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1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Brimica Genuair 340 pikpoypoappdpio/12 pikpoypoppudpio, KOviG Yio E1GTVON

2. IHOIOTIKH KAI HIOXOTIKH XYN®EXH

Kda0e mapeyopevn d06om (660m mov e&€pyetor amd To eMOTOUIO) TEPEXEL 396 LKPOYPOUUAPLL
Bpopotyov axidwviov (tov 1oodvvaypet pe pio 06om 340 pikpoypoppopiov akAdviov) Kot

11,8 pikpoypappdpio StHopikng povuaptknig opuotepding. H mocdtnto avtn avtictolyei oe
petpobpevn 66om 400 pkpoypappapiov Bpopodyov akidviov (tov 1oodvvapel pe pio d6om

343 wkpoypoppoapiov axidiviov), Kabmg Kot o petpodpevn 600 12 pkpoypappopiov otboptkng
(POVHAPIKTG POPUOTEPOANG.

"Exdoyo e yvooTEc dpAoElS

Ka0e mapeyouevn 66on mepiéyet mepimov 11 mg Aaxtdling (¢ povobdpikn).

IMa tov TAfpn kaTdroyo TV ekddywv, PA. Tapdypoeo 6.1.

3. OAPMAKOTEXNIKH MOP®H

Koévig yia elomvon.

Agvkn N oxeddV AeVKT KOVIG GE GUOKELT] EIGTVOTNG AEVKOD YPOUOTOG LLE EVODOUOTMOUEVO TANIGIO
£vdelgng g 066N ¢ Kot Eva TOPTOKUAL KOVl 00GOUETPOTG.

4. KAINIKEYX IAHPO®OPIEX

4.1 OgpamevTikég evoeitelg

To Brimica Genuair gvdgikvotor o¢ Bpoyyodtactoltikny Oepameio GuVINPNONS Y10 VO AVOKOVPICEL TOL
cuumTOpOTE 68 EVAMKEG aoBevelg pe ypovia amoppaktikn tvevpovorddeia (XATL).

4.2  Aocoloyio kol TpOTOS YopRynong

Aocoloyia

H ovviotdpevn d06on gival pia glomvon, 00 popég NUEPNCImG.

Av Eeyootel pio d0om, Oa mwpémel va Anebei 1o cuvtoudtepo duvatdy Kot 1 exduevn doom Ba Tpémel val
Aot 6t cuvnBn dpa. Asv Ba Tpémel va AneBei dutAn d6om yia va avTictabpicet pio 0661 oL

EexaotnKe.

Hlikiouévor
Agv amaiteitonl Tpocappoyn g docoroyiog Yo nAkiopuévoug acbeveig (BA. Tapdypapo 5.2).

Neppixn ovolertovpyio.
Agv amaiteitol Tpocaproyn e docoroyiag yia acbeveig e veppikn duciettovpyio (BA. Tapdypago
5.2).

Hrartikn dvolertovpyio



Agv amouteiton Tpocappoyn e docoroyiag yia acteveig pe nratikn dvsAettovpyia (BA. Tapdypogo
5.2).

Taidrazpiros minBoouog
Agv vrapyetl oyeTIkn ypnon Tov Brimica Genuair e mondid kot eprifovg (nAikiog kdto twv 18 eTdv)

yio Vv évoeldn g XAIL

Tpomog yopnynong

Moévo yia ypnom Ue E1GTVOoT).

Ot aoBeveic Ba mpémel va EVIUEPDVOVTAL Y10 TO TAOG VoL AAUPAVOLY TO TPOidV 6GTE KOBMG 11 GLOKELN
glonvong Genuair pumopel vo Ae1Tovpyel dLUPOPETIKA OO TIG GUGKEVEG EIGTVONG OV 01 acBeveig
umopel va £xouv ypnoiponolioet tokatotepa. Eivol onpavtikd vo d0000v 0dnyieg 6tovg acbeveig va
dwpacovv tig Odnyieg Xpnong oto GvAlo Odnyidv Xprong.

[pv and v Tp@TN YPNHCN, N CEPAYIGUEVT] ECOTEPIKT GLOKELAGIN TPEMEL VO oKIGOEL Y1 va, avoryDel
Kot vo apaipedel N cvokevn| elonvong. H ecwtepikn cuokevasio Kot 1o amoEnpovTikd HEGO TPEMEL VA
amopplpOovv.

IMoa 11g 0dnyieg xpnong, PAéne Tapdypapo 6.6.
4.3 Avtevoeiteg

Ynepgvouohnoia oTig dpaoTiké OVGIEG 1] 08 KATOL0 ard TOL EKS0Y 0. TOV CVAPEPOVTOL GTNV TOPAYPOPO
6.1.

4.4 E01Kég TPOELOOTOMGELS KU TPOPVAAEELS KATE TN Y(p1joT
AcOua

To Brimica Genuair dev o mtpénel va ypnoiponoteital 6to acOpoa. Agv Exovv deEaydel KAvikég
perétec yuo to Brimica Genuair og oyéon e to AcOpa.

TTapddoéoc Bpoyydomacuoc

X KMVIKEG HeAETeG, Oev mapatnpnOnke Tapddotog Ppoyydonaciog e to Brimica Genuair ot
GUVIGTAONEVT 00T Tov. 6T060, £xel TapatnpnOel mapddosoc Ppoyydoracog pe dAdeg Bepameieg pe
E10TIVOT|. X ATV TNV TEPITTMON, B0l TPETEL VOL SLUKOTTETAL 1] YOPNYNOT] TOV POPUAKEVTIKOD
Poidvtog kot va, e&etdlovton evaAlaKTIKEG Oepameiec.

Agev tpoopileton yio ypnon o€ 0ELa eme1cH10,

To Brimica Genuair 6ev mpoopileTol yio TNV AVIILETOMIOT 0EEWMV ENEICOSIMV BPOYYOCTAGLOV.

Kopdiayystokéc emdpaoels

O1 B2-0dpevepykol ayoVIoTEG EVOEYETUL VO TPOKOAECOVY OWENUEVT] GUYVOTNTO TOAUDY KOl APTNPLOKN
mieon, puetaPforég oto niektpokapdtoypdonua (HKT), 6mwg emmédwon tov endpuatog T, katdomoon
Tov Tpupatog ST ko mapdtacn Tov daotipotog QTe oe opiopévoug acbeveic. Xe nepintmon
EUPAVIOTG TETOLMV EMOPACEMV, EVOEXETAL VO, TPENEL Va. dtakomel 1 Bepameio. Ot paxpdg dSpdong
B2-adpevepyikol aywviotég O TPEMEL VoL YPNOLLOTOIOVVTOL LLE TPOGOYT OE ACHEVEIS LLE 10TOPIKO
YVOOTHG Tapdtacng tov dtothuatog QTc 1 mov Aappdvovy Bepameia e PopUOKEVTIKA TPOIOVTO TOL
emmpedlovv to ddotnua QTc (PA. mapdypago 4.5).



Koapdrakég appobuies, copmeptAapfoavouévng e KOATIKNAG LOpUOPLYNG KOL TNG TAPOEVG KNG
TayvKaPOlaG TapoaTPNONKaY petd t yopnynon tov Brimica Genuair (BA. mapdypago 4.8). Qg ek
TOVTOV, T0 Brimica Genuair mpénel vo. ypnCGLUOTOIEITOL [Le TPOGOYT G acheveic pe KapdlokEg
appLOpies, 10TOPIKO KOpPIOK®V 0ppLOLLOY 1 LE TAPAYOVTES KIVODVOL Y10, KAPOLUKES appuBpies.

2VOTNUOTIKEC EMOPACELS

To Brimica Genuair mpémet va ypnoloTotleiTol e Tpocsoyn o€ aoOeveic e cofapég Kopdtoyyelokeg
dratapayéc, dSatapoyéc Le GTOcHOVS, BuPEOTOLIKMGT Kol PULOYPMUOKVTTMLA.

Evdéyetar va mapatnpnboidv petafoiikéc emOPAGEIS TNG VTEPYAVKALUIOG KoL VTTOKOALOULIOG LE
VYNAEG BOGELC P2-aOPEVEPYIKDY OY@VIGTOV. Xg KAWIKEC ueréteg @aong 111, 1 cuyvomTa
a&loonueiotov avénoemv ot yAvkoln aipatog pe to Brimica Genuair fitav younin (0,1%) kot
TOPOUOLD, LLE TOV ELKOVIKOD Poppdkov. H vrokaiiaipio eivar cuvnBmg mapodikn kot 6gv amortel
yopnynon Oepancioc vrokatdotaons. Xe acbeveig pe coPapn XAl 1 vrokailoio propet vo
evioyvBel amd vro&ia kKot cuyyopnyovuevn Bepamneia (PA. mapdypagpo 4.5). H vrokaiiopio av&avet
v gumdbeln oe Kapdlokeg appubpiec.

AOY® NG AVTLOAVEPYIKNC TOV dpdiong, To Brimica Genuair pémel va, yp1oLLOTOLELTAL [LE TTPOCOYN O
000EVEIG [1E CUUTTOUOTIKY] VTEPTAOGIC TOV TPOGTATY], EXICYECST OVP®V 1] YAADK®OUO KAEIGTNG YOViog
(av Ko m Gpeon enaen TOL TPOTOVTOG UE To LAt eivan eEldyiota mhavo va cupPet). H Enpootopia
7ov mopatnpNOnKe og Oepomeio pe avtiyoAvepykd umopel pokporpdbeoua va cvueyetiletar pe v
EUPAVIOT] TEPTOOVOLC.

Teprektkdnra o€ Aoktoln

Ot acBeveic pe omdvia KAnpovoukd tpopfinuato dvcovetiog otn yoloktoln, mAnpn avendpkelo
AOKTAONG ] KoK amoppdenon YALKOING-YoAaKTOING 6ev TPETEL VO TAPOLY QTO TO POPLUKEVTIKO
TPOIOV.

