genuair El’KOVlKO TOV EIKOVIKOD Twnq p
QPappoxo QUPUIKOV

TDI

. , AvEnon
locooto AcBeviv mov 56,9 45,5 maveTTac Katd | 0,004
nétuyxav MCID 1,68 popéc
Méon MetaPokn om6 m 1,9 0,9 1,0 povéda <0,001
Baon avoeopag ’ ’ ’ ’
SGRQ

, , AbvEnon
Iocootd Actieviov mov 57,3 41,0 mavomTag Kot | <0,001
nérvyov MCID 1,87 popéc
Méon Metafjor om6 m 7.4 2.8 4,6 povédec <0,0001
Baon avoeopag ’ ’ ’ ’

a EAdyiota kivikd onpoavtiky otagopd (MCID) pe petaporn >1 povéadag otov TDI.

b MCID pe petaforn) tovAdyiotov -4 povédwv oto SGRQ.

¢ Ao0yog oyetikdv mbavotntov, avénon g mbavotnras va emtevydet to eninedo MCID xotd
GUYKPLOT LE TO EKOVIKO QAPLOKO.

O acBeveic oTovg onoiovg yopnynnke Bepanevtikny aywyn pe Eklira Genuair ypeidomnkay
QOPUOKEVTIKN ay®yn dtdcmong og uikpdtepo Pabud oe oyéon pe tovg acbeveic mov Elafav eucovikd
ebappoxo (peiowon 0,95 elonvomv nuepnoing otovg 6 punveg [p=0,005]). 'Eneita amd ) yoprynon
Eklira Genuair mapatnpifnke Peitioon tov kotd tnv dtbpketa g npuépag copntopdtov g XAl
(dvomvoa, Pryag Kot Topaymyn TTVEA®V) KOl TOV GCUUTTOUATOV KOTA TN SIOPKELD TNG VOYTAG KOl TV
CUUTTOUATOV KATH TO TPp@VO EOTVN L.

H 08pototikn avirlouor omoTeEAecUATIKOTNTOS TOV EAEYYOUEVOV LE EIKOVIKO QAPUAKO LEAETMV,
duapkelag 6 Kot 3 unvav, katédelée oTaTIOTIKG ONUOVTIKH HEIMOT MG TPOG TN GUYVOTNTA ELPAVIOTG
NV €0g coPapdv Taposbveemv (Yo Tovg onoiovg amatteitol Oepomeio pe avtiPloTikd 1
KOPTIKOGTEPOELON N Voo Agial) £mettol amd TO YopnyNon Ppoutovyov akAdviov ce oyéon Ue To
€IKOVIKO pdpuoako (Adyog ava acBevn ava étog: 0,31 évavt 0,44 avtictoiywe, p=0,0149).

Melrétn MaxpompoBsouns Aopdleiog ko Amoteleouotikotntog uéypt 3 &tn



H enidpaon tov Bpopovyov akidviov oty peavion Tov peilovov avemiBountov Kapdlayyelokoy
ovuPapdtov (MACE) a&lioloynOnke og pio ToYOomotnpévn, SUTAL TVEAT, EAEYYOLEVT] LLE ELKOVIKO
QAapuraKo, ToPAAANA®V opadmv puedét o 3.630 evidkovg acBeveic nhikiog peta&d 40 kot 91 etdv e
pétpo Emg moAv coPapry XAIT vrd Bepancio yio Stomua puéypt 36 unves. To 58,7% Ntav dvopeg Kot
70 90,7% Mtav Kavkdoiot pe péco FEV, petd-PBpoyyodiactorn 47,9% g npoPrendpevng Tipung o
péon ) CAT (Epotpatordyro Extipnong XAII) g taEng tov 20,7. Ohot o1 acBeveig siyav
1GTOPIKO KOPILOYYELOKNG N} OLYYELOEYKEPUAMKNG VOGOL KOUT GTLOVTIKOVS KOPIAYYEINKODS TAPAYOVTES
Kwdvvov. To 59,8% tav acBevav eiye tovAdyiotov pio mtapo&uvon XAl péoa otovg tehevtaiovs 12
pveg and ) dahoyn|. Ilepinov 1o 48% twv evtaypévev acbevav eiyav Tponyovuevo 16Topkd
TOVAGYIGTOV 1 KOTOYEYPAUUEVOD TTPOTYOVUEVOL KOPIAYYEIOKOD GUUPBAIOTOC, 0yYEI0EYKEPAUAIKNG
vooov (13,1%), otepoviaiog vooov (35,4%), TEPLPEPIKNG OYYELOKTG VOGOV 1] IGTOPIKO YOAOTNTOG
(13,6%).

H perét eiye oyediacud kabodnyovpuevo omd o cLUPALOTO Kot OAOKANPp®OONKE apov
mapotnphOnkay erapkn coppduata MACE yio v tpotedovca avdlvon acedretas. Ot acBeveic
Siékoyav t Bepamneio edv eppdvicav Eva sopfopa MACE kot evtéydniov oty mepiodo
mapokolovOnong petd ) Bepaneio katd tn Sidprela g perég. To 70,7% tov acbevov
oloKkANpwoe T PeAéTn avd ektipnon gpguvnty]. O didpecog xpdvog vmod Bepaneio 6T Opddeg TOV
Eklira Genuair kot Tov gikovikod eappdakov rav 1,1 kot 1 érog, avtictorya. O didpecog xpdvog vd
peAétn otig opddeg Tov Eklira Genuair kot Tov €1kovikoD Qappakov ntav tepimov 1,4 kot 1,3 &,
avTicTolya.

To Tp®TEVOV KATAANKTIKO GNUELD AGPAAELNG NTAV O YPOVOG EMG TNV TPMTN EUPAVIGT) GUUPBAUOTOS
MACE, mov opictnke ¢ 0mo1odnNTote amd o okdiovba emPefaiopuéva coppdpota: kapdioyyeloakdg
Bavatog, un Bavoatneopo Epepaypa Tov pookapdiov 1 U BavatnEOpo IGYALUKO EYKEPUAKO
enelo0010. H ovyvomta tov acbevdv pe tovddyiotov éva cvpfav MACE ftav 3,85% évavtt 4,23%
TOV ac0evdV 6TIG OUASEG TOV AKAOIVIOL Kol TOV EIKOVIKOD Qapudkov, avtictoyyo. To Eklira Genuair
dev avénace tov kivouvo Tov cuppaudtov MACE otovg acbeveic pe XAIl oe guykpion Ue TO EIKOVIKO
QappoKo 0tav mpootébnke otnv Tpérovca Bepameio vdoPabpov (avaroyio kvdvvov (HR) 0,89, 95%
CI: 0,64, 1,23). To av@Ttepo Oplo TOL SIUGTALOTOC EUTIGTOCHVNG OTEKAELGE Eva TTpoKafoplopuévo
epmplo Kvdbvou g tééng tov 1,8.

To mo600T6 TV Topo&hvoewv pétprog | coPapng XAl avd acbevn ava £tog katd tn didpKelo Tov
TPMOTOL £TOVG NG Oepameiog eXTIUNONKE MG TO TPMTEHOV KATUANKTIKO GTUEIO UTOTELECUATIKOTITOG
otn perét. Ot acBeveic vrd Bepancio pe Eklira Genuair katédei&av pio 0TATIOTUCE G LOVTIKY
petwon g tédéng Tov 22% og ohyKplon pe To oviko edpuakxo (avaroyia mtocootod [RR] 0,78; 95%
CI1 0,68 ¢mw¢ 0,89, p<0,001). EmutAéov, o Eklira Genuair katédeie pio 6TATIOTIKA GNUOVTIKY Leimon
™™g ta&ng Tov 35% 610 TOG0GTO VOoNAEIDV AdY® mapo&uveewy tng XAl katd T Aqyn g
Oepomeiog katd T SdpKELD TOL TPAOTOL £TOVS GE CVYKPLON LE TO elkoviKO pdpuako (RR 0,65; 95%
C1 0,48 £w¢ 0,89, p=0,000).

H opéda tov Eklira Genuair katédei&e pio otomiotikd onpavtiki kabucstépnor otov ¥povo Emg Tnv
TpOTN péTpra 1 coPfapn mapdEuvon Katd t Ayn g Bepaneiog g GVYKPION HE TV OULAdN TOL
€1KOVIKOD Qoppakov. Ot acbeveic 6Ty opddo Tov Ppoptovyov akidviov eiyov pio oyeTikn peimon
18% tov kvovvou mapd&uveng (HR 0,82, 95% CI [0,73, 0,92], p<0,001).

Avoyn otnv doknon

€ o OO TAVPOVLEVT), TUXALOTOUEVT, EAEYYOLEVT LLE ELKOVIKO APLOKO KAVIKT ueAétr, to Eklira
Genuair cuvoEDNKeE Le P10 GTATIOTIKA OTUOVTIKT BEXTioT TOL ¥pOdVOL avTOXNG KATH TV ACKNON O
GUYKPION LE TO EIKOVIKO Qappako Katd 58 devteporenta (95% CI=9-108, p=0,021, tipun mpiv
Oepameio: 486 devteporenta). To Eklira Genuair peiwoe 6TATIOTIKA GNUAVTIKA TNV TVELLOVIKN
VIEPOIATACN o€ KaTdoTaoT Npepiog (Aettovpyikn vtoAewtopuevn xopnTikoTnta [functional residual
capacity, FRC]=0,197 1 [95% CI=0,321, 0,072, p=0,002], vroreutopevog dykog [residual volume,
RV]=0,2381[95% CI=0,396, 0,079, p=0,004]) ko1 fertinoe eniong To xoaunAotepo onueio
avamveLoTIkng tkovotntog (kata 0,078 1, 95% CI=0,01, 0,145, p=0,025) kot peimoe ™ dvomvoln Kotd
T d1dprela g doknong (kKiipaxo Borg) (katd 0,63 povadeg Borg, 95% CI=1,11, 0,14, p=0,012).