4.5 Almiemopdosic pe GAlo QUPRIKEVTIKA TPOIOVTA KO GALES pOPPES aAAnAemiopaong

DopuakevTIKA TPoidvTa Yo TNV ovTiuetdmion e XAIT

H mapdAinin yopriynon Brimica Genuair pe GAAO QOPUOKEVTIKE TPOIOVTA TTOVL TEPIEXOVY
AVTLOAVEPYIKA KO/ LOKPAC dpaomng B2-adpevepytkong aymvioTés oev £xel uedetnOel kat dgv
cuvictdrol.

Av ko dev éxovv mpaypatomon0el enionuo in vivo peréteg oAANAemdpacewy e 1o Brimica Genuair,
&xel ypnoomombei Tovtdypova pe GALL QoPUOKEVTIKA TpoidvTa Yio T XAIL peta&d twv omoimv
Bpayeiog dpdong P2-adpevepyikd Ppoyyodiaotortikd, pebvio&avliveg kot 10660 amd TOV GTOHNTOS OGO
KOl EIGTTVEOLLEVO GTEPOELDN, YOPIC KAMVIKEC EVOEIEELS Y10 TNV OAANAETIOpOGT LE AAAD QAPLLAKAL.

Oepameia, Yo TNV VTOKUALULLLI

H ovyyopnyoduevn Bepaneia pe mapdywyo peboiolavlivng, otepogtdn 1| U KOAMOGUVTNPNTIKE
SLOLPTTIKA, EVOEYETOL VO EVIGYVOEL TNV THAVT VITOKOAIOLUIKT ETIOPOACT) TOV P2-0OPEVEPYIKMDV
ayoviotov. Katd cuvéneia, cuvietdral Tpocoyn KoTd TV TouTdypovn xoprynon toug (BA.
Topaypapo 4.4).

B-0.0pEVEPYIKOL ATOKAEITTES

O1 B-adpevepyikol amoKAEIGTEG EVOEXETOL VO, EXOVV EEACOEVITIKN 1] OVTOYWOVIOTIKN EXIOPOACT GTOVG
B2-adpevepyikotc aywviotéc. Eav amattovvtal B-adpevepyikol amokAelotég (LeTa&d GAA®Y Ot
0POOAUKEG OTAYOVEG), TPOTIUDVTOL 0L KOPILOEKAEKTIKOT fTa-adpeEvEPYIKOl OMOKAEIGTEG, Ol 0TTOi0L
OLMG TPETEL EMIONC VAL YOPNYOUVTAL LLE TPOCOYN].



Aldec @apuOKOOVVALLKEC OAANAETIOPACELS

To Brimica Genuair mpénet va, yopnyeital pe mpocoyr| o€ acheveilg mov AaUBAvouv QopLaKEVTIKA
7TPoiovTa T omoia givar yvwotd 0Tt Tapateivovv 1o didotnua QTc, 6mwg avacTorel TG
HOVOOUIVOEELDGONG, TPIKVKAIKE OVTIKOTUOAITTIKG, OVTUSTOUVIKG 1] LOKPOALdLa, ENELON 1 dpdiomn TG
POPUOTEPOANG, EVOG CLGTOTIKOV TOoV Brimica Genuair, 6To kopdiayyelokd GOGTNHO EVOEXETOL VO,
evioyvBel amd T ev AGY® POPUAKEVTIKG TPOTOVTA. T POPUAKEVTIKE TPOTOVTA TTOV VAl YVOOTO OTL
napateivouy 1o ddotnuo QTe cvoyetilovtat pe avénuévo Kivouvo EUEAVIOT|G KOTAIOK®Y oppuiay.

Meraforkic aANAETIOPACELS

In vitro nerétec £de1&av OtTL 10 aKkAMoivio 1 ot petafolriteg Tov ot Bepamevtikny 00T dEV AVOUEVETOL
VO TPOKOAEGOVY OAANAETIOPAGELS LE AAAC PAPLOKO TO OTTOL0L EIVOL VTOGTPMLOTO TNG
P-yAvkompateivng (P-gp) 1 pdpuaia mov petaforiloviol pécm evEDU®V Kol EGTEPAGHOV TOV
rKutoypodpatog P450 (CYP450). H poppotepdin dev avactéAAeL To EVEULO TOV KUTOYPDUOTOC
CYP450 og Bepamevtikd cvvapeig cuykevipdoels (PA. mapdypopo 5.2).

4.6 T'ovipétnTo, KONON KOl Yorovyia

Eyxvpocivn

Agv dratiBevion KAvikd dedopéva oyeTikd e tn ypnomn tov Brimica Genuair og £€yKveg yovaikec.

Meléteg oe (Do KoTEdEIEOV avamapoy®yIKn TOEIKOTNTO LOVO Yia TO EITESD OGN TOV MTAV TOAD
vymAdTEP aTtO TO PEYIGTO OP10 EKBEGN G TOL OVOPOTIVOL OPYUVIGLOD GTO aKALdIVIO, KaBdG Kot
avemBouUNTEG EVEPYELES LUE POPUOTEPOAT GE UEAETEC Y10, TNV AVOTAPAY®YT] G€ TOAD LYNAQ emineda
ovotnpatikng ékBeong (BA. mtapdypapo 5.3).

To Brimica Genuair mpénet va, ¥pnoLULoToteital Katd T S1dpKeLR TG KOTIONG LOVOV €AV TA
OVOILEVOLLEVO. OPEAT VTTEPTEPOVV TAOV OLVITIKDOV KIVOOV@V.

OnAacpos

Agyv givol yvmoto 6v To akAdivio (ko/n ot PeTafoAiTeG TOV) 1 1| POPUOTEPOAT] OTEKKPIVOVTOL GTO
avOpomvo yéla. KabBdg peléteg oe emipveg katédel&o TNV omEKKPIoN HKP®OV TOCOTHTMOV AKALOVIOL
(koM petafoAiltdv) Kot popuoTeEPOANG 6TO YOA, 1 ¥prion Tov Brimica Genuair omd OnAdlovoeg
yovaikeg Tpémel va eEeTaletan LOVOV GV TO AVAUEVOUEVO OPEAOG Y10. TN YuVaiKe givol peyalutepo
amo kdbe mbavo kivouvo yia 1o Bpépoc.

Tovipdémra

Meléteg o emipveg KATESEEAY EAYIOTN LEIMOT TNG YOVILOTNTAG LOVOV Y10l TO EMITEDD OOGTG TTOV
Nrav ToAd vyMAGTEPA Ao TO HEYIGTO OP10 EKBEGN G TOL AVOPOTIVOL OPYUVIGLOD GTO OKALOIVIO Kot T
@opurotePOAN (BA. Tapdypapo 5.3). Qotdco, Bewpeitar amiBovo to Brimica Genuair va exnpedost T
YOVILOTNTO, GTOV AVOPOTO PETA O TN YOPNYNON TNG GLVIGTOUEVNG dOOTC.

4.7 Emodpaceig 6TV IKEVOTNTA 001]Y1|61G KOl YEIPICHOD U ovLdTOV

To Brimica Genuair dev £yl kKopio 1 £x&l acUOVTIN EXIOPOACT GTNV IKAVOTNTA 03NYNONG KoL
YEWPLoHoL unyoavnudtov. H ekdniwon Bdpupoug opdoemg 1 {dAng umopel va ennpedostl Ty tKovoTnTo
001 YNONG 1 XEPIGLOD UNYOVIUAT®V.

4.8 AvemOOuNTESG EVEPYELES

To mpoeik acpdietog Paciletor otnv gumelpia omd to Brimica Genuair kot ond ta eMUEPOVG
GLGTUTIKG TOV.



2Hvown ToL TPOPIA ACQAAELNS

H epmepia oyxeticd pe v acediela tov Brimica Genuair tepielapfove ékfeon o kKAMVIKEG SOKIUES
0TN CLVICTAOUEVN BepamenTiKn d00T Yo EmG Kol 12 punveg Kot otnv gpmelpio HETA TNV KuKAOQopia.

Ot avemBOUNTEG EVEPYELEG TOL GLOYETIGTNKAY e TO Brimica Genuair tav mopdpoleg Le EKetveg Tov
GLGYETILOVTAL [E TO, EMUEPOVG GLGTATIKG TOV. Agdopévov 6Tt To Brimica Genuair mepiéyetl okA1divio
KOl QOPUOTEPOAN, EIVOL AVOUEVOUEVO VO EUPOVICTEL TO €I00G KoL 1] GOBoPOTNTA TOV AVETIOOUNTOV
gvepyelmv mov ovoyetifovral pe kKabévo, and ta cvuoetatikd Tov Brimica Genuair.

O1 ovyvotepeg avemBounteg evépyeieg otn Yopnynon Brimica Genuair tov pvogapvyyitida (7,9%)
Kot keparoryio, (6,8%).

20voyT TV ovETIOOUNTOV EVEPYELDV GE LOPON TIVOK

ExmovinOnke to mpoypappo KMviKng avantuéng yia to Brimica Genuair og acBeveic pe pétpia 1
coPopn XAIL Xvvorikd 1222 acBeveic élafav Oepomeio pe Brimica Genuair

340 wikpoypoppoapiov/12 wikpoypappopiov. H coyvotnto epedvione tov avembiuntov evepyeimy
oL Taporifevion Tapokdto Paciletar 6TOVE aKABAPIGTOVS CLUVTEAECTEC EXIMTTOGNC OV
mapotnpnOnkay pe to Brimica Genuair 340 pikpoypappopiov/12 pkpoypopupapiov ETeito amod
GUYKEVTIPMTIKY] OVAALGT] TOV GTOLYEI®V TOV TPOEKVYOV OO TUYOLOTIONUEVES, EAEYXOUEVES UE
EIKOVIKO Phpuoko KAvikég pedétec Daong I didpketog TovAdyiotov EEL VAV 1 6NV EUmelpio. Le To
EMPUEPOVS GUOTOTIKA 1| OTO ATOTEAEGLLOTA TNG LEAETNG LETE TNV KLKAOPOpPIQ GTNV 0yopd.

H ocvyvomta epodviong tov avembountov evepyeimv kabopiletar cOppova pe v e€ng cdupaon:
oA cvyvég (>1/10), ouyvéc (>1/100 émg <1/10), byt ovyvég (>1/1.000 £wg <1/100), omdvieg
(>1/10.000 £¢wg <1/1.000), ToA0 omdvieg (<1/10.000) kot un yvootég (dev umopov va eKTIUNOOVV e
Baon to dwbécia dedopéval).

Katyopia opyavikoo , . .
. IIpotTip®pevog opog ZoyvotnTo
Pwogapvuyyitida
Aolp®wén Tov oVPOTOMTIKOD
Aouméelg kot mapocitocelg | [apappivokormitida Suyvég
Odovtikd amdcTNU
- —
(LVOCOTIOWTIKOD GUGTHLLOTOG AVAQUAGKTI avTiSpoon Mn yvooTtég
Awatapayg Tov Yroxahoupio Oy ovyvig
HETAPOAMO OV Kot TNG - - -
Opéymg Yrepylvkopio Oy ovyvég
Abnvia S UyvE
Poyrotpikég statapayss Ayyxog Kves
Atéyepon Oyt ovyvég
. , Kepoaiaryia
Atarqpaxsg TOL VEVPIKOV Zédn Suyvéc
CUGTNLLOTOG Tpopioc
Avcyevoia Oyt ovyvég
OpBalpukéc dratapoyé Odupog opdoemg Oy ovyvég
Koapdiakég appobuieg,
GUUTEPTAAUPOVOUEVIC TNG KOATIKTG
. . QPLLOPVYNG KOL TNG TAPOELGLUL ; .
Kopdiakég dratapoyég S o )Z)u K(fp;gz NS TAPOCGHIKTG Oy cvuyvég
Toyvkapdio
Mopatetapévo ddotua QTc og
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NAEKTPOKAPIIOYPAPTLLQL
AicOnua molpov
Xmn0dyyn
, Biyag Xuyveég
Awatopoayég Tov ;
OVOTTVELGTIKOD GUGTNLOTOG Avcgovia Oy ovyvég
, > | Epebiopog tov Aaon
oL BdpOKO Kot TOV ,
, Bpoyyooraspoc, .
pecobmpdxiov . . Ymévieg
ocvumepthapBoavouévou tov Tapddosov
, Awgppora
Alatapuyeg rov Noavtia Xoyveég
YOOTPEVIEPIKOD — ,
Enpooctopia
Zropotitidn Oy ovyvég
AwTopayég 0V Oép HaTog E&ow@n’ua Ot ouyvéc
KOl TOV VTTOSOPLOL 16TOD Kvnopog
woonsemod ovorijaros | MU Supve
K OTHATOS | \yjicot OTOGLOL KVES
KOl TOV GLVIETIKOV 16TOV
Alotapoayéc TV VEQPOV Kot , , . .
TOV 0UPOYSPOY 05EY Enioyeon obpov Oyt ouyvég
Avénon tov 87r17t88,0)v , Sugvéc
Toporhvikéc sE6TGoEN KPEATIVOPMGPOKIVAOTC GTO Oiplol
AvEnpévn aptnplakn mieon Oy ovyvég

Avopopd ThavorloyoOueEVOV avETOOUNTOV EVEPYELDY

H avoaeopd mBavoroyoduevmy avemiBountmy evepyeumdv HeTd amd T YopyNnom Adelc KuKAOPopiag
TOV PAPUOKELTIKOD TPOIOVTOC elvar onuavtikn. Emtpénet tn cuveyn mapakoriovdnon g oyéong
0PEALOVC-KIVOHVOL TOVL QOPUOKEVTIKOV TPOTOVTOG. ZNTEITOL 0O TOVG EMAYYEALOTIEG TOL TOUED TNG
VYELOVOLUKNG TEPIBOAYNG VO, AVOPEPOLY OTTOLEGINTTOTE THUVOLOYOVUEVES OVETIOOUNTEG EVEPYELEG
LEG® TOV €6VIKOD GLOTNUATOG AVOPOPAS TOV avaypapetal 6To [apdptua V.

4.9 Ynepdocoroyia

Yrdpyovv meplopiopéva oTotyeia yiao T dwayeipion g vrepdocoroyiag pe Brimica Genuair. Ot
vyMAEg 06ce1g Brimica Genuair evogyeton vo 00MyGouy g VTEPPBOAKA O UELD KOl CUUTTOUATO
AVTLYOAVEPYIK®DV Kal/M P2-a0pEVEPYIKMV, e cVyvOTEPA TO BAUPoc opdoeme, Tnv Enpootouia, T
vavTio, TOvg HUIKOVG CTOGUOVS, TOV TPOUO, TNV KEQOAoAyia, TNV aicOnon ToAudV Kot TV vaépTaoT).
To Brimica Genuair mpénetl va. S10KOTTETUL G TEPIMTOGCT VIEPOOGOAOYING. ZVVIGTATOAL 1] XOPYNON
VITOGTNPIKTIKNG KOl COUTTOUOTIKNAG Bepaneiog.

5. DOAPMAKOAOTI'IKEX IAIOTHTEX

51 ®@oppoxodvvopikES 1010TNTES

Doppokobepamentikn katnyopio: OAPHAK Y10 ATOPPOKTIKEG VOGOUG TV AEPAYOYDV, OOPEVEPYIKE
o€ GLVOLOGHO HE avTiyoAvepykd, kwdikdg ATC: ROZALOS

Mnyoviopdc 6pdonc

To Brimica Genuair mepiéyet 0o Bpoyy0dtacTUATIKE: TO aKAOIVIO Elvol EVaG AVTOY®VIGTIE TOV
HOVGKAPIVIKMOV VTTOS0YEWV HOKPAC Opdong (Emiong KOAOVUEVO MG AVTLYOAVEPYIKO) KOL 1)
(POPLOTEPOAN EIVOL EVOG P2-AOPEVEPYIKOG AYOVIOTNG HaKPAg Opdong. O cuvovaoUos VTOY TV
0VGIMV UE SLOPOPETIKOVS UNYOVIGHOVS dpdong 0dnyel oe aBpoloTIKY] ATOTEAEGLOTIKOTNTO, G
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

GUYKPION UE EKEIVIV TTOV EMTLYYAVETOL [LE KAOE GVOTOTIKO LEPOVOUEVA. UG CLVETELN TNG
SLOPOPETIKNG TUKVOTNTAG TMV LOVCKOAPIVIKDV VITOI0YEMY KL TOV P2-0dPEVEPYIKMY DTOOOYEMY GTOVE
KEVIPIKOVS KO TEPUPEPIKOVS QEPALYMYOVS TOV TVEVLOVA, Ol LOVCKOPIVIKOL OVTAYMVICTES TPEMEL VAL
€lval O OTOTELEGUATIKOT OTT YOAAPMOOT) TOV KEVIPIKMV 0EPUYDYDV KOl Ot Bo-adpevepytKol
OYOVIOTEG TPEMEL VOL EIVAL TTLO OTTOTEAEGLOTIKOL OTN YOAAPWOOT TV TEPLPEPIKDV aEpAymYDY. H
YOALP®OT TOGO TOV KEVIPIKDOV 0G0 KOl TV TEPLPEPIKDOV OEPAYMYDV LE GLVIVACTIKY Bepameio
UTOPEL VoL GUVOPALEL GTO EVEPYETIKA OPEAT] TOV POPUAKOL GTIV TVELUOVIKT Agitovpyia. [epaitépm
TANPOPOPIES GYETIKA LE TIC OVO aVTEG OVGIEG TAPEXOVTOL TOPAKATO.

To axAdivio gival £vag cUVAYOVIGTIKOC, EKAEKTIKOC OVTOY®VIGTNG TOV LOVGKUPIVIKADY DTOS0YEMV, E
peyardtepo xpdvo chivdeons oTovs vodoyeic Ms og oyéon e Tovg VTodoyeic Ma. Ot vrodoyeic M;
dlopesolafodv ot GUOTOCT TOV A&V HVAV TOV aepaywy®dv. To elomvedevo Bpoovyo akAdivio
dpal TOTMKA GTOVG TVEVLLOVES Y10 VOL OVTOYOVIGTEL TOLG VIOd0YEIC M3 TV Aelmv LUGV TV depAyOYOV
Kot vo TpokaAécel Bpoyyodiactorr). To akAdivio &xel emiong amoderybel 6TL mapéyel 0PEAT o€
aoBeveic pe XAl og 0,11 0popd 611 HEIMOT TOV CUUTTOUATOV, TN BEATIOON TN KATAGTACTG TNG
vyeiag mov oyetiletal pe v acbévela, ™ LEIDON TOV TOCOGTMOV TOPOEVVCEMV Kot TIG BEATIOOELG
oTNV avoyn otnv acknon. Eneidn 1o Ppopiovyo akAidivio dSlouomdtot ToyEme 6T0 TAAGHA, TO EMINESO
GUOTNUOTIK®V OVTIYOAVEPYIK®V LN EMOLUNTAOV EVEPYEIDV Elval YOUNAD.

H @oppotepdin givar évag 1oyvpog EKAEKTIKOG Ay®VIGTHG TOL Pr-adpevepyikol vrodoyéa. H
Bpoyy0d1aGTOAN EXAYETOL TPOKAADVTOG AUEST] YOAAPDOT TOV AEI®V HUOV TOV AEPAYDYDY MG
GUVETELDL TNG ADENOTG TNG KUKALKNG LOVOQMOPOPIKNG adevooivig (AMP), ) ontoia emttuyydveton
LEC® TG EVEPYOTOINONG TG UOEVOAIKNG KUKAGOTG. ExTog amd T PeAtioon g TVELHOVIKNIG
Aertovpyiag, 1 POPLOTEPOAN Exel amoderyDel OTL PEATIDVEL TO GUUTTOUATO KoL TNV TodTNTA {01
acBevov pe XAIL

Dapuokodvvakic emOPAUcELS

KAwikég doxpéc amoteleouatikotnTog kotédeiEav 0Tt to Brimica Genuair mopé€yet kKMviKa
ONUOVTIKEG PEATIDCELG TNG TVEVUOVIKTG Agttovpyiog (0nmg petpdtan pe faon tov Plaing ekmvedpuevo
oyko og 1 devtepdrento [FEV1]) péoa o 12 mpeg petd t yopnynon.