Howdwrpikdc mAnfuopog

O Evponaikdg Opyoviopoc Ooapudkmy Exel dMOEL OTUALXYT OO TNV VTOYPEMOT) VTOPOANC TOV
amotelecudtov Tov peret@v pe to Eklira Genuair o 6Aeg TIC vokaTnyopieg TOL TUOIOTPIKOD
TANOVGUOY e XpOVIN aToPpaKTIKY Tvevpovoradeia (XAID) (PAéne mapdypapo 4.2 yio TAnpopopieg
GYETIKA UE TNV ToUdLOTPIKY| ¥P1oN).

5.2 @oppokokivnTIKES 1O10TNTES

Amoppognon

To Bpoodyo akAdivio amoppoPdTol TaYEMG amd TOVG TVEDLOVES, ENLTVYXAVOVTOS HEYIGTEG
GUYKEVTIPMGELS TG OLGIOG GTO TAAGHO EVTOG 5 AEMTOV £MELT 0O TNV EIGTVON Y10 TO LYW ATOLO Kot
ouvnBmg evtog v Tpdtov 15 Aentodv Yo acbeveig pe XAIL To pépog g elomvedpevng 666nG Tov
TEAIKMG EIGEPYETOL GTT) GUOTNUATIKN KUKAOPOPIQ MG AUETAPANTO 0KASIVIO Elval 1O10MTEPMG UIKPO
(<5%).

O1 LEYIGTES GLYKEVTIPMGELS TG OVGLG 6TO TAAGHA 6 GTafepomompévn KATAoTAoN TOV
onuetmodnkoy petd omd ewonvon Enpag kovemg amd acbeveig pe XAIT 400 ug fpmpodyov akAidiviov
Nrtav nepimov 224 pg/ml. Ta eninedo mAdcLOTOG 08 GTABEpOTOMUEVN KOTAGTACT EMITELYONKAY HECH
o€ eNTA NUEPES EMELTOL Amd TN YOPNYNON TG 00oNS 600 POPES NUEPNTIMC.

Katavopur
O ovvoliKdg 0YKog TG amofeong Tov PPMLUIOVYOL OKALOVIOU GTOVG TVEDUOVESG LECH TNG GLOKELTG

glomvodv Genuair ovijAfe kotd péco 6po oto 30% mepimov g pHeTpodEVNS dOONG.

H in vitro obvdeomn tov Bpopiovyov akAdviov pe T TpmTeives Tov TAdopatog oy Tihavov
avTioTOYY| LLE TN GUVOEST T®V UETAPOMTAOV UE TIG TPMOTEIVES TOV TAAGUATOG, AOY® TNG TAXEIOG
VOPOAVENG TOL Pp@IoVYOV aKAdViov oTo TAdoue. H cbvdeon pe Tic TpmTteivec Tov TAAoUaTog TaY
87% v tov petaforitn kapPfo&uiikov o&éog kat 15% yio tov petaforitn olkooing avtictotya. H
Baowkn Tpmteivn Tov TAGCHATOG HECH TNG OTOT0G EMTVYYAVETAL 1] GUVOEST] TOV BPOULIOVYOV
aKAMOViov [E TO TAGoUO Eival 1 AEVKOUOTIVY.

Buouetaoymuotiopdc

To Bpopuodyo akAidivio VOPOAVETAL TOYEWMS KOl EKTETAUEVO GE POPLUKOAOYIKA AVEVEPYH
kapPoéviiopéva Tapdymya Kot Tapdywya oikooinc. H vdpdivon apokidmtel 1060 ynuikd (un
evlopkd) 600 Kot evEUHIKA LECH TNG YPNONG EGTEPUCHV, OO TIG OTOIES 1) fOVTVPVAOYOAVESTEPATT)
amotelel tn PacikOTEPT E6TEPAOT TOL AVOPAOTIVOL OPYAVIGLOD TTOV YPNCUYLOTOLEITOL KATH TNV
vopoAvo. Ta enineda Tov petafoiritn o&éog oto TAdoua eppavilovral pe 100mAdoia Tepimov
GUYKEVTPMGT| GE GYEOT| LE TO OVTIGTOLY O ETITEDD TOV UETAPOAITN AAKOOANG KOl TNG AUETAPANTNG
dpaoTIKNG ovGiog EMELTO AmTd TNV EIGTVON).

To yoapunAd 1060oTd TG andAvTng PlrodladespdTNTOG TOL EIGTVEOUEVOL BP®MUOVYOV OKALOVIOU
(<5%) opeihetor 61O YEYOVOG OTL VOPOAVETAL EKTETALEVA OO TOV AvOPADOTIVO 0pyavIGHO AL Kot TPy
€10€A0EL GTN GLOTNLLATIKT KUKAO(QOPIO TOV OPYOAVIGHOD, GE TEPITTMOT] OMOOECT|G TOV GTOVS TVEVLOVEG
N € TEPINTOON KATATOGNC TOV.

O Propetaocynuoaticpog pécw oepdag evivopov CYP450 dwdpapatilet iocova poro 6T GUVOAIKN
petafoiikn| kdBaporn tov Bpmuiovyov akAldviov.

In vitro épgvveg £0e1&av OTL T0 Pp@ptovyo akAdivio o€ BepamevtiKy 006N 1 o1 LeToPoriteg Tov dev
avaoTEALOLVY 1] OgV EmaydyovV T cOvBeom omolwvonmote evibumv tov kutoypopatog P450 (CYP450)
Kol 0V avaSTEALOVVY T1) OpAcoT) TOV ECTEPACHOV (KAPPOELAEGTEPAOT], OKETVAYOAMVESTEPAGT,
BovtvupvroyoAvestepdon). In vitro Epevveg £6e1&av OTL TO BpUtovyo akAdivio 1 ot petafolriteg Tov
Bpopotyov axidviov dev gival vVTOCTPOUATO 1] OVAGTOAELS TG P-yAvkompmreivng.

Amofoin



O 1eAKOC YpOVOC NEONG KO 0 OTOTEAECUATIKOG YpOVoS NULONE TOL Bpoptodyov akidtviov gival
nepimov 14 kot 10 dpeg, avtioTtorya, pHetd and v ewonvor| 0dcewv 400 mg 500 Popég NuepNoing o
acBeveic pe XAIL

‘Enerta amd evoopréPia yopnynon 400 pg padtoonpaciévonv Bpmpuodyov axkidiviov 6 vy dTopa, M
TOGOTNTA TOL Bp®uovyoL akidiviov Tov anefAndn apetdfAnto LEGC® TOV OVPOV AVTIGTOLYOVGE GTO
1% ¢ d6ong. Ewc 10 65% g d60m¢ omefAnOn vid ™ popen HETAPOMTOV GTO 0OVPO., EVD MG TO
33% oamePAn0OM vd ™ LopEY| HETOPOMTAOV GTO KOTPAVA.

‘Emterta amd v etonvon 200 ug kot 400 ug fpopiodyov axidiviov omd vy dtope 1 acBeveic pe
XAII 1 omékkpion Tov Ppopodyov aKASIVIoN HECH TOV 00pmV MG AUETAPANTNG ovGiag fTav
WonTépmc YapnAn kot avoroyovoe oe mepimov 0,1% g yopnyoduevng dd6ong, yeyovog mov
VTOONAMVEL OTL 1 VEPPIKN KGBapon dadpapatilel nocova pOA0 6T CLVOAIKT KABapoT Tov
Bpopotyov axidviov omd To TAACUA.

Cpoppiikdtnto/un ypoupikodtnto
To Bpopodyo akAdivio Tapovciace Ypo KN KIVITIKN Kot (o XpOoVOEEOPTMUEVT] QUPUAKOKIVITIKN
GUUTEPLPOPA GTO TAAIGLO TOV BEPATEVTUCOD TOV EVPOVC.

E1dwcoi tAnBuopoi

Hlciouévor aobeveic

O1 opLOKOKIVITIKES 1O10TNTEG TOL Bpoutotyov axidviov oe acbevelg pe Rmo Emg cofapn Lopen|
XAIT eppaviCovral va givon id1eg otny mepintmon Tv acbevav niikiog 40-59 etdv, ahid kol TV
acOevov nhkiog >70 etdv. ['a avtdv 1oV AOYO0, OEV OmOLTEITAL TPOGOPLOYT TNG 00GOA0YING GE
nikiwpévoug acBeveicg pe XAIL

Aaobeveic ue nratiky dvoiertovpyio.

Agv dieénydnoav peréteg oe aobeveic pe nroatikn duciettovpyio. To fpopiovyo axiidivio
petaforiletor kupimg HEG® yNUIKNG Kot EVEDUIKNG S10TAGNG GTO TAAGHLO, MG EK TOVTOL, 1) NITATIKN
dvodettovpyia eivar amiBavo vo emnpedost T CLGTNUOTIKY €kBeon TG ovsiog. Aev amatteiton
Tpooapoyn ¢ docoroyiag yia acbeveic pe nmatikn dvciettovpyio kot pe XAIL

Aobeveis ue veppin dvolertovpyio

Agv TopatnpiOnKoy oNUOVTIKEG PAPUOKOKIVITIKEG SLUPOPES OVAUEGH GE ATOUA. LLE KOVOVIKT VEQPLKN
Aertovpyia Kot o€ dropa pe veppikn dvciertovpyio. o avtdv Tov Adyo, dev anarteital Tpomonoinon
g 060NG Kot emmpochetn mapakorovOnon yio aceveic pe veppikn duciettovpyia kot pe XAIL

Doviy
Metd amd emavolapBovOoleves EIGTVOES, 1 GLCTNUIKN £kBeom TOV BPmUIOVYOL aKALdViOV
mapotnpionke va eivar dpota o INamoviélovg kot Kavkdoiovg acOeveic.

DoprokokvnTikéc/QopLoKodLVVOLLKESC GYEGELC
Ene1dm 1o Bpopiovyo axidivio dpo Tomikd 6Toug TVEHIOVES Kol S10GTATAL TAXEWS GTO TAAGLO, OV
VILAPYEL AUECT) OYECT] AVAUECH GTIS PUPUOKOKIVITIKEG KOl QUPUOKOSVVOLIKES 1010TNTEG TNG OVGING.