To Brimica Genuair katédeiée toyeia Evapén dpdonc evidg 5 AETT®V amd TV TPAOTY EIGTVOY| G
oVYKPIoN UE TO ekoViKO papuako (p<0,0001). H évapén dpdong tov Brimica Genuair ftav
ovykpion pe v enidpaot tov tayeiog dpdong Pa-aywviotiy poppotepoin 12 pikpoypoupopiov. H
HEY15TN BPoyX0d1aGTOATIKY OpAGT TOL PAPLOKELTIKOV ckevdopatog (Léytotn FEV)) og oyéon pe v
OPYIKN T NTOV ELPAVIG oo TNV TpdTN NEépa (304 ml) kou SotnpnOnie kad’ OAn v Tepiodo
Oepaneiog Sidpkelag 6 unvov (326 ml).

Hiextpopoaioloyia s kapdidg

Agv mopatnpndnioy Khvikd cuvageig enidpacelg Tov Brimica Genuair o€ mopapétpovg tov HKIT
(peta&d tov omoimv to dStomua QT) ce cVYKPLoN UE TO AKALOIVIO, TI POPUOTEPOAN KOL TO EIKOVIKO
eappako o€ perétec daong I duapxetag 6 Eog 12 unvov, ot omoieg ekmovidnkay cg TEPimTOv

4.000 acBeveic pe XAIL Aev mapoatnprinkay Kivikd onpoavtikéc emdpdoelg tov Brimica Genuair
oTOV Kopdlakd puOuod og 24wpn mapakorovdnomn pe Holter o vmosvvoro 551 aclevav, ek tov
omoiwv ot 114 élafav Brimica Genuair 600 @opéc nuepnoimg.

Klvikn omotereouotikdtnto Kot AcQOAeia,

To mpoypappa kKAvikng avamtuéng @daong I nepreddppave mepimov 4.000 acbeveic pe Kivikn
dudyvaon XAIT ko amotedeiton amd 600 TUYUIOTOMUEVES, EAEYXOUEVEG LE EIKOVIKO KOl EVEPYO
oappoko peréteg obpretag 6 unvov (ACLIFORM-COPD kot AUGMENT), pio mepiodo eméktaomng
™m¢ perétng AUGMENT d1dipketag 6 pnvov Kot pio Tepottépm TuYoomomuévn ereyyouevn Lerémn
duapkelag 12 pnvav. Katd t didpkela autdv Tov HEAETMV, 6TOVG 00DEVEIS EMTPATNKE VO CLVEXIGOLY
T otabepn Oepaneio e EIGTVEOUEVO KOPTIKOGTEPOELDT, YOUUNAEG DOGEIS OO TOL GTOUATOG
KOPTIKOGTEPOEWMV, 0&vyovobepameia (apkel vo Tav yio Arydtepo amd 15 dpeg/muépa) M
pebvroavliveg, kabmg kot va xpnotonolohv caABovTapoin, ®g aywyn S1dcmonG.



H anoteleopaticotnta a&loloyndnke pe Ao Ta 0TOTEAEGUATO LETPTONG TNE TVEVLLOVIKNG
Aertovpyiag, TNV €KBOoT TOV CUUTTOUATOV, TN CXETILOUEVN HE TNV 0oBEVELD KOTAGTOOT LYELS, TN
YAPNON PUPLOKEVTIKNG Oy®YNG S1ACMONG Kot TNV EKONA®MON Tapo&Oveemy. Xe LOKPOYPOVIEG LEAETEC
Yo TV ac@iieln, To Brimica Genuair 6YeTIoTNKE L€ TOPATETOLEVT] OMOTEAEGLLATIKOTITO KOTE T
YOPYNGN TOL GTO MANIG10 TEPLOSOV Bepameiag diapKelg VOGS £TOVG Ywpig Evoeln tayvuiasiag.

Emidpdoeic otnv mvevuovikn Aertovpyio,

To Brimica Genuair 340/12 pikpoypappapiov 600 @opic nuepnoing tapeiye otadepd kAvikd
OMNUOVTIKEG PEATIDCELG OTNV TTVELHOVIKT Agltovpyia (0nmg agloloynonke and tov FEVy, tn Bloin
COTIKN YOPNTIKOTNTA KoL TNV EIGTVEVGTIKY YOPNTIKOTITA) GE GOYKPIOT LUE TO EIKOVIKO QAPUOKO. X
perétec Oaong 111, mapatnpndnroy KAVIKE onUavTikéc Bpoyy0dlacTaATIKEG EMOPAGELS EVTOC

5 AemT®V OTO TN YOPNYNOT] TNG TPMTNG OOGT|G, Ol OTOlEG d10TNPNONKAV GTO JAGTNN TOL HECOAAPNOE
peta&d tov docemv. [opovsidotnke otabepn enidpacn pe TV TAPOSGO TOL YPOVOL OTIG LEAETES
DOaong I d1dpketag EE-pMvdY Kot evOG-ETOVC.

O FEV: 1 opa petd m yoprynon g 06ong kot o FEVi mpwv tn yopnynon g npmivig 66omng (trough
FEV)) (og ouykpion pe to akAdivio 400 pikpoypoppopiov Kot T gopuotepoin 12 pikpoypappopiov,
avtiocTorya) opioTNKOY MG CLUTPOTEVOVT KATOANKTIKG onlEia € apupOTEPES TIC POCIKEG LEAETEG
®dong I dudprelag 6 unvav, TPOKEWEVOL Vo KOTadeiEoVV T GUUPOAN TS POPLOTEPOANG KOl TOL
aKAdtviov mov mepiéyet to Brimica Genuair 6t BpoyyodtacToA, avTicToy.

> peiétn ACLIFORM-COPD, to Brimica Genuair katédeite Pektivoelg otov FEV) 1 opa petd
yopnynom g 600mMG EVOVTL TOV EIKOVIKOD UPUAKoD Kot ToL akAdviov 299 ml kot 125 ml,
avtiotorya (aueotepa pe p<0,0001) kabdg emiong kot Pedtidoelg Tov trough FEV, évavtt tov
EIKOVIKOD QapUaKov Kot TG eopurotepding 143 ml kon 85 ml, avtictoya (apedtepa pe p<0,0001).
2 perétn AUGMENT, to Brimica Genuair kotédei&e Bertiwoelg otov FEV: 1 opa petd
YopNynom g 600mMG EVOVTL TOV EIKOVIKOL Qapuakov Kot Tov akAidviov 284 ml kot 108 ml (aupotepa
pe p<0,0001), avtictorya, KabOg kot Bedtidcelg tov trough FEV, évavti Tov gikovikod oapudkov Kot
g popuotepoAng 130 ml (p<0,0001) xor 45 ml (p=0,01), avtictoyo.

Avarxodpion couUTTOUATOV Kol 0QEAN Vi, TH GYETICOUEVH UE TH COYKEKPIUEVI] VOOO KOTAOTOON THG DYEIAS

Abonrvora kor dAAeS aoumTOUOTIKES EKPOOEIS:

H yoprynon Brimica Genuair mapeiye kKAvikd onuavtikn BeAtioon g avakodelong and to
cupmTOpOTe SVoTVolag (cVpPva pe aEloldynon pe fdon tov Asiktn Metafatikng AVomvolog
[TDI]) pe Pertioon otnv eotiakn Paduoroyia tov deiktn TDI ctovg 6 punveg o cvykpion Ue T0
€IKOVIKO Pdppoko kotd 1,29 povadeg ot perétn ACLIFORM-COPD (p<0,0001) kon 1,44 povadeg
ot pehétn AUGMENT (p<0,0001). Ta 10600Ta TV 0oBeVDV [Le KAVIKE ONUOVTIKES BEATIDCELC
otV eotakn Babuoroyia TDI (mov opiletan g adénon katd TovAidyiotov 1 povada) Nrav vynidtepa
pe to Brimica Genuair and 6,1t pe o gikoviko dppaxo otnv ACLIFORM-COPD (64,8% og
ovykpion pe 45,5%, p<0,001) kon otnv AUGMENT (58,1% o€ ovykpion pe 36,6%, p<0,0001).

H ovykevtpotiki avdAivon avtdv Tov d0o pehetdv £6€1Ee 0TL To Brimica Genuair Katédei&e
GTOTIOTIKA GNLULOVTIKA LeYOADTEPES BEATIOGELG oTNV goTlakT Pabuoroyio Tov deiktn TDI oe cVykpion
pe 1o axidivio (0,4 povadeg, p=0,016) 1 t poppotepoin (0,5 povadeg, p=0,009). Emumiéov, éva
VYNAOTEPO MOG00TO 0cBevdv mov AdpuPave Brimica Genuair avtamokpifnke pe KAMVIKE GNUOVTIKY
Bektiooon oty gotiokn Pabporoyia tov deiktn TDI og cvykpion pe 1o akAdivio 1 TN POPLOTEPOAN
(61,9% o€ ouykpion pe 55,7% ai 57,0%, avtictoyo- p=0,056 kot p=0,100, avtictoyn).

To Brimica Genuair Beltiooe ta copntdpata g XAIl dnwg «dVomvolay, «GLUTTAOUATO GTOV
Bdpoakay, «Pryag Kot Troelon Katd tn dtdpKela g NUEPAS (COLPMVA HE AELOAOYNON GTI GUVOAIKY
BaBuoroyia g kiipakag Evporaikng Ivevpovoloywng Etarpeiag [E-RS]), kabdg kot To. cuvorikd
CUUTTOUOTO KATA T O1GPKELD TG VOYTOS, TO GUVOAKA GUUTTMUOTA VOPIC TO TPmi Kot To
GUUTMOUOTO TOV EVHHVOVTUL Y10 TEPLOPIGUO TOV dPACTIPIOTHTOV VOPIG TO TPMi 68 GHYKPIoT LE TO
EIKOVIKO PAPUOKO, TO OKASTVIO Kot TN pOPHOTEPOAT OAAG Ol BEATIOCELS OV TOV TAVTO OTOTIOTIKG



onuavtikéc. To axhdivio/popprotepoin dev Leinwoe 6€ GTATIOTIKG oNUAVTIKO Babud tov péco aptbuo
TEPIOTUTIKMOV VOKTEPIVIG apUTVIoNG MOy XAl 6g ohyKpiomn LE TO EIKOVIKO QAPLLOKO 1] TN

(POPLOTEPOAN.