5.3 IIpoxivika dgdopéva yio TV ac@drela

Ta pun KAwviKd dedopéva dgvV amoKaADTTOVV 1010iTEPO Kivouvo Yia Tov GvBpm o e Baon Tic
oLUPUTIKEG LEAETEC PUPUOKOAOYIKNG OCPAAELNG, TOEIKOTNTOG EMOVAAAUPOVOUEVDV dOCEDV,
YOVOTOEIKOTNTAG, EVOEXOUEVNC KAPKIVOYOVOL dpdong Kat TOEIKOTNTAG GTNY AVOTOPOY®YIKY IKOVOTITA
Kol OVATTLE.

e un KAMVIKEG OOKIUES, O1 EMOPACELG OTIG KOPILAYYELNKEG TOPAUETPOVG (TaLKAPSiK GE GKOAOVC),
OTNV OVOTOPOY®YIKN TOEKOTNTA (EUPPLOTOEIKEC EMOPAGELS) Kot 6TN YOVILOTNTO (EAdy10TN peimon
NG KAVOTNTOG GOAANYTG, TOV OYPDOV COUUTIOV KoL TOV ATOAEIDV TPV KoL LETO TNV ELPVTELGN)
mapoTnpiOnkay povo e ekBéceic mov BempnOnkav 6Tl NTaV OPKETE TAVE ATd TO AVATATO OPLO
£xbeonc Tov avOpOTOL, TOPOVGLALOVTAG LIKPT OXECT LE TNV KALVIKY XPNOT).
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H yopunAn to&idtnta mov tapatnpndnke o pn kKAMvikég HeAETeg ToEIKOTNTAG OPEIAETOL EV LEPEL GTOV
Tay0 HETABOAIGHO TOL BP@UIOVYOV OKAOIVIOL GTO TAAGE KOL GTNV EAAENYT] ONUOVTIKNAG
QOPUOKOAOYIKNG OPOCTNPLOTNTOS TV KUPLOTEP®V HeTafoirtdv. To meptbmplo acpoieiog yio T
cvotnpatikn ékBeor tov avBpdmivov opyavicuob oe 400 pg 600 Popég NUeEPNCILS EvavTL TV
EMITESOV UN TOPATPOVUEVOV aVETIHOUNTOV AVIIOPACEMY GTO TANIGLO AVTMV TOV HEAETOV TV 7-
¢w¢ 73-mAdcto.

6. OAPMAKEYTIKEX TIAHPO®OPIEX

6.1 Kotaloyog ekddymv

Movoddpikn Aaktoln.

6.2 Aocvpparéotnreg

Agv gpapudletat.

6.3 Awpkera Long

3 xpovia.

Na ypnoonoteitor evrog 90 nuep®v amd To AVOLYUa TG ECMTEPIKNG GCLGKEVAGING.

6.4 Iowirepes mpo@urdiers katd T @OLAEN TOV TPOIOVTOG

DVAACGETE TN CLGKEDT EICTIVOMV EVTOG TNG ECMTEPTIKNG GLOKELAGTAG UEYPL TNV EvapEn XOpNyNoNgs.
6.5 ®@V61M KUl GVGTUTIKA TOV TEPLEKTI)

H cvokevn elonvodv gival KaTtaokeLaopévn amd o 6E1pa SIPOPETIKAOV VAK®OV, OTOTEAOVLEVO OO
TOAVOVOPAKIKA TOAVUEPT], AKPLAOVITPIKO BOVTASIEVIKO GTUPEVIO, TOAVOELIEBVAEV1O, TOALECTEPQ
TEPEPOOAIKOD BOVTVAEVION, TOAVTPOTLAEVIO, TOAVGTVPEVIO Kat ovoleidmTto yaAvpa. Kukhopopei og
AEVKO YPOO PLE EVOOUATOUEVO TAOIG1O £VOEIENG TNG 0OONG Kot £va TPAGIVO KOV SOGOUETPNOTG.
To emoTOU0 KAADTTETAL OO £VOL OLPALPOVUEVO TPAGIVO TPOCTATEVTIKO KAAvppa. H cvuokeum
€10TVOOV dOlatifeTon og pio TAOCTIKY E0MTEPIKT GLOKELVAGIN ToToOETNEVT GE Eval ¥GPTIVO KOLTI.
Xdaptvo kovti mov mepiéyel 1 cvokevn elonvodv pe 30 doceLS.

Xaptvo kovti Tov mepléyel 1 cuokevn| elomvodv pe 60 doOGELC.

Xaptvo kovTi TOL TTEPLEYEL 3 CLOKEVEG ElIGTTVOMV Le 60 docelg o€ Kabepio omd avTéc.

Mmropei va punv KuKAOQOpPOLV OLEG Ol GLOKEVAGIES.

6.6 Iowitepeg TPOPLAGEELS UOPPLYNGS KAl AALOG YELPIGIOG

Kdabe ayxpnoiponointo eopuokeuticd mpoidv 1 VIOAEUN TPETEL VAL OTOPPITTETAL GOUPDVO. LIE TIG
KOTO TOTOVE IGYVOVGEC GYETIKEC SLOTAEELG.

Odnyieg Xpriong
"Evapin
Awpacte avtig Tig Oonyieg Xpi)ong Tpty apyicETE va YPNCLUOTOLEITE TO PAPRAKO.

E€oweimOeite pe to uépn e cvokevng ilomvonv cag Genuair.

AgikTng , i
HapdBupo eréyyov 360mG IIpaovo kovpmi
IIpdowvo = cuokevn elomTvom®V

£Toun v ypnon 11



\ HoapdBupo eréyyov

\é— Koxkivo = emPefoardvel T oot

€10TTVON

<\\\1
& Emotéo

Ewéva A

e

MpooctatevTiKé
Kaioppa

Hpw am6 ™ ypiion:

a) Ipw and v Tpdn ¥priomn, avoilte oyilovias TV CEPAYIGUEVT ECMTEPLKT] CLCKEVOGIN Kot
AQOIPESTE TN CLOKEVT El0TTVOQV. [1eTAETE TNV ECMTEPIKN GLGKEVAGIAL.

B) Mnv mélete to mpdiovo kovpni péypt va giote £Toytot va mépete pio dOom.

v) TpapPnére to kGAvppo méElovtog erappd ta BEAN Tov efvon onuetwpéva oty Kabe mievpd
(Ewova B).

- p

-‘Eﬂ | Téote €00 Ko
' | TpaPnéte

Ewovo B
BHMA 1: IIpogtoypndote T 0061 60G

1.1 Koitd&re to dvotypa tov emictopiov kot fefoiwbeite 01 Kavéva avtikeipevo dgv eumodilet
v tpdécPaon og avtd (Ewova I).

1.2 Kowtd&te 10 mapdbvpo eréyyov (mpémetl va eivan kokkvo, Ewcova I).

KOKKINO

EAéy&re T0 Gvorypa
TOV EMOTONIOV

—

Ewova T

1.3 Kpartote ™ cvuokeun elomvo®dv opllovTia [LE TO EMGTOLLO TPOG TO UEPOS GO KOl TO TPAGIVO
kovuni endve (Ewkdva A).



Ewova A
1.4 IMéote evieA®G TPOG T KAT® TO TPAGIVO KOVUT yia Tr pOpT™o™ ™G d6ong cog (Ewova E).

Oroav miéete evieAd¢ TPOG TO KAT® TO KOVWT, TO TapdBupo eEAEYYOL OAAALEL 0md KOKKIVO GE
TPAGLVO.

| Bepoaiwbeite 611 t0 Tpdicivo kKovuni gival endvm. Mn YEPVETE TN GLOKEDT.

1.5 AmeievBepdote to mpdoivo kovuni (Ewdva XT).

Befarmbeite 6T1 anehevbepdoate TO0 KOLUTL, OCTE 1| GLOKELN EICTVOMYV VO, LTOPEL VO AEITOVPYNGEL
CWOOTA.

4 A

Ewéva E Ewévo XT
Yraporiorte kor EAéyEre:
1.6 Beparmbeite 61 T0 TOPEOVPO EAEYYOL Elvan TdDpa Tpdoivo (Ewkova Z).
To @apuaxd cog eivar £TOHO Yo EIGTVON).

[Inyaivete oto «BHMA 2: Elomvedote 0 ApLOKO GOc».

P
MPAXINO

Ewova Z
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T va kGvete £dv 1o TaPaOVPO ehéyyov €ivan aKOPO KOKKIVO a@ov £xeTe mécel To kKovpmi (Ewkéva
H).

Ewova H

H 860 dev givan mpogtopacuévn. nyaivere wico oto «kBHMA 1 Ilpogroipdote 1 6601 cog»
Ko enavarapere to fipara 1.1 £og 1.6.

BHMA 2: Ewontvevote TO QOPpROKO 060G

Awpaote TAnpog o fpata 2.1 Emg 2.7 wpv amd T xpHon. Mn YEPVETE T GLGKELT.

2.1 Kpatnote 11 GLOKELT] EIGTVODY HOKPLA OO TO GTOLO GOG KOl EKTTVEVGTE EVIEAMG. MV
ekmvéeTe TOTE PEGO 0T cLoKeLT glomvoaVv (Ekova ©).

Ewoéva ©

2.2 Kpatiote 10 kepdi cag og 6pbia BEom, Tomobetnote To eMoTOUI0 Ovdipesa ota XEIAN cag
ka1 KAgloTe Ta xeiln oag epuntikd YOopw amd ovtd (Ewodva I).

MnV KpoTdTe TATNREVO TTPOS TO. KATM TO TPAGLVO KOVUTL KOODS E10TVEETE.

Ewova 1

2.3 TIlapte pia dvvati, fadid e16mvor] amd To GTOUN GOC. ZVVEYIGTE VA EICTVEETE OGO TO
duvaToOV TEPIOTOTEPO.
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"Eva «xAucoy 0o cog emPefoidoet 0Tt E16TVEETE COGTA. ZVVEYIGTE VO OVOTVEETE OGO TO SLVOTOV
TEPLGCOTEPO, POV AKOVGETE TO «KAK». Mepikol acBevelg pmopel va Unv akKoLGOLV TO KKALK.
Xpnowonomate to Tapdbupo eAEyyov yia vo Pefatmbeite 6TL EyeTe E16TVEVGEL GOOTA.

2.4 ATOMOKPOVETE TN GUGKELT| EIGTVOMV A0 TO GTOLO, GO,
2.5 Kpartiote v avomvor 6og 060 T0 SuVATOV TEPIGGOTEPO.

2.6 Exmvedote apyd Laxpld amd T GUGKELT EIGTVOMV.

Opiopévor acbeveic pmopet va arsBavBoivv pio kokkddn aicOnon oto otoue Tovg 1 Hio EAAPP®G
YAVKLA 1) Tkpn yevon. Mnv ntapete emuAéov d0on oe mepintwon mov dev atchovbeite Kamown yevon M
aioBnon petd v elomvon).

Yrapotiote ko EAéyEre:

2.7 BePaiwbeite 611 T0 TapdBvpo eréyyov etvar Tdpa koxkkivo (Ewova K). Avtd onpaivel 6t
€xete €10MVEVGEL TO PAPUAKO GOG COOTA.

/'"
KOKKINO

Ewoéva K

T vo kKaveTe €4V To Tapadvpo eLEyyov givar akopa pacivo petd v ewetvon] (Ewkova A).

Ewoéva A

AvTto onpaivel 0TL dev €eTe EIGTVEVGEL TO EAPLOKS cag cmotd. IInyaivere wicw oto «<BHMA 2
Eweontvedote T0 pappoxod cac» ko emavardfere ta frpata 2.1 g 2.7.

Edv 1o mapabupo erléyyov e&akorovbel va unv odAralel oe KOKKIvo, pumopet va €xete Egydoet va
ameLeLOEPMGETE TO TPAGIVO KOVUTL TPV atd TNV EIGTVOT| 1| LWTOPEL VO, NV EYETE EIGTTVEDGEL OPKETA
dvvatd. Eav cvuPei avtd, tpocnadnote Eava. Befarmbeite 61 £xete amelevbepmaost To Tpdcivo
KOVUTTL KoL OTL £XETE EKMVEVOEL TANPWOC. LTN CLVEXELD, TAPTE Lo duvath, Pabid elomvon péoa amd 1o
EMOTOLO.
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HopokoreicOe va eMKOIVOVI|GETE PE TOV Y10.TPO 00g €0V TO TAPdBLPO eLEYYOL e€akorovOel va
givor IPacIvo pnetd amd eraverknquuéveg tpocsnddsiec.

[Tiéote T0 MpooTOTELTIKO KAAVUPA TIGM 6TO EMGTOUIO peTd and KaOe yprion (Ewova M), yuo va
OTOTPEYETE TNV EXUOAVVOT| TNG GLOKEVNG EIGTVOMV Ue oKOVN 1 dAa vAIKA. [Ipémel va amoppiyete
1 GUGKELT EIGTVOMV GOG, EAV YAGETE TO KAAVLLLLOL.

& I

Ewéva M

EmnpdoocOetec minpoopieg

T pémel vo KAVETE €0V TPOETOWATETE KaTd Adboc o d0on;

DVAAETE TN GLGKELT EIGTVOMV LLE TO TPOCTOTELTIKO KAAvpp 6T B€om Tov péxpt va £pbel | dpa va
€10TVEVGETE TO PAPUAKO GOGC, GTT) GLVEXELD APAULPESTE TO KAALUUA Kol EeKiviote amo to Brjua 1.6.

TImc Aertovpyel o deiktne doonc;

o O deiktng d00MG deiyvel TOV GUVOAKO 0PIOUS TV HOCEMY TOV ATOUEVOVY GTT GUCKELN
glonvomv (Ewova N).

e Kotd v npd xpnon, ke cuoKeLN EIGTVODOV TEPLEXEL TOVAU)LGTOV 60 dOCEIC
tovAdyiotov 30 ddoets, avaroya e To péyehog TG GuoKELOGING.

o KdBe popd mov poptdvete pa d6o1 TELoVTaG TO TPAGIVO KOVUT, 0 dEiKTNGg 000N
petaxwveitol eEMdylota Tpog Tov enduevo apduo (50, 40, 30, 20, 10 1 0).

[1ote mpémel va TapeTe pio VEN GLOKEVT EIGTTVORDV;

®a pénet va TapeTe pia VEQ GUGKELY] EIGTVOQV:
e Edv 1 ocvokevn €10TVOGV 060G POIVETOL KATESTPAUUEVT ] EAV YAGETE TO KAAVLUUA 1|
o  Ortav eppaviCeton pio KOKKIVY Tovia 6tov deiktn doong, avtd onuaivel 6t TAncldleTe otV
terevtaio 06on cag (Ewova N) 1
e Edv n ovokevn elonvodmv oag ivor ddeto (Eikdva E).

O dciktng d60mG peroKveitor apyd amod to
60 £oc 7o 0: 60, 50, 40, 30, 20, 10, 0.

Koékkivn tawvia \
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Ewoéva N

[Io¢ umopeite vo. yvopilete OTL 1| GLCKELT) EICTVOMV GOC ival ddgia;

Orav 10 mpdovo kovumni dev emavéLBel oy avdtepn duvarr| 0o kot acparicel og pio evdldpeon
0¢om, 101 £xeTe OTaCEL otV TEAevTaia 0001 (Ewkdva E). Mmopeite va 16TveDoETE KAVOVIKA TNV
terevTaia cog 6001, TaPOAO TOL TO TPAGIVO KOLUTL £xEl 0oPOAIcEL GE avTnv TN Béom. Metd and
LTIV TN 000, OEV UTOPELTE VO EMAVOYPT|GLLOTOLGETE T1) GLGKEVY| EIGTVOADV KOl TTPEMEL VOL APYICETE
va ypnoponoteite pia véo cueKeELN] EICTVOMV.

Ofon acpairang

Ewova =

[Io¢ mpénet vo. kabapileTe T GLGKELT) EIGTVODV GOC;

Mnv ypnoiponoteite IIOTE vepd yia va kabapicete T cuokevt| E16TVOAOYV, KaBDS owTd pmopet va
KOTOOTPEYEL TO QPAPLOKO GOG.

Edv embBopeite va kaBapicete T GLGKELT EIGTVODV, OTAY GKOVTIGTE TNV EEMTEPIKT EXLPAVELD TOV
EMGTOUIOV pE éva oTEYVO YaPTOUGVTNAO N Uiot GTEYVH YOPTOTETGETO.

7. KATOXOX THX AAEIAYX KYKAO®OPIAX

Covis Pharma Europe B.V.

Gustav Mahlerplein 2

1082MA Apctepvrap

OAavoio

8. APIOMOZX(OI) AAEIAX KYKAO®OPIAX

EU/1/12/778/001

EU/1/12/778/002

EU/1/12/778/003

9. HMEPOMHNIA ITPQTHX ET'KPIZTHX/ANANEQXHY. THX AAEIAX
Huepopnvia mpdng £ykpiong: 20 IovAiov 2012

Huepopnvia tedevtaiog avavémong: 20 Anpiaiov 2017

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY
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Aentopepeic TANPOPOpPIES Y10 TO TAPOV PAPLAKEVTIKO TPOIOV gival O1BECIEG GTOV JIKTLAKO TOTO
tov Evponaikod Opyovicuov Gapudkwov: http:/ www.ema.europa.eu.
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http://www.ema.europa.eu/

ITAPAPTHMA 11

MHAPAXKEYAXTHX(EX) YHHEY®OYNOX(OI) I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

OPOI 'H IIEPIOPIXMOI ZXETIKA ME TH AIAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

AMIOTEAEEZMATIKH XPHZH TOY ®APMAKEYTIKOY
MPOIONTOX
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A. HAPAXKEYAXTHX(EYX) YIIEYOYNOX(OI) I'TA THN AIIOAEEMEYXH TQN
ITAPTIAQN

Ovopa kot dtevbuven tov(®v) Topackevast(®V) Tov gival vTevBLVOG(0l) Yio TNV ATOSEGIEVLCT) TOV
TopTidmV

Industrias Farmacéuticas Almirall, S.A.
Ctra. de Martorell 41-61

08740 Sant Andreu de la Barca
Barcelona

Spain

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

DoppokevTikd TPOidV Yo T0 OTTOI0 ATOLTEITAL WTPIKT GLVTAYN.

I AAAOI OPOI KAI AITAITHZEIX THX AAEIAYX KYKAO®OPIAX
o  Ex0éoeig meprodukig mapakorovdnong g acedireiag (PSURs)

O1 amortnoelg yio v vofoin towv PSURS yuo 1o ev Adym @appakevtikd mpoidv opilovtatl 6Tov
KaTdAoYyo Ue Tig nuepounviec avapopdc e Evoong (katdloyoc EURD) mov mapatifetol otnv
Tapdypoeo 7, Tov dpbpov 107y, g odnyiag 2001/83/EK kot kdOe emakdrovdng emkaiporoinong
OT®G OMNUOGIEVETAL GTIV EVPAOTOIKT SUKTLAKT TOAN Y10l TO POPLLOKOL.

A.  OPOI 'H IIEPIOPIXMOI IIOY XXETIZONTAI ME THN AX®AAH KAI
ATIOTEAEXIMATIKH XPHXIH TOY ®PAPMAKEYTIKOY ITIPOIONTOX

. Yyé0r0 owaygiprong Kivovvov (XAK)

O Karoyog Adelag Kukiogpopiag (KAK) Oa die&aydyet Tig amattodpeveg dpactnploTnTeS Kot
TAPEUPAGELS PUPHOKOETOYPVTVIIOTG OGS TaPpovoldlovtal 6To cuppovndév XAK nov
mapovctaleTar otny evotnta 1.8.2 g doetog kKukAopopiag Kot OTolecdNToTE ETaKOAOVOEG
gykekpipéveg avabempnoeig tov TAK.