2yeulouevn ue v vyeio moidtnTo. Lwne:

To Brimica Genuair mapeiye KAviKd onpoavtikny Bedtioon otn oxetilOLEVN UE TN GLYKEKPLUEVT] VOGO
KaTaoTao™n e vyeiag (cOuemva, pe a&loAdynon pLe Bdon to Avanvevotikd Epotnuotoidyto St.
George [St. George’s Respiratory Questionnaire, SGRQ]) otn pelétn AUGMENT, pe Bertimon g
ouvolkng Babporoyiog 6to SGRQ og GUYKPION UE TO EIKOVIKO QAPHOKO TNG TAENS

TV -4,35 povadwv (p<0,0001). To mococtd twv aclevov oty AUGMENT 6mov emetedydn khvikd
onuavtikn Peitioon and mv apykn cuvorikn Babuoioyia (opldpevn wg peimon kotd TovAdyiotov 4
povadeg) frav vynAdtepo pe to Brimica Genuair and 6,11 e T0 £1KOVIKO pdppoko (58,2% oe
ovykpion pe 38,7%, aviiotoiywe, p<0,001). Ztn perérn ACLIFORM-COPD, mapatnpnnke pucpn|
uoMg peimon ot cvvoAiikn Pabuporoyia 6to SGRQ og cOYKPIoN pE TO EIKOVIKO PAPLOKO AOY®
AmPOGLEVA LEYGANG AVTATOKPIOTG GTO EIKOVIKO Pdppaxo (p=0,598) ka1 ta T0606Td TV aclevadv
OMOV eMETELYONOOV KAVIKG GNUAVTIKES PEATIDGELS 0o TNV apyikn T ftav 55,3% pe to Brimica
Genuair kot 53,2% pe 1o gikovikd pappoko (p=0,669).

211 GLYKEVIPOTIKY OVAAVOT] QVTAV TV 000 peretdv, To Brimica Genuair Katédei&e peyaldtepeg
Beitidvoelg otn cvvoAikn Babporoyioa SGRQ oe cuykpion e T poppotepoin (-1,7 povadeg,
p=0,018) 1 T0 axdivio (-0,79 povadec, p=0,273). Emmiéov, Eva vynhdtepo T0c00Td 0.c0evdY OV
Adppave Brimica Genuair avtamokpidnie pe KAvikd onuovikn feAtioon otn cuvoiikn| Pabuoloyio
SGRD o¢ oVykpion pe 1o akAdivio kot tn eopuotepoin (56,6% oe cvykpion pe 53,9% ko 52,2%,
avtiotorya p=0,603 kot p=0,270, avtictoya).

Meiwon mopolvoveewv XAIT

Mio GLYKEVIPOTIKY OVAADGT] TG OTOTEAEGUOTIKOTNTAG TV dV0 peretav Pdaong I didprelag

6 UNVOV KaTESEIEE OTATIOTIKA GNUAVTIKY PelmoT TG TAENS Tov 29% 6T0 TOG0GTO TMV HETPLOV 1
coPoapdv mapo&hvoemv (o1 onoleg amaitodv Bepaneio pe avtiPloTikd 1 KOPTIKOGTEPOELT| 1| 00N YOVV
o€ voomneieg) pe to Brimica Genuair 6€ GOYKPLOT LE TO EIKOVIKO @ApLaKo (TocooTd avd acBevi avd
¢to¢: 0,29 évavt 0,42 avtiotoiywg p=0,036).

EmnpocBeta, To Brimica Genuair KaBuotépnoe 6€ oTATIOTIKA SNUAVTIKO BaBud T0 ¥povikd SidoTnpo
£0¢ TNV TPOTN PETPLO 1] GoPapn mapoEuveT 6g GHYKPIOT LE TO EIKOVIKO QAPLOKO (avoroyio
Kwvdvuvov=0,70, p=0,027).

Xprion popuokxevTikis aywyng olaowong

To Brimica Genuair peiwoce tn ypnon g PopUAKELTIKNG AY®OYNS 0106MONG GTO SUCTNUE TV

6 UNVaV og GVYKPLoN UE TO ekoVIKO apuako (katd 0,9 swonvoég/muépa [p<0,0001]), to axividivio
(xotd 0,4 etonvoég/muépa [p<0,001]) kot ) @opuotepdin (katd 0,2 stomvoég/muépa [p=0,062]).

Ivevuovikoi oykol, avioyn o€ GoKNON KOL QUOIKY OPOCTHPIOTHTO.

H enidpaon tov Brimica Genuair 6Tovg TVELHOVIKODG OYKOVG, TIV OVTOYT| GE AGKNGN KL TN PUGIKY
dpaotnprotnTa depevviOnke o pia 8-efdopadmv, TapdAANAN, TUXOOTOINUEVT), EAEYXOUEVT LE
EIKOVIKO PappoKko KAvikn pHeéETn og aoBeveig pe XAII pe vrepdidract (Aertovpyikn VTOAEITOUEVN
yopnrikdtto [FRC] >120%).

Mertd oo 4 efdonddec Bepamneioc, To Brimica Genuair 0d1ynoe og PeAtimon £vavtt TOL EUKOVIKOD
QUPUAKOV GTN UETAPOAT TNG AELTOVPYIKNG VITOAEITOUEVNC YOPTTIKOTNTOS TPV TN YOPNYNCN TNG
Tpoivig 06on¢ (trough FRC) 6 oyéomn e v apyikn Tiun, Tov Tay T0 TPOTEVOV KOUTOUATNKTIKO
onueio, ahdd n dapopd dev NTav otatiotikd onuavtiky (-0,125 L, 95% CI=(-0,259, 0,010),
p=0,069%*). To Brimica Genuair katédei&e PEATUDGELG GE GVYKPION LE TO EIKOVIKO PAPLOKO GTOVG
TVELUOVIKOVG OYKOVG 0TI 2-3 dpeg petd tn 66om (otv FRC=-0,366 L [95% CI=-0,515, -

0,216, p<0,0001], otov vmoAewmopuevo 6yko [RV]=-0,465 L [95% CI=-0,648, -0,281, p<0,0001] ko
oV gwonvevotikn yopntikotnta [IC]= 0,293 L [95% CI=0,208, 0,378, p<0,0001]).
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To Brimica Genuair katédeiée eniong PeATIOCELS 6TOV YpOVO AVTOYNG O€ AOKNON O GVYKPLON LE TO
EIKOVIKO Qdppako petd and 8 efdopddec Oepameiog (55 devtepdienta
[95% CI=5,6, 104,8, p=0,0292], apykn tiun: 456 devuteporenta).

Metd and 4 gfdopddec Oepaneioc, o Brimica Genuair BeAtimoe tov aptBpud tov fnudtov avé nuépa
o€ GUYKPIOT HE TO €1KoVIKO eappaxo (731 fpatamuépa, 95% CI=279, 1.181, p=0,0016) ko1 peioce
T0 TOGOGTO TV avevEPYDV acbevav (<6.000 Pruata ava nuépa) [40,8% oe cvykpion pe

54,5%, p<0,0001]. Iapoanpnnkav Bertidoelc 6t cuvorkn Babuoroyia Tov epmTNUATOAOYIOV
PROactive og acBeveic mov éhapav Oepaneia pe Brimica Genuair 6e cOYKPLON UE TO EIKOVIKO
oapupaxo (p=0,0002).

"Eva. mpdypappa coumepipopikig mapéupacng tpootédnke o aupotepeg TG opudoeg Oepameiog yia
emmAéov 4 efdopadeg. O apBudc tov Pnudtov/muépa otny opudda Bepaneiog pe Brimica Genuair
Stnpnonke, pe anotéhespa va givar 1 exidopac g Bepamneiog oe GUYKPION LE TO EIKOVIKO PAPLLOKO
g tééng v 510 Pnudtovmuépa (p=0,1588) kai va mopatnpndei peiwon vovit Tov £1KOVIKOD
(QOPLAKOV GTO TOGOOTO TV OVEVEPYDV aoBevav (<6.000 Pripata ava nuépa) (41,5% o€ oOykpion pe
50,4%. p=0,1134).

* A€OOUEVOD OTL TO TPOTEVOV KOTAUANKTIKO GNUEID OV TETVYE GTATIOTIKY GNUAVTIKOTNTA, OAES Ol
TIES P Y10 TOL OEVLTEPEVOVTO KOTAANKTIKG oTueia EAEYYOVTOL GE €Mimedo ovopacTikng onuaciag 0,05

Kot Oev pmopel va eEayBel TUTIKG GTATIOTIKO GLUUTEPAGLAL.

Toudrorpikde TAnOvoude

O Evpomnaikég Opyoviopoc Ooapudkmy el dMGEL OTAALNYT OO TNV VTOYPEMOT| VTOPOANC TOV
OTOTEAECUATOV TV PEAETOV Le To Brimica Genuair 6g OAEG TIG LTOKOTNYOPIES TOL TALSIATPIKOD
mAnBvopov pe XAIl (PAéne mapdypao 4.2 Y10 TANPOPOPIES GYETIKA UE TNV ToUdlUTPIKT Yp1oN).

5.2 @oppokoKivnTiKES 1O10TTES

211G TEPIMTDGELG TTOL YopTYNONKE GUVOLOCTIKE OKADIVIO Kol POPLOTEPOAT J1L TG OVOTVEVGTIKNG
000V, 1 POPLOKOKIVNTIKT KAOE GLGTUTIKOD deV KATENEIEE GYETIKEG SLOPOPES LUE EKEIVES TTOV
TopaTNPNONKAY KATA T YOPNYNOT| TOV QUPUUKEVTIKMY TPOTOVTOV EEY®PIOTA.

Amoppdonon

Metd v elonvon epanal 60ong Brimica Genuair 340/12 pukpoypoppopiov, To akAdivio kot n
(POPLOTEPOAN ATOPPOPNONKOY TAYEWDS GTO TAAGLO, ETTVYYAVOVTAG TIC HEYIGTEG GUYKEVIPDGELG GTO
TAGG O EVTOC 5 AETTOV amd TNV €6TTVOY| G€ vYieig aoBeveig kot eviog 24 ATV amd TNV EIGTVOT GE
aoBeveig pe XAIL Ot péyiotec GLYKEVIPMGELS OKAOVIOV KOl POPUOTEPOANG oTafEPTC KATAGTACNG
670 TAAGO Tov TTapatnpnOnkav o acbeveig pe XAl o1 onoiol EraPav Brimica Genuair 600 @opég
nuepnoing yo. 5 nuépeg onuelmdnkoy evtdg 5 Aemtdv PeTd TV stomvon Kot ftav 128 pg/ml ko

17 pg/ml, avtictouyo.

Koatavoun

H ocvvolikn evamofeon tov akAidiviov atovg Tvevpoveg pécm tov Genuair aviibe kotd péco 6po 6To
30% mepimov g peTpovpevng d6ong. H in vitro ohvdoeomn tov akAdviov U TIg TPOTEIVEG TOV
TAGGLLOTOG NToY TOAVOV avTioTOLYN HE T GUVOEST TV UETUPOMT®V LE TIG TPOTEIVESG, AOYM TNG
tayeiog VOPOALGNC TOL aKALdIVIOV oTo TAdcua. H chvdeon e Tig Tpwteiveg Tov TAdoatog NTav 87%
v Tov petafolritn koappolviikov o&Eog kat 15% yia tov petafolritn odAkooing. H Bacwkn mpoteivn
TOV TAAGUOTOG LEGM TNG OTOING ETTVYYAVETOL 1] GUVOEGT TOL OKAMOVIOL gival 1 AsvkouaTive).

H obvdeon g popprotepoAng Ue Tig TpaTEiveg TOV TAGGHOTOG Kupaivetat amd 61% éwg 64% (to 34%

Kupiog pe T AevKopativn). Agv onpeldOnke KOpeGLOG 0TO OTUEID GVVIESNS Y10 TO EDPOG TNG
GUYKEVTIPMOT|G IOV EMTVYYAVETOL UE TIG OepamevTIKEG OOGELC.
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Bulougtooynuatiopde

To aKA13ivio VOPOAVETAL TUYEWDS KO EKTETAUEVE, OTA POPUAKOAOYIKE 0VEVEPYA VOPOELALKE Ko
KkapPo&uiikd Tapdymyd tov. Ta enineda tov kapPosvAkod petafolitn oto mAdoua ivol KoTd
nmpocéyyon 100mAdoia and eketva Tov LOPOELAIKOD LETABOALTN KOl TNG AUETAPANTNG OPUCTIKNG
ovciag petd v eonvon. H vdpdivon tpokdntel 106c0 ymuukd (un eviupukd) 6co kot evOUKE HEcw
€0TEPACHOV, aMO TIG OTTOIEG 1) fOVTVPVAOYOAVESTEPACT] OMOTEAEL TN PACIKOTEPT) EGTEPACT] TOV
avOpOTIVOL 0pYaVIGHOD TTOV GUUUETEXEL GTIV VOPOAVGN. To YaUNAd TOGOGTO TG ATOAVTNG
BrodiabeoipdtnTog Tov glomvedpevon axkidiviov (<5%) opeiieton oto yeyovog 0Tt vtofdiieTal g
EKTETAWEVT] GUOTNUATIKY] KOL TPO-GUGTNUATIKT VOPOALGOT, €iTe GE EPINTMOOT EVATODEST G TOV GTOVG
TVeEOUOVEG 1] 68 TepimTmon Katdmoong tov. O Plopetacynuotiopog péco tov eviopmv CYP450
Swadpapotilel nooova pOLO GTNV GUVOMKN UETAPOAIKT KAOUPGN TOL aKALOVIOV. [n vitro neléTeg
£oe1&av OtL To aKAdivio o€ BepamevtiKn 060M 1 01 LETAPOAITEG TOVL dEV AVACTTEALOLY 0UTE ETOYdyOLV
1 ovvleon omolwvonmote evidu®V Tov KuToypmdpatog P450 (CYP450), kabdhg emiong dev
avacTéEALOVV TN dpdcn TeV eotepucaV (KapPfoluiectepdor, AKETVAYOAVEGTEPGO,
BovtvupvrioyoAtvestepdon). In vitro pehéteg £de1&av 0Tt T0 akAdivio N ot petafolriteg Tov dev eivan
VIOoTPMOUOTO 1 avaoTOAES TG P-yAvKompmteivnc.

H @oppotepoin amexkpivetal kuping pécwm tov petafoiiopov. H kopia 006¢ meptlapfavel aueon
YAvKovpovidwon, pe O-amopeduiinon n omoio axorlovBeital and yAvKovpoviky c0levén, Lo
wepartépm petaforikn) 086. Ta woévivpa tov kKutoypmdpatog P450 CYP2D6, CYP2C19, CYP2C9 ko
CYP2A6 coppetéyovv oty O-amouebvrinon g eoppotepdine. H popuotepoin dev avactéAdel ta
évlopa tov kutoypouatog CYP4A50 ce Oepamevticd cuvapelg CLYKEVIPDOGCELS.

Amofoin

Metd v elomvon tov Brimica Genuair 340/12 pukpoypoppopiov, oe delypota TAACUATOG LEYPL
24 ®peg petd t 800, TapatnpninkKe O6tL 0 ¥pOovoc NUIL®NG TEAKNG 0TOPOANG TOL Bpmuodyov
akAdwviov kopawvotay amd 11-33 dpeg kot g popprotepoAng and 12-18 mpec.

O1 péoot dpactikoi ypovor nuILNS* mov Tapatnpninkay 1060 Yo To oKASIVIO 0G0 Kot Yo 1
@OPLOTEPOAN (LE Paom TN 6Yéom GVGGMPELGNC) ivar Ttepimov 10 Mpec.

*O ypovog nuilwng eivar oOUPWVOS UE TH CLEOWPEDOT] TOD TPOIOVTOE UE Ao Eva. YVwOTO 00G0A0YIKO
oxruo.

‘Emterta amd evéoeréfia yopnynon 400 pikpoypoppopioy padtoonLaouévov akAoViov g vy dtolo,
1 TOcOTNTO TOV PPOUIOVYOV OKAVIOV Tov amePANON AUETAPANTO HECHD TV 0VPMV OVTIGTOL(OVCE
610 1% g 66onc. 'Emg 10 65% g 660mg amePAnon vo ) popen LETABOMTOV GTO 0VPA, EVED €M
70 33% amePAn0On vd ™ pope1| peToPortdv oto KOTPava. ‘Emetta and Ty 16mvon

200 pkpoypoppapiov kot 400 wkpoypappapiov akidiviov amd vy dropa 1 acdeveic pe XAIL n
ATEKKPLOT] TOL aKASVIOL HEGH TMV 00P®V OC AUETAPANTNG 0VCLOG NTOV WO10TEPWS YOUNAT Kot
avaroyovoe o€ mepimov 0,1% g xopnyovUEVNS OONG, YEYOVOS TOV VTTOSNAMVEL OTL 1) VEPPIKN
KkdOapon dadpapatilel nocova pOAO 6T GLUVOAIKY| KAOAPoT TOV aKASIVIOL At TO TAUCUA.

To peyahdtepo UEPOG TG 0OGNC TGS POPUOTEPOANG HeTaforileTal 6To Yo Kol omoPAALETOL LEGH
TV 00pmv. MeTd TV €16mvoN, T0 6% £wg 9% NG YOpTYOOLEVNG SOGTG POPUOTEPOANG OMEKKPIVETOL

oT0 00pa 0€ QUETAPANTN N dpeon cvlevyuévn LOPET| POPLOTEPOANC.

Edwoi mAnbvopuol

Himawuévor aobeveic

Agv &yovv ekmovnBel @apUaKOKIVITIKEG LEAETEC LE AKAOIVIO/QOPUOTEPOAT] GE NAIKIOUEVOVG
aoBeveic. Agdopévov 6Tl deV amOUITOVVTOL TPOCUPLOYES TNG O0GOAOYING YO POPUAKEVTIKA TPOIOVTA
OKALOVIOV 1 POPLOTEPOANG O NAKIOUEVOLG 0oBeveElg, OV dIKOLOAOYOVVTOL TPOSUPUOYES TNG
S0GOoAOYIOG Y10 TNV Oy®@YN HE aKAOIVIO/QOPHOTEPOAT GE YNPLATPUKOVS aoBEVEIS.

AocBeveic pe veppixn xor nrotikn ovoieitovpyio:
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Agv vTapyovV GTOLEIN GLYKEKPIUEVE, GYETIKE LLE TN XPTON OKALOLVIOV/QOPUOTEPOANS GE aoOeVEiC e
VEQPPIKN N NOTIKN dSucAertovpyio. AOOUEVOL OTL OEV ATOUTOVVTAL TPOGAPUOYES THG SOCOAOYING Yia
QOPUAKEVTIKG TPOTOVTA OKAOVIOV 1] POPLOTEPOANG G 0GOEVELG [LE VEPPIKT N NTTOTIKT
dvuodeltovpyia, dev SIKALOAOYOVVTOL TPOCGAPHOYES TG OOGOAOYIOG Y10, TV Oy®YN LE
OKALGTIVIO/QOPUOTEPOAN.

Doy

Metd emavarappovopevov silonvomv Brimica Genuair 340/12 pikpoypoppopiov, 1 GLGTNUOTIKY
£xBeon Tov aKAMOIVIOL Kot TG POPUOTEPOANG, OTIMG peTpOnKay amd tv AUC, eivan mapoduola 6
lanwvec ko Kavkdoiovg acOeveic.