‘Eva emcatporompévo LAK Oa wpénet va, kototedei.

e Metd and aitnpa tov Evponaikod Opyovicpod Goapudkmy,

e OmotedNmoTe TPOTOMOLEITOL TO CVOTNLLA StayelpLomng KvdhHvov, E101KE MG OTMOTEAEG LA AYNG
VE®V TANPOGOPIDV TOL PITOPOVV VO ETPEPOLY GTLOVTIKT AAAOYT OTN GYECT OPEAOVG-
KIvOUVOL 1] 0G OTOTELEC LA TNG EMTEVLENG EVOC GTUOVTIKOD OPOCTILOV ((QUPUOKOETAYPOTVIOT)
N EAOYLOTOTOINGT) KIVOUVOU).
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IHAPAPTHMA 111

ENNIIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EINIXHMANXH
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTI

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Eklira Genuair 322 pukpoypappopiov kOvi§ ylo el6mvon
axAdivio (Bpopiovyo axiidivio)

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

Kabe mapeyopevn o6on mepiéyet 375 ukpoypoppdpto fpopiovyo akidivio tov icodvvapei pe pio
d0om 322 pukpoypappapiov akidtviov.

3. KATAAOI'OX EKAOXQN

[epiéyet extdc TV AAA@V: Aaktdln

4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

1 ovokevn elemvomV oV TEPIE)EL 30 dOGELC
1 ovokevn eleTVo®VY OV TEPIEYEL 60 JOGELC
3 ovokeLEG ElGTVOMOVY Kobepio ek TV omoimv TepiEyel 60 dOGeELg

| 5. TPOIIOX KAI OAOX(OI) XOPHTHEHE

AwPaote T0 QUALO 0INYIDV XPYOTG TPV 0T TN XOPTYNON.
Xp1fion o1l elemTvong

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI XE OEXZH THN OITOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA MITAIAIA

Na euidooetal o€ 0éom, TV onoia dev PAETOLY Kot dev Tpooeyyilovv Ta Taldid.

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

‘ 8. HMEPOMHNIA AHEZHX

AHEH
Na ypnoonoteiton evrog 90 nuep®v amd To AVOLyLo TG ECMTEPIKNS GLOKEVAGIOG.

23



9. EIAIKEX XYNOHKEYX OYAAEHX

Dvidooete T cuokeLT glovodv Genuair EVTOg TG ECMTEPIKNG GLOKELAGTNG LEXPL TNV Evapén
xopnynone.

10. JAIAITEPEX TIPO®YAAZEEIX I'IA THN AIIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON 'H TON
YIHHOAEIMMATQON ITIOY NIPOEPXONTAI AIIO AYTA, E©@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Covis Pharma Europe B.V.
Gustav Mahlerplein 2
1082MA Apoctepvrop
OAavoio

Covis (Covis Aoyotumo)

12. APIOMOX(OI) AAEIAX KYKAO®OPIAX

EU/1/12/778/001 30 d6c¢e1g
EU/1/12/778/002 60 66c¢1g
EU/1/12/778/003 3 cvokevég elomvodv mov 1 ke pia mepieyel 60 dooeig

13. APIOMOX ITAPTIAAX

[aprtioa

‘ 14. TENIKH KATATAZEH I'TA TH ATAOGEXH

| 15. OAHTIEX XPHEHX

‘ 16. TIAHPO®OPIEX XE BRAILLE

eklira genuair

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

A160106T0TOG YPOUU®TOS KddKaG (2D) mov péper tov TepAn@OEvTa LoVadTIKO avayvmPIoTIKO KOJIKO.

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

PC
SN
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EAAXIXTEX ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

Emonpavon cvuokevi|c E16Tvo®OV

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

Eklira Genuair 322 mcg KOvig yio £1GTVON|
axAdivio (Bpopiovyo axiidivio)
Xpnon Sl eleTvong

‘ 2. TPOIIOX XOPHI'HXHX

‘ 3. HMEPOMHNIA AHEZHX

AHEH
Na ypnoponoteitor evrog 90 nuep®V amd To AVOLYUa TG ECOTEPIKNG GCLGKEVAGING.

4. APIOMOX ITAPTIAAX

[aprtioa

5. INEPIEXOMENO KATA BAPOZ, KAT' OI'KO'H KATA MONAAA

30 docelg
60 d6c¢1g

| 6. AAAA LTOIXEIA

Covis (Covis Aoyotumo)
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B. ®YAAO OAHI'TQN XPHXHX
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@viro ooy ypiong: IIAnpoeopics yra Tov ac0evi)

Eklira Genuair 322 pikpoypoppopiov KOvig Yo 16Tvon
Axdivio (Bpopodyo akiidivio)

AP aoTE TPOGEKTIKA OLOKANPO TO QUAAO 00N YLDV YP1ONG TTPLV UPYICETE VO YPTCLUOTOLEITE AVTO
T0 Qappoxo, H16TL TEPLAUPPEVEL SNUOEVTIKEG TANPOPOPiES VIO TOC.

- DvraEte avtd To EOALO 0dN YDV Yprons. Towg ypelactel va to dwufdcete Eavda.

- Edv &yete mepartépm amopieg, pmTNOTE TOV Y1ATPI, TOV PUPLOKOTOL) 1] TOV VOGOKOLO GOG.

- H ovvtayn yio avtd 10 edpuoxo yopnyndnke amokAeloTikd Y10, 6oc. Aev TPEMEL Vo SDGETE TO
oapuaxo oe dAlovc. Mmopel va Tovg mpokaAésel PAAPT, aKOUO Kol OTOV TO. CUUTTOUOTO TNG
acBéveldg Toug eivar 010 pe ta S1kd Gog,.

- Edv mapatnpnoete kémotlo avemBountr eveEpPyeELn, EVILEPDGTE TOV YLATPO, TOV PAPUAKOTOL) 1
TOV VOGOKOWO 60G. AvTod 1oy0eL kot yio Kabe mhavi avemBOunTn eVEPYELD TOV OEV AVOPEPETAL
670 TapdV EUALO 0dNYIdV xpiiong. BA. mapdypago 4.

T epréyel 10 Tapov UAA0 00N YIOV:

T etvon To Eklira Genuair ko mowa givoi ) yprion tov

T mpéner va yvopilete mpv ypnoponomoete to Eklira Genuair
Iag va ypnoomomoete to Eklira Genuair

[MBovég avemBounteg evépyeteg

Iog va puidocoete o Eklira Genuair

[epreydpeva g cvokevaciog Kot Aoég TANpopopieg

Odnyieg Xpriong

QAP

1. Th eivon To Eklira Genuair ko wowa givar  ypfion 1ov

Th givon To Eklira Genuair

To evepyd cvotatikd tov Eklira Genuair givot to fpopiodyo akiidivio, 1o omoio avikel og pio opddo
QUPUAK®V TIOL Elval YVOGTA MG Bpoyy0d1acTaATIKA. Ta BpoyyodlacToATIKA YOAUPOVOLY TOVG
AEPAYMYOVG GTOVE TVEDLOVEG KOl GUUBAALOVY G d1aThpnoT| TG S1AVOIENG TV AVOTVEVGTIKDY
Bpoyyoriwv. To Eklira Genuair givon pio Guokevn €16TVODV ENPAS KOVEMS TOL YPTCLUOTOLEL TNV
avamvon Tov acBEVONG Yo VL LETAPEPEL TO PAPUOKO amevBeing GTOVES TVELUOVEG TOV. Mg avTdV TOV
TPOTO, GUUPBAAAEL GTN SIEVKOAVVOT| TNG AVOTVOTG TV 0CHEVAOV [UE YPOVIO OTOQPUKTIKY
nvevpovoradeia (XAIT).

Iowa givan n gpfion tov Eklira Genuair

To Eklira Genuair yoprnysitot yio tn S10voign TV 0epUyOy®V Kol Y10 TV 0VaKODQIGT) TV
ocvpntopatov e XAll, piag cofapnc, pakpoypoviag vOGou TV TVELUOV®V [LE KOPLO
YOPOUKTNPLOTIKO TNV EKONAMGT aVOTVEVSTIK®Y duokoldv. H ypiomn tov Eklira Genuair o€ taxtd
YPOVIKE SrocTrpoTo uropel va fondnoet toug acbeveic mov eupavifovy cuvEY GUUTTOUOTO
dvonvolag ta onoio oyeTilovtal [E TN VOGO O TNV 0Toia, TACYKOVV, EVA TOPAAANAL GCUUPAAAEL GTN
LEI®OT TOV EMTTOCEMV TG VOcoL otnVv kadnuepvr {on Tov aclevav Kot eEAatTdvel Tov apliud Tov
eEapoenv (emdeivaoon tov copntopdtoy g XAl yio apketég nuépeq).

2. Tvrpénel va yvopilete mpy ypnoponomoscte 170 Eklira Genuair

Mnyv ypnopomonoete To Eklira Genuair
- og mepintoon aAlepyiog 0to PpouUlovyo akAdivio 1 6€ 00100 TOTE AAAO OO TO, GVGTOTIKG,
QVTOV TOV PAPUAKOL (VOPEPOVTAL GTNV TOPAYPAPO 6).

IIposgidomou|oelg Kan TPoPLAGEELS
AmevBuveite oTov Y10Tpd, TOV PUPLAKOTOLO 1] TOV VOGOKONO Gag TPty ypnoiponomoete 1o Eklira

Genuair:
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- €4V €xete KapPSOAOYIKE TPOPANATAL.

- gbv PAEMETE KATOOV POTEWVO dOKTUALO (AAMC) YOP® amd POTEWVEC TNYEG N EYYPOUES EKOVEC
(YAadkopao).

- €4v epeavilete S10YKOUEVO TPOGTATT, SLOTAPAYEG 0VPNONG N AmOPPUEN TG 0VPOIOYOV KVGTNC.

To Eklira Genuair evdgikvutot yio Oepameio cuvtipnong Kot dev Ba mpémet va ypnoyomoteitot yo tnyv
AVTILETOTIOT KATO100 EQPVIKOD ENTEIG0SI0V SVGTVOLNG 1] GUPLYUOD avarvons. Edv to cupntodpota
g XAII (dvomvoia, cuptypog avamvongs, PAY0c) dEV VTOXWPOLV 1| XEPOTEPEVOVY, Dol TPEMEL VAL
{nmoete dueca ) PorBeia Tov YiaTpol cag.