5.3 IIpoxivikd dgdopéva Yo TNV 0.6QALELN

Ta pn KAvikd dedopéva dev amokaAVTTOVY 1010iTEPO KivOuVo Y10 ToV AvOpPOTO amd TO AKASIVIO Kot
TN POPUOTEPOAN UE Pdion TiC GVUPATIKEG LEAETEC PUPUAKOAOYIKNG AGPAAELNG, TOEIKOTNTOG
EMOVOLOUPAVOUEVDV OOGEMV, YOVOTOEIKOTNTOC, EVOEXOUEVIC KAPKIVOYOVOL dpAonc, TOEIKOTNTOG TNV
CVOTOPOY@YIKN IKAvOTNTO Kot ovamTudn.

e un KMVIKEG OOKIUEG, O EMUTTMOELS TOV AKAOIVIOL OTNV avamapoy@ytkn ToEKOTnTo
(euppvotolikég emdpacelg) Kot ot YovipoTnTa (eAdytotn peimon g avoTnTag COAANYNG, TOV
OYPAOV COUATIOV KoL TOV OTOAEIDV TPV KOl LETA TNV ELPVTEVOT) TopatnpnOnKay povo o Ekbeon
070 QAPLOKO TOL BewpnONKe OTL NTOV CPKETA TAV® OO TO AVAOTATO OpLo £kBecnc Tov avOpdToL,
TOPOLGIALOVTOG UIKPT GYECT LE TNV KAMVIKT XPNON.

H @oppotepoin kotédeiée petopévn yovipotnto (OTOAELES EUPVTELUATMV) OE EMIPVES, KAODC Kot
UELMUEVT] TTPAOUN LETOYEVVITIKY EMPimoN Kot YapunAdTepO BAPOG KATA TN YEVVIION LE DYNAR
ocvotnpatikn ékBeon oe popuotepoin. apanpnbnke pikpn avdénon otn cuyvoTnTa EUEAVIGNG
AELOUVOUATOV TNG UATPOG OE EMIPVES KO LOES, enidpacT mov Bempeiton emidpacn katnyopiog o€
TPOKTIKG VOTEPQ OO LaKPOYPOVIa £KOEGT GE VYNAEC DOGELS P2-00PEVEPYIKDV QYDVIGTOV.

Mn Khvikég HEAETEG Ol OTTOlEG O1EPEVVIOAV TIG EMMTAOCELG TG AYOYNG LE AKAOIVIO/QPOPHOTEPOAT GE
KOpOLOyYELOKES TOPAUETPOVG KATESEIEAY OVENUEVE TTOGOGTE KOPIOKAOY pLOU®MVY Kol appuBidv fLovo
og ékBeon 610 EApUAKO TOL BepnOnKe OTL HTOV OPKETA TAV® AT TO AVAOTATO Op1o £KBECTG TOL
avBpamov, Tapovctalovtag pkpn oxéon pe TV KAvikn xpnon. Ot ev Aoyo emdpacels eival yVmoTég
®G VIEPPOAKES POPUAKOAOYIKES OTOKPIGELG TTOL TAPATNPOVVTOL LE TOVG P2-0y®VIOTEG.

6. DOAPMAKEYTIKEX TAHPO®OPIEXZ

6.1 Kaotahoyog ekddymv

Movodopikn Aaktoln.

6.2 Aocvpparéotreg

Agv epapuodletart.

6.3 Awapkera Lo

3 xpovia.

Na ypnoonoteitor evrog 60 Muep®Y amd TO AVOLYLO TG ECMTEPIKNS GLOKEVAGIOG.

6.4 Iowirepeg mpouvrders katd T @OLAEN TOV TPOIOVTOG

To @upurakeLTIKO 0LTO TPOTIOV dev amartel Waitepeg GLVONKEG dtaTPNONC.
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DvAdocete T GuokeLT glomvong Genuair TPOSTATEVUEVT EVTOG TNEC COPUYICUEVIC ECOTEPIKNG
ovoKevaciag uEypt v Evapén yopynone.

6.5 ®@Von Kol GVGTUTIKA TOV TEPLEKTI

H ovokevn etonvong Genuair omoteleiton amd TOAAG HEPN KATACKEVAGUEVE, 0O TAACTIKO
(molvavOpoKucd ToALEPT], AKPLAOVITPIKO POVTOIIEVIKO GTLPEVIO, TOAVOSELUEDVAEVIO, TOAVESTEPQL
TEPEPOOLIKOD BOVTVLAEVION, TOAVTPOTLAEVIO, TTOALGTLPEVIO) Kat avoleidwTo ydAvpa. Kukhoeopsei og
AEVKO YPOUO LE EVOMUATOUEVO TANIGLO EVOEIENC TNG dOONMG Kol TOPTOKOAL kovumi docouétpnone. To
EMOTOUO KAADTTETOL GO OLPULPOVUEVO TOPTOKAAL TPOGTATELTIKO KAvppa. H cuokeun etomvong
SloTifeTan GEPAYIGUEVT] GE TPOGTATEVTIKT ECMTEPIKT] GLOKELOGIO ATO PVAAO AAOVLUIVIOV TTOV TTEPLEYEL
&vay PaKeAIoKO e amonpavTikd HEGO YU TVPLTioV, TOToOETUEVT] GE XAPTIVO KOVTL.

Xdaptvo kovti mov mepiéyel 1 ocvokevn giomvong pe 30 S6ceELG.

Xdaptvo kovti Tov TEPLEYEL 1 cuokevT| €l6TTVONG e 60 dOGELC.

Xaptvo KouTi TOL TTEPLEYEL 3 CLOKEVEG E16TTVONG Ue 60 dOGEIC 1| KAOE L.
Mmnopel vo unv kukdlo@opodv OAES 01 GLOKELAGIEC.

6.6 Iowitepeg TPOPLAGEELS UOPPLYNGS KOl GALOG YELPIGIOG

Kda0e aypnoiponointo eopuokevtiKd mpoidv 1 VIOAEWUO TPETEL VAL ATOPPITTETOL COUPOVA LE TIG
KOTO TOTOVE 1GYVOVGEC GYETIKEC SLOTAEELG.

Odnyieg Xpnong

Evapln:
Awpacte avtéig Tig Oonyieg Xp1)ong Tpty apyiceTE VO YPCLULOTOLEITE TO PAPUAKO.

E&oweimbeite pe to pépm g ovokeung ionvong cag Genuair.

HapdBupo eréyyov Asi
gl .
[Ipdotvo = cuokeLT] EIGTVONG 66;112% Hop‘rorcam
£rotm 1o xpfion Kovpi
IIpoctotevTiKd
KGloppao Hapddupo gréyyov

Kokkwvo = emBefardvel ) oot
glomvon

o

Emotopo

7

Ewéva A
IIpw amd T yprion:

a) [pw amd v Tpd Ypnomn, avoilte oyxiloviag TV CEPAYIGUEVT] ECOTEPIKT] GLOKELOGIN KOl
aeopéote T cvokevT elomvong. Iletdlte v e6MOTEPIKN CLOKELAGIN KAl TO ATOENPOVTIKO
uéco.

B) Mnv mélete 10 TOpTOKAAL KOVUTL PEYXPL VO EIGTE ETOLUOL VO, TTAPETE U0 SOOT).

v) Tpapnére to kdAvppo mélovtag eElappd ta féAN mov givorl onpeiopéva otny Kabe Thgupd
(Ewéva B).
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ITiéote 0® Ko
| tpapngre

Ewova B
BHMA 1: lIpogtoipdaote 1 6601 oog

1.1 Kotd&re to dvorypa tov emictopiov Kot fePaiwbeite 0tL Kavéva avtikeipevo dev epmodilet
v npocPaon og owtd (Ewova I).

1.2 Kowtd&te 1o mapdBupo eléyyov (mpémel va eivar kokkwvo, Ewcova I).

EAéyEte To Gvorypo
TOV EMOTORIOV

Ewova I’

1.3 Kpartiote ) cvokeun elomvong opiovTia LLE TO EMGTOULO TPOG TO LUEPOG GOG KOL TO
mopToKaAl kovurni endve (Ewdva A).

Ewova A

1.4 ITiéote evteAdg TPOG TOL KAT® TO TOPTOKAAL KOLUTL Yo T POpT®S™ NG 600G oag (Ewkova
E).

Orav mélete evieAdC TPOG T0 KATM TO KOV, TO TapdBupo eAEYYOV aAAGLEL ad KOKKIVO GE
TPAGIVO.

| BePowwbeite 611 10 TOpTOKOAL KOLUTE £ivon ETdve. Mn YEPVETE TN GUGKELI).
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1.5 AmnelevBepdote to moptokaAi kovumni (Eucova ZT).

BeBaiwbeite 611 amedevnbepmdoarte T0 KOLUTL, DGTE 1) GUGKELT EIGTVONG VO LITOPEL VOL AEITOVPYNOEL
GOOTA.

a I b

N

Ewova E Ewova XT
Yrapotiote ko EAéyEre:
1.6 Bepaiwbeite 611 T0 TOpdBvpo eréyyov eivar Tdpa mpdcvo (Eucova 7).
To @appaxd cog etvar £Tolo yla lomvon.

IInyaivete 610 «BHMA 2: Eionvevote to oappakd Gogy.

e
IIPAXINO

Ewovo Z

Th va KGveTe £dv To TAPAOVPO EAEYYOV Elvorl TKONO KOKKIVO 0PpOV £YETE TEGEL TO KOVUTTL
(Ewova H).

Ewoéva H
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H 3601 bev givan mpogtopacuévn. Minyaivere mico oto «BHMA 1 Ilpogtoipdcte 1 6001
c0c» Ko emavarafere to Prpata 1.1 £og 1.6.

BHMA 2: Exonve0o61E TO QAPURUKO GOG

| Awfdote TApog To fpata 2.1 Eog 2.7 Tpv amd T xpNon. Mn YEPVETE TN GLOKELT.

2.1 Kpatiote T 6uoKeLT EI6TVONG HOKPLE 0O TO GTOLO GO KOL EKTVEDCTE EVIEAMS. Mnv
ekmvéete TOTE PEGA 611 cvokevt| glomvon|g (Ewkdva @).

4 )
<

\§

Ewoévo ©

2.2 Kpatnote 10 kepdAl cag og 6pbio BEom, TomobeTnoTE TO EMGTOUIO OVALESH GTA YEIAN GOg
kot KAglote ta xeiln ocag epuntikd yopw and avtd (Ewodva I).

Mnyv KpoaTate TATNUEVO TPOS TO KATM TO TOPTOKUAL KovpuTi KOOOC elomvieTe.