H &npootopia mov mapatnpndnke o Bepamneia pe pappoxo 6mwg to Eklira Genuair puropei va
oyetileton pe v epeavion tepnddvog, Emetta and pakpoypdvia ANy Tov eapudkov. 2g ek TovTOUL,
QpoVvTIoTE Vo TN PEiTE TN CTOUATIKN GOG VYIEWVN OE KOAT KATAGTOOT).

Awxdoyte ™ ypnon tov Eklira Genuair kot {ntiote apécmg watpikn fondeto:

- &Gv mapovoidoete aictnua cveEyéng otov Bopaxa, Bya, cLPTYLO 1 AUYAVILGLO APECHS LETA
oo T yPNoN ToL eappdkov. Mropel va TPOKELTAL Y10 GUUTTOUATA P0G KATAGTAONS TOV
ovopdleton Bpoyy0cTaCUOG.

Howowd xon £pnpor
To Eklira Genuair dev Oa mpémnet va yopnyeiton o€ modid 1 epnPovg nikiog Kato tov 18 etdv.

Alro eappoxa ko Eklira Genuair
Evnuepdote tov yratpd 1 ToV QopLOKOTOLd Gag 0V TOIPVETE, £YETE TPOCPOTA TAPEL 1) UWITOPEL VOl
mwhpeTe GALO PapUAKOL.

Evnuepdote tov yratpd cog eGv EYETE YPTOLUOTOWCEL 1] XPTCLULOTOIEITE TOPOLOLO. PAPLLOKO V10!
AVOTVEVGTIKG TPOPANUATA, OTME PAPUAKO TOV TEPLEYOVV TIOTPOTLO 1| tpoTpomio. Edv €xete
ap@Poriec, pmTAGTE TOV YUTPO 1 TOV OPLAKOTOL0 Goc. Agv cuvictdtor 1 ypron tov Eklira Genuair
LE ouTd Tl PAp LK.

Kinon kot Oniaopog

Edv giote éykvog 1 Onhalete, vouilete 0T umopei va gicte £ykvog N oxedlalete Vo amokTNoETE O,
{ntiote N GLUPOLAN TOL YATPOV 1) TOV POPLOKOTOIOD GG TPV TAPETE AVTO TO PAppako. Agv Ba
npénel va, ypnoponomcete o Eklira Genuair gdv giote éykvog 1 Onhalete, extdc €4V 6OG TO TEL O
YTpAS GOG.

Odnfynon ko LEPLOROS PNYOVRLATOV

To Eklira Genuair evoéyetot va £yl EAAYIOTN ETIOPUCT] GTNV IKAVOTNTO 001YNONG KOl XEPIGUOV
pnyovnudrtov. Avtd 1o edpuoko pmopel va tpokaréoet movoképaro, {dAn 1 Boumn dpacn. Eqv
EUPAVICETE OTOLONTOTE OO AVTEG TIG AVETIOVUNTEG EVEPYELESG, NV EMLXELPT|GETE VAL OINYNOETE 1| VOl
YEWPLOTELTE OTTO0VONTOTE UNYOVIKO EEOTAIGUO oV OEV VTTOYMPTGEL O TOVOKEPAUAOG, OV £XEL PVYEL T
aicOnon {aAng kot av 1 dpach cag dev eTOvEADEL GTA PUGLOAOYIKA EMTimMEdL.

To Eklira Genuair wgpiéyel Laxtoln

Av 0 yuTpdg Gag, oag eVvUEP®GE OTL £XETE dVGAVEEIN GE OPIGUEVE GAKYOPU, ETIKOIVMOVINOTE WUE TOV
YTpO GG TPV TAPETE OVTO TO PAPLAKEVTIKO TPOTOV.

3. g va ypnoponomcete 1o Eklira Genuair

[TavtoTe va ypNOUYLOTOLELTE TO PAPLOKO AVTO AVGTNPE COUPOVO, LE TIC 0ONYIEC TOL YIOTPOV 1 TOL
Qopurokomolod coc. Eav éxete apeiforiec, pothote TOV Y10TpO 1 TOV QUPLOKOTOLO GOC.

H ocvvietdpevn doon elvar pia gilomvorn 600 popég nuepnoing, Tpwi Kot Bpdov.
Ta amoteréopoato tov Eklira Genuair diapkovv yio 12 dpeg. Qg ek to0T0L, B0l Tpémet va

ypMoonoteite T cvokevy ewlonvomv Eklira Genuair v id1a opa ka6 mpwi kot fpddv. ‘Etot
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Sc@ariletor 6TL VIAPYEL TAVTOTE APKETO PAPLLOKO GTOV OPYAVIGUO GOC, MGTE Vo 60G fonbd va
AVATVEETE EVKOAOTEPQ KB AN TN dtdipkela TG NUEPOS Kal TG VOyTas. Emiong, Ba coc fondnoet va
Bvudote vo To YpMoILOTOLEiTE.

H ocvvietdpevn d6om pmopet va yopnyndet e nhkiwpévoug acheveic kot oe achevelg pe veppikég M
nratikéc mabnoelc. Aev amortovvror puuicelg g 06onG.

H XAII givon paxpoypovia vocog kat Oa tpénet va ypnoponoteite to Eklira Genuair ké6e pépa, 600
0opEc NUepNoimg, Kot oyt LOvo 4TavV TaPOLGLALETE OVATVELGTIKA TPOPANLaTa 1] GAAN CUUTTONOTO
g XAIL

Tpomog yopiiymong
H ypnion tov eappdkov givor yio e16TvoEs.

Yvppovievteite Tig Odnyieg Xpnong yio 0dnyieg GYeTIKA Le TOV TPOTO YPONS TNG GUGKELTG EIGTVODY
Genuair. Edv éyete apeiBorieg oyetikd pe to g va ypnowponomoete 1o Eklira Genuair,
anevBuvoeite GTOV Y1TPO 1 TOV POUPLOKOTOLO GOGC.

Mmnopeite va ypnoiponomoete 1o Eklira Genuair onowdnmote otiypr| Tpv 1 LETA T0 @ayntd 1 To
ToT0.

Edv ypnowpomouioete peyarvrepn 66on Eklira Genuair a6 tnv kavoviki
Edv motebete 61 £xete ypnoyomoiiost peyarvtepn 06on Eklira Genuair and v xovoviky,
EVIUEPDOTE TOV Y1ATPO 1] TOV QOPLAKOTOLO GOG.

Edv Egyaoete va ypnowonomoesete to Eklira Genuair

Edv Eeydoete va elonvevoete pia d0om omd 1o Eklira Genuair, e16mvedote ) 0061 AUECHS LOAIC TO
BounOeite. Edv, ev toutolg, TAncidlel n dpa yio TNy EXOUEVN dOOT, TAPUAENYTE TN dOGN TTOV YUCATE.
Mnv tdpete SmAn 6001 Y10 v OVOTANPOGETE T 6061 oV EeYdoaTE.

Edv stapatiocere va ypnoiponoreite to Eklira Genuair
To @dppako ovtd cGuvicTdrtal yio pakpoypovia ypron. Edv embBopeite va otapatioete ) Oepamneia,
angvBouvbeite TpdTa oTOV Y1TPO G0G, KOODG pmopel vo ekdNAmBOel eMSEiVOOT TV CUUTTOUATOV GOGC.

Edv éxete meplocOTEpPEG EPOTIOELS GYETIKA LLE TN YPTOT] AVTOV TOV PUPUAKOV, POTHOTE TOV Y1UTPO,
TOV QOPLLOKOTOLO 1] TOV VOGOKOUO GOLC.

4. IBavéc avemOOpnTES EVEPYELEG

Onwg 6o Ta eAppOKa, ETGL KOL GVTO TO PAPUAKO UTOPEL VO TPOKAAEGEL AVETIOOUNTEG EVEPYELEG, OV
ka1l Ogv Tapovoldlovtal 6 GAOVG TOVS avEpPOTOLG,.

Eroaviog uropel vo cuoufovv adiepyikés avtidpaoelg (umopel va emnpedoovy péypt 1 ota 1.000
dropa). ZTOUATNOTE TN AYN TOL PAPUAKOD KOl ETKOIVAOVIGTE AUESHG LE TOV YIOTPO GOG OV
eUPAVIoTel 0idNUa 610 TPOS®TO, 6TO Aatud, ota Xeidn 1 ot YA®ooa (Ue 1 xopic SuoKoAia otV
avamvon N Vv katdmoon), CaAn 1 Amobupia, ToyhTepoc KapdaKOg pOUOS 1 av EULPAVIGTOVY GoPapd
Kvnoumon eEavinuata 6to dépua cog (Kvidmon) Kabmg evogyeTal Vo 0moTELOVV CUUTTMOUOTO KATOLOG
HOPONG GAAEPYIKNG OVTIOPOCTG.

Kozd ™ ypnon tov Eklira Genuair, gvoéyeton va, ELQOVIGTOOV 01 TOPUKAT® OVETIOVUNTES EVEPYELEG:
Yoyvég: umopei va emmpedoovy péypt 1 ota 10 dropa

- Tovoxépalog

- ®leypovn mapoppviny KOATOV (typopitida)

- Kowd kpvordynua (ptvopapuyyitioa)

- Bixag

- Auwppoia
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—  Nowrtia

Oy ovyvég: pumopet va exnpedoovv péxpt 1 ota 100 dropa
- Zdn

- Enpooctopio

- O®leypovn Tov 6TOUOTOG (OTOHOTITION)

- Bpoyvi oovn (ducepwmvia)

- Toaybdrepog kapdiokdg TaApds (Tayvroapdia)

- AloOnpo Kopdiok®dv ToApdy (Kopdtomoptior)

- Mn oucloroyikog 1 akavovioTog Kopdlakog puBudc (Kapdiokés appudpieq)
- AvokoMieg Katd v obpnon (katakpdTnon ovpwv)

- Oaumm 6paon

- E&avOnpua

- Kvnouog oto 6éppa

Ava@opd avemOOunTOV EvepyELOV

Edv mapotnprioete kdmolo avemBopunTn evépyela, EVIIEPMGTE TOV YUTPO, TOV POPLAKOTOLO 1| TOV/TNV
VOGOKOWO GaG. AVTO 1oYvEL Kot Yo KEOe mhavr avemBountn vEPYELD TOL OEV AVOPEPETOL GTO TUPOV
@OALO 00 YLDV Xprionc. Mropeite eniong va avaeépete avemBopnteg evépyeleg anevbeiog, nécw TOv
€BvikoL cuaTNUATOG aVaPOPAS ToL avaypdeeTol oto [apdpnua V. Méom g avapopds
aveTOOUNTOV EVEPYEIDV Umopeite va PondNoete 6T GLALOYN TEPIGGOTEP®V TANPOPOPIDY GYETIKA
LE TNV 0CQAUAELN TOV TOPOVTOG PUPILEKOV.

S. Ilog va guraccete To Eklira Genuair
To @dppaxo ovtd TPEMEL VO UAACCETAL GE PEPT] TOV OgV TO PAETOVV Kot Ogv TO POAVOLVY Ta TOLILEL.

Na pn ypnoiponoteite avtd 10 GAPUOKO LETE TNV NUepounvio ANENG OV avapEPETAL GTNV
EMGNUAVON TNG GUGKELNG EIGTVOMV KOl 6TO YapTivo Kouti petd ) “AHEH”. H nuepopunvia Aéng
glvar m televtaio NUEP TOL UAVA TOV AVOQEPETL EKEL.

DVAACGETE TN CLGKELT EICTIVOMV EVTOG TNG ECMTEPIKNG GLOKELAGTAG UEYPL TNV EvapEn XOpPNYNoNGS.
Na ypnoonoteitor evrog 90 nuep®v amd To AVOLYUa TG ECOTEPIKNG GCLGKEVAGIOG.

Noa pn xpnowomnoteite to Eklira Genuair edv mapatnpnoete 611 1 cuokevacio £xel vootel OOPA 1
oépel evoei&elg aAloimong.

Metd ™ Aqun g teAevTaing 060MG, 1| GVCKELN EIGTVOMV TPETEL VO, AmoppinTeTal. Mnv metdte
QapLoKa 6TO VEPO TG ATOYETELONG 1] GTA OIKIOKA omoppippata. Potiote Tov gappakomold cog yio
TO TG VO, TETAEETE TO PAPLLOKO TOV OEV YPNCLOTOoLEiTe T AvTtd To pétpa o fonbfcovy oy
TpooTasio Tov TePPEALovTog.

6. Iepreydpeva g 6VOKEVAGIAG KO AOUTEG TANPOPOPiES

Tvepréyerl 1o Eklira Genuair

- H dpaotikn ovoia gival to Bpoptotyo axidivio. Kébe mapeydpevn doon nepiéyet 375
UIKPOYPOUULAPLN BP@todyo akASIVIO TOV 160dVVOEL e pio 5001 322 [iKpOoypouUapi®Y
axAdwviov.

- To dAho cvotatikod gival  povobdpikn Aaktoln (avagépetor otny [apdypago 2 «To Eklira
Genuair wepiéyet Laktoln»).

Epeavien tov Eklira Genuair kol wepieyOpeva tg 6V6KELAGING
To Eklira Genuair gtvot Agvkn 1 oxe60V AeVKT| KOVIC.
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H ovokevn stomvodv Genuair KUKAOQOPEL G€ AEVKO YPDOLLOL LLE EVOL EVOOUATOUEVO TANIG10 EVOEIENS
™G 600M¢ Kal €va TPAGIVO Kovumi docopétpnong. To emotdpo kolvmteTon omd £va, apapovIEVO
TPAGIVO TPOOTOTELTIKO KOAvupa. H cuokeun eilomvomv diatibetorl e pio TAOCTIKY E0OTEPIKY
GUGKELOGIOL.

AwtiBevton Ta €€1g peyébn cuokevaciog:

Xdaptvo kovti mov mepiéyel 1 cvokevn glonvov pe 30 dOGELS.

Xdaptvo kovti mov mepiéyel 1 cvokevn elonvodv pe 60 docels.

Xdaptvo kovti Tov TEPLEYEL 3 CLOKEVES elTTVOMV e 60 dOoeLg o€ Kabepio amd avTEC.

Mmropei va, unv KoKAOQPOpPOUV OAEG Ol GLOKEVAGIEC.

Karoyog Aderag Kvkhogopiag
Covis Pharma Europe B.V.
Gustav Mahlerplein 2

1082MA Apoctepvap
OAavoio

Hopackevactiig

Industrias Farmacéuticas Almirall, S.A.
Ctra. de Martorell 41-61

08740 Sant Andreu de la Barca, Barcelona
Iomavia

INo omoladnmote TANPOPOPia. GYETIKE LLE TO TAPOV PAPUAKEVTIKO TPOTOV, TAPAKAAEITTE VO
anevBouvbeite otov TomKO avTmpdcwmo Tov Katdyov tng Adsiog Kuihopopiog:

Belgié/Belgique/Belgien Lietuva

Covis Pharma Europe B.V. Covis Pharma Europe B.V.
Tel: 80013067 Tel: 880000890
bbarapus Luxembourg/Luxemburg
Covis Pharma Europe B.V. Covis Pharma Europe B.V.
Tel: 008002100654 Tel: 80024119

Ceska republika Magyarorszag

Covis Pharma Europe B.V. Covis Pharma Europe B.V.
Tel: 800144474 Tel.: 0680021540
Danmark Malta

Zentiva Denmark ApS Covis Pharma Europe B.V.
TIf.: +45 787 68 400 Tel: 80065149
Deutschland Nederland

Zentiva Pharma GmbH Covis Pharma Europe B.V.
Tel: +49 (0) 800 53 53 010 Tel: 08000270008

Eesti Norge

Covis Pharma Europe B.V Zentiva Denmark ApS

Tel: 8000100776 TIf: +45 787 68 400
EAAGda Osterreich

Specialty Therapeutics IKE Covis Pharma Europe B.V.

TnA: 430213 02 33 913 Tel: 0800006573

31



Espaiia
Zentiva Spain S.L.U.
Tel: +34 671 365 828

France
Zentiva France
Tél: +33 (0) 800 089 219

Hrvatska
Covis Pharma Europe B.V.
Tel: 08004300

Ireland
A. Menarini Pharmaceuticals Ireland Ltd
Tel: +353 1 284 6744

island
Zentiva Denmark ApS
Simi: +354 539 5025

Italia
Covis Pharma Europe B.V.
Tel: 800168094

Kvmpog
Specialty Therapeutics IKE
TnA: +30 213 02 33 913

Latvija
Covis Pharma Europe B.V.
Tel: 80005962

Polska
Covis Pharma Europe B.V.
Tel.: 0800919353

Portugal
Zentiva Portugal, Lda
Tel: +351210601360

Romaénia
Covis Pharma Europe B.V.
Tel: 0800410175

Slovenija
Covis Pharma Europe B.V.
Tel: 080083003

Slovenska republika
Covis Pharma Europe B.V.
Tel: 0800008203

Suomi/Finland
Zentiva Denmark ApS
Puh/Tel: +358 942 598 648

Sverige
Zentiva Denmark ApS
Tel: +46 840 838 822

To mapév pvrro 0dNYLOV YpfioNs avade®piOnke Yo Televtaio gopa {pivas EEEE}.

Aentopepeic mAnpoeopieg yio To pappako avtd etvar drabéoipeg otov diktvakd ToTo Tov Evpmmaikod
Opyavicpot @oappdakmv: http://www.ema.europa.eu.
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Odnyies Xpnong

H mapdypapog avt mepiéyel TANPOQOpPIes GYETIKA LE TO TMG VO YPNCIULOTOMGETE TI GUOKELN
glonvoav cag Genuair. Eivol onpovtikd vo dafdoete autég Tig TAnpopopies, kabdg 1 cuokeun
Genuair pmopet vo Aettovpyel S1POPETIKA AtO TIC GUGKEVEG ELGTVOMV OV EYETE YPT|GLLOTOU|GEL
mododtepa. Edv €xete epmToels GYETIKA LIE TO TAS VAL YPTGLLOTOUGETE T GLGKELY] EIGTIVODY GO,
TapoKaAeicOe va poTNGETE TOV Y1TPO, TOV POPUAKOTOLO 1) TOV VOGNAELTH GOg Yo forfeta.

O1 Odnyieg Xprong yopifoviat otig akoAovdeg mapaypdpovg:

— 'Evapén

— Bnua 1: Ilpoetopdote ) d6oM cog
Brjua 2: Ewonvedote 10 odppokd cag
— EmmpooBeteg mAnpogpopieg

"Evapdn
Awpaote avtéic Tig Oonyieg Xpi)ong Tptv apyiceTe va YPNGLLOTOLEITE TO PAppRaKo.

E&oweimBeite pe ta pépn g cvokevng elomvodv cag Genuair.
Agiktng , i
HapdBvpo eréyyov d60mg IIpacivo kovpmi
[Ipdorvo = cuokevn €lGTVODV
éoym i gpfion )

IIpoctatevTikd HapdaBupo eréyyov
Kaloppa Koxkivo = emPefordvel T oot
€10TTVON
Emotéo

Ewova A
Ipw ané ™ yp1on:

a) [pv and v Tpdt ¥pron, avoilte oyiloviag TNV GEPAYIGUEVT] ECMOTEPIKN CUOKEVAGIN KoL
AQOIPESTE TN CLOKEVT EloTTvoV. [1eTaéTe TNV ECMTEPIKN GLGKEVAGIAL.

B) Mnv mélete to mpdoivo Kovpumi Péypt va elote £TO1U0L Vo TAPETE Lol dOOM.

v) Tpapnére to kdAvppo mélovtog eElappd ta PEAN mov givorl onpelwpéva otny Kabe Theupd
(Ewova B).

B ITiéote €dm Ko
Tpapnére

Ewovao B
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BHMA 1: lIpogroipdote 1 6601 o0g

1.1 Kotd&re to dvotypa tov emictopiov kot fefoiwbeite 0Tt Kavéva avtikeipevo dgv epmodilet
v npocPaon o owtod (Ewdva I).

1.2 Kottd&re 10 mapdBupo eréyyov (npémet va eivon kdkkvo, Ewcova I').

-
KOKKINO

EAéyEre To Gvorypo
TOV ETGTORIOV

Ewova T

1.3 Kpartiote T cvuokeun el6mvomv opilovTia [LE TO EMGTOULO TPOG TO UEPOS GO KOl TO TPAGIVO
kovumi endve (Ewova A).

4 D

Ewova A

1.4 ITiéote evieAdG TPOg T, KAT® TO TPAGVO KOLUTL Y10, TN pOpTwot g 60omg cog (Ewdva E).

Oroav miélete evieAdc TPog To. KAT® TO Kovpmi, To mapdBupo eEAEyyov oAAALEL 0md KOKKIVO GE
TPAGIVO.

| Befoiwbeite 611 t0 Tpdicoivo kovuni ival endvm. M YEPVETE T GLOKEDT).

1.5 Ameievbepiote to Tpdovo kovuni (Ewdva ET).

Befarmbeite 6T1 anchevbepdoate 1O KOLUTL, OGTE 1| GLOKELN EIGTVOMV VO, UTOPEL VO AEITOVPYNOEL
ocmoTd.

e AE k.

Ewova E Ewoéva XT
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Yraporiote ko EAéyEre:
1.6 Befarmbeite 611 TO TOPEOVPO EAEYYOL Elvan Tdpa Tpdoivo (Ewkova Z).
To @appoxd cog etvar £Tolo ylo elemvon.

IInyaivete 610 «BHMA 2: E1omtvedoTe T0 QAPLAKO GOCY.

P
HPAXINO

Ewova Z

T va kévete edv To TapdBvpo ehéyyov givar akopa KOKKIVO a@ov £xete méoel To Kovuri (Ewkéva
H).

Ewova H

H 860 dgv givan Tpoctotpacuévn. Mnyaivere wicw oto «kBHMA 1 [Ipogtoipdote 1 6001 605»
Kol gravarapere to pripota 1.1 £mg 1.6.

BHMA 2: Ewonvevote TO QAPROKO GOg

| Awpaote TANpmg T, fpata 2.1 Emg 2.7 wpv amod T xpHon. Mn YEPVETE T GLGKELT.

2.1 Kpatiote 11 GLOKELTN EIGTVODY LOKPL TG TO GTOLO GOG KOl EKAVEVOTE EVTELDG. M1V
EKTVEETE TTOTE PEGO 6T cvokevn elonvomv (Eucova ©).

( e

L&
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Ewkéva ©

2.2 Kpatnote 10 kepdAl cag og 6pbia BEom, Tomobetnote To EMGTOUIO Ovipesa oTa, XEIAN cag
Kot KAglote ta xeiln oag epuntikd Yopw amd owtd (Ewova I).

MnyVv KpoTaTe TATNREVO TTPOS TO. KATM TO TPAGLVO KOVUT KOODGS erommvieTe.

Ewova 1

2.3 Ilépte pia ovvern, fadua eromvon} ond 10 6TOHN GOC. XVVEXIOTE VO EIGTVEETE OGO TO
duvatdv TEPIGGOTEPO.

‘Eva «xAuco»y 0o cog emiPefoidoet 0Tt E16TVEETE COGTA. ZVVEYIGTE VO OVOTVEETE OGO TO OLVOTOV
TEPIGCOTEPO, POV AKOVGETE TO «KAK». Mepikol acBevelg umopel va Unv aKoVGOLV TO KKALKY.
Xpnoponomaote to Tapdbupo eAEyyov yia vo PePaimbeite 0TL ExeTe 1GTVEVGEL GOOTAL.

2.4 ATOpOKPOVETE TN GUGKELY| EICTVOMV A0 TO GTOLO, GO,
2.5 Kpatiote v avomvor| 6ag 060 T0 SuvaTOV TEPIGGOTEPO.

2.6 Exmvedote apyd Laxpld amd T GLGKELT] EICTVOMV.

Opiopévor acBeveig pmopet va arsBavBoiv pia kokkddn aicOnon oto otoua Tovg 1 pio EAAPP®S
YAvKid 1 Tkpn yevor. Mnv ndpete emumAiéov 60om o€ mepintmon mov dev arcBavOeite kdmola yevon 1
aioBnon petd v glomvon.

Yropatiote ko EAéyEre:

2.7 BeParmbeite 611 10 TOpaBvpo eAEyyov ivar Tdpa kOkKvo (Ewkdva K). Avtd onpaivel 0t
€xete €loMVENGEL TO PAPUAKO GOC COGTA.

/'
KOKKINO

Ewoéva K
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Th vo. KaveTe €0V To TaPaOvPo eLEYY OV givar akopa Tpacivo petd v eievon] (Ewkova A).

Ewoéva A

AvTto onpaivel 0Tt dev €xeTe EIGTVEVLGEL TO PAPROKS cag cmwotd. IInyaivere wicw oto «<BHMA 2
Ewonvevote 10 0dppoké cac» kot eravarafere ta prpora 2.1 £og 2.7.

Edv 1o mapabupo eréyyov eEakorovbel va unv odralel oe KOKKIvo, pmopet va xete Egydoet va
ameELELOEPMGETE TO TPAGIVO KOVUTL TPV OTd TNV EIGTVOT| 1] LWTOPEL VAL NV £YETE EIGTVEVGEL OPKETA
dvvatd. Eqv cvuPei avtod, tpocmabnote Eava. Befarmbeite 6T £xete amelevbepmaoel To Tpdcivo
KOVUT KO OTL £XETE EKMVEDOEL TANPWOC. TN CUVEXELD, TAPTE Lo, duvaTh, Pabid elomvon péca amd 1o
EMOTOLO.

HopokalreicOe vo, eMKOIVOVIGETE PE TOV YOTPO GOS £V TO TapdOLpo eréyyov eEaxorovdel va
givon Tpaoivo petd amd ewaverknuuéves mpocnddeiec.

[Téote To TPOGTATELTIKO KAAVUUO TG® GTO EMGTOUIO0 HeTd and Kabe yprion (Ewova M), yuo va
OTOTPEYETE TNV ETLUOAVVOT| TNG GUCKELNG EIGTVOMYV LE 6KOVI 1 AL VAIKA. TTpémetl va amopplyete
T1 GUGKELN EIGTVOMV GOC, EAV YAGETE TO KAAVLLULAL.

r
& <
F

| =

=/

P >

. —

Ewovoe M

EmnpdoocOetec minpoopieg

T wpémer va kGvete ebv TpogTowdoete kotd Adboc o 66omn;

DVAAETE T GLGKELT] EICTVOMV LLE TO TPOCTOTELTIKO KAAvpp 6T B€om Tov péypt va £pbet | dpa va
€10TVEVGETE TO PAPUAKO GOGC, GTT) CLVEXELD OPAULPESTE TO KAALUUE Kol EeKiviote amo to Brjua 1.6.

IIodc Aertovpyei o deiktne dOoNc;

o O deixtng 660mG delyvel TOV GLVOAIKO aplBUd TV SOGEDY TOL OTOUEVOVV GTI] GUCKELT|
elonvomv (Ewkéva N).

o Kotd v mpd ypnon, ke cuckevn elonvomv TeplEyel Tovddyiotov 60 dooeig M
TovAdylotov 30 docelg, ovaAoya pe to uéyedog TG CLOKEVAGING.

o  KdBe popd mov poptdvete pia 660 mECOVTaG T0 TPAGIVO KOVUT, 0 dEIKTNG 006G
petakveitol eEAdylota Tpog Tov enopevo aplduo (50, 40, 30, 20, 10 1 0).

[1ote mpémel va TapeTe Lio VEN CLOKEVT EIGTTVOMDV;
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Ba mpémel vo TAPETE Uiot VEXL GUGKELT] ELCTTVODV:

e Edv 1 ovokevn e10mvodv cog @aivetal KATEGTPAUUEV 1 €0V YAGETE TO KAALULUA )

o Otav eppaviCeron pio kKOKKIV Tovia oTov dgikn d6oNG, awTd onpaivel 0Tt TAncLalete
otV tehevtaia 800 oag (Ewova N) 1

e Edv n ovokevn elonvodv cag givar ddeta (Ewkova E).

O dgikTng 600NC peTaKwveitar apyd and To
60 £mc 7o 0: 60, 50, 40, 30, 20, 10, 0.

Kékkwn towio \

Ewoéva N

I oc pmopeite vo yvopilete OTL | GUOKEVN EICTVOMV GOC Vol GOSN

Orav 10 Tpdctvo kovumi dev emaveLBel oV avatepn duvartr 0€om kal acparicel g pio evoldpeon
0o, tote Exete Prhoel oty Terevtaia do6on (Ewova E). Mropeite va elonvedoete Kavovikd tnv
tehevtaio cog 8o, TapOAo OV TO TPAGLVO KOLUTE Exel aoParicel og avtiVv T Béon. Metd amod
QUTHV T 600T|, OEV UTOPEITE VO EMAVAYPTGILOTOUGETE T1) GCUGKEDT] EIGTIVOMV KOl TTPETEL VO, ApYICETE
VoL (PNOHOTOLEITE Lol VEQ GUGKELT] ELGTVODV.

8 .

BOfon acpaiang

———

N A

Ewova =

TIoc mpénel vo koBapilete TN CLOKELT EICTVODV GOC,

Mnv ypnoiponoteite IIOTE vepd yia va kabapicete T cLoKELT| EIGTVOGOV, KaODC 0Td pmopel va
KOTAOTPEYEL TO QPAPLOKO GOG.

Edv embupeite va kabapicete T 6LGKEVT EIGTVODV, ATAL GKOVTIGTE TNV EEMTEPIKT EXLPAVELD TOV
eMOTOMIOV e éva oTEYVO YOPTOUAVTNAO N pid GTEYVH YOPTOTETGETO.
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