Ewova 1

2.3 Tlapte pio dvvat, fadid elomvon and 10 GTOUN GG, ZVVEYIGTE VO EIGTVEETE OGO TO
duvaTov TEPLoTOTEPO.

"Eva «xduo» Ba oag emiPefardoet 0Tt EIGTVEETE COGTE. ZVVEYIOTE VAL OVATVEETE OGO TO SUVOTOV
TEPIOCOTEPO, APOV AKOVGETE TO «KAK». Mepikoi acheveig umopel va Unv akovGouy To «KAK».
Xprnoworomate to Tapdhupo erEyyov Yia va Peformbeite 0TL £xeTe €10TVEVCEL GOOTA.

2.4 AmopokpOVETE Tr GLOKELT] EIGTVONG A0 TO GTOLLO GO,
2.5 Kpoamote v avoamvon 6og 660 T0 duvatdv TEPIGGOTEPO.

2.6 Exmvebote apyd pokpld amd Tr GUGKELT] ELGTVONG.
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Opiopévor acBeveig pmopet vo arsBavBovv pio Kokkmdn aichnon oto oTtope Toug 1 pio EAUPPAC
YALKLA 1| TTkpn YeOoT. Mnv mépete emmAéov 6001 o€ TEPImT®OT oL dev aoBavOeite kdmola yevon 1
aioBnon petd v elomvon.

Yrapotiote ko EAéyEre:

2.7 BePoawbeite 611 T0 TOpEOLpO EAEYYOL Elvan Tdpa KOKKIvo (Eucova K). Avtd onuaivel 6Tt
£YeTE EI0TVEVGEL TO PAPUAKO GOC COOTAL.

-

/'_
KOKKINO

Ewova K

T va kavete £av 10 TaPaOvpo réyyov givan axképa Tpdotvo peta v swenvor] (Ewkova A).

Ewova A

Avtd onuaivel 6T dev EYETE EIGTVEVGEL TO PAPLOKO 560G cwotd. [Inyaivere micw 610 «BHMA 2
Ewonvevote 10 0appoké cac» ko emavarapere ta prpota 2.1 £0g 2.7.

Edv 10 mapdabupo eréyyov e&arcorovbel va unv odlalel o KOKKvo, pmopei va Exete Eeydoet va
ameLeLOEPMTETE TO TOPTOKAAL KOVUTE TPV OO TNV EIGTVOT| | UTOPEL VoL PNV €XETE EIGTVEVGEL OPKETA
dvvatd. Eqv cvpPei avto, tpoonabnote Eavd. Befoiwmbeite 6T £xete amelevbepmaet To mopTokaii
KOLUTL KOl OTL £YETE EKMVEVGEL TANPOG. XT1) GUVEYELD, TAPTE [ duvarh, Babid elomvon| péca amd 1o
EMOTOO.

HopoxoleicOs va EMKOIVOVIGETE PE TOV Y10TPO 60G €V TO TAPGABLPO ELEYYOV eEakorovOsl va
givor IPacIvo petd amd eraverknuuéves mpocnddeiec.

ITiéote T0 TPOGTATELTIKO KAAL O TIo® GTO EMOTOUIO HETA omd KaOe yprion (Ewova M), yia va
OTOTPEYETE TNV EMUOAVVOT| TNG GUOKEVNG EIGTVONG He okdvN 1 A VAIKA. [Ipémel va amoppiyete T
GUGKEVT EIGTVONG GOG, EAV YAGETE TO KAAVLLLAL.
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Ewéva M
EminpooOetes mlinpopopieg:

T mpémnel va KAVETE €0V TPOETOWAoETE Kot AdBoc ua doon;

DuAdETe T GVOKELT EIGTVONG LE TO TPOGTATELTIKO KAV 0T 0€om Tov péypt va £pbel n dpa va
EL0TVEVGETE TO QPAPLAKO GOG, GTN CLVEYELD APULPESTE TO KdAvupa Kot Eekvnote omd to Brjua 1.6.

IIoc Aertovpyei 0 deiktng ddonc;

o O deiktng d6ong deiyvel Tov GuVOAKS aplBUd TOV SOGEMY TOV OTOUEVOVY GTT] GUGKELT
gionvon|g (Ewdva N).

e  Kotd v mpmdtn ypnon, kibe cueKeLN EIGTVONG TEPLEXEL TOLAYIOTOV 60 SOGEIG 1|
TovAdyiotov 30 docelg, avdioya pe To uéyedog TG CLOKEVAGING.

e  KdBe popd mov poptmdvete pia 660m mELovVTaG T0 TOPTOKOM Kovumi, 0 delKTNG 000N
peTaKveiTol EMayloTa TPog ToV Enopevo apuo (50, 40, 30, 20, 10 1 0).

T1ote mpémel vo TAPETE i VEQ GUGKEVLT] EIGTTVONC;

Oa mpémet vo TapeTe Lio VEXL GLGKELT] ELGTTVONG:
e Ed&v n ovokevn €16mvong 6ag @aivetal KATEGTPAUULEVN 1) €0V XAGETE TO KAALULLO 1
o  Ortav eppavietor pio kKOKKIVY TOvia 6Tov deikTn dOONGS, ALTO oNpaivel 6Tt TANC1ALETE OTNV
terevtaio 06on cag (Ewova N) 1
e Edv n ovokevn elonvong oag givon adesta (Ewkova E).

O dgiktng d60ng peTaKveiTon apya amé To
60 £og 7o 0: 60, 50, 40, 30, 20, 10, 0.

Agiktng

déomg Koxkkivn tawvia

Ewéva N

Tloc uropeite vo yvaopilete 6TL 1 GLOKEVT EIGTVONC GaC ival ddeLa;

Ortav 10 moptokaAl kovpmi 6ev enavéABeL 6TV avdTEPT dvvaTth BEoT Kot ASPAAGEL G€ [io EVOLAIESN
0¢om, 101 ExeTe OTaoEL TNV TEAevTaia 06on (Ewdva E). Mmopeite va 16TveDCETE KAVOVIKA TNV
teAevTain Gog 600, TAPOAO TOV TO TOPTOKAAL KOLUTI £yl ao@UAicel oe auTiy T B€om. Metd and
VTNV T1) 6001, OV UTOPEITE VO EMAVOYPNCLLOTOIGETE T1 GUCKELT EIGTVONG KO TPETEL VO. OPYICETE
va ypnoponoteite pia véo cueKeELT] EIGTVOTC.
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Oéon acpdiriong

T

X, A

Ewovo =

Tloc mpéner vo koapileTe T CLOKELT EIGTVONG GOC,

Mnv ypnoiponoteite ITOTE vepd yio va kabapicete T cuckevn El0Tvong, kabmg avtd pmopel va
KOTAOTPEYEL TO PAPLOKO GOG.

Edv embopeite va kabapicete T GLOKELVT EIGTVONG, AAG GKOLTIOTE TNV EEMTEPIKT EMPAVELD TOV
EMOTOUIOV pe éva oTEYVO YAPTOUAVTINAO 1 pid GTEYVY] YOPTOTETGETA.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX

Covis Pharma Europe B.V.

Gustav Mahlerplein 2

1082MA Apoctepvrop

OMovdia

8. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/14/963/001

EU/1/14/963/002

EU/1/14/963/003

9. HMEPOMHNIA ITPQTHX ET'KPIZHX/ANANEQYXHY. THX AAEIAX

Huepounvia mpatng éykprong: 19 Noeufpiov 2014
Hpepounvia tedevtaiog avavémong: 23 Avyovotov 2019

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemtopuepn TANPOPOPLOKE GTOLXEID Y10l TO TOPOV PAPUAKEVTIKO TPOTOV gival Slabéciua 6ToV SIKTLOKO
t6mo Tov Evponaikod Opyavicpod Dopudkov: http:/www.ema.europa.eu.
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IHAPAPTHMA 11

IMAPAXKEYAXTHX(EY) YHEYOYNOX(OI) I'TA THN AIIOAEXMEYXH TQN
IHAPTIAQN

OPOI'H IEPIOPIXMOI XXETIKA ME TH ATAGEXH KAI TH XPHXH
AAAQOI OPOI KAI AITAITHXZEIX THX AAEIAYX KYKAO®OPIAX

OPOI'H ITIEPIOPIXMOI XXETIKA ME THN AX®PAAH KAI AIIOTEAEEMATIKH
XPHZIH TOY ®PAPMAKEYTIKOY ITPOIONTOX
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A. THAPAXKEYAXTHX YIIEYOYNOZX I'TA THN AIIOAEXMEYXZH TQN ITAPTIAQN

‘Ovouo kot 61e06vven Tov TaPUCKELACTH TOL £ival LITEVHVVOC Yo TV ATOOEGUEVCT] TOV TOPTIOWV

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

08740 Sant Andreu de la Barca, Bapkehovn
Iomavio

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

DopproKeLTIKO TPOTOV Y10l TO OTOL0 AMOLTEITOL LOTPIKT] GLVTOYT.

I AAAOI OPOI KAI ATTAITHXZEIZ THX AAEIAX KYKAO®OPIAX
e Ex0éoeig meprodikng napakorovdnong g ac@aretag (PSURSs)

Ot anmortnoelg yio v vroPoin twv PSURS yio 10 ev Adym @apuakevtikd mpoidov opiloviot
OTOV KOTAAOYO LE TIC nuepounvieg avapopds s Evmong (katdioyog EURD) mov
napatifetor oy Tapdypago 7, tov dpbpov 107y, Tng odnyiag 2001/83/EK ron kdbe
EMOKOLOVONG EMIKOIPOTOINGNG OTTMG SNUOGIEVETOL GTNV EVPOTOAIKT SUKTLOKT TOAT Y10l TO

QAPLLOKDL.

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

o  Yyéolo owuyeipiong Kivovvou (XAK)

O Kdroyog Adetag Kukhopopiag (KAK) Ba die&aydyet Tig amottodpeveg SpactnplotnTes Kot
TAPEUPAGELS PUPUOKOETAYPVOTVIIONG OGS Tapovotdovtal 6to cupueovndéy XAK mov
mapovctaletar otny evotnta 1.8.2 g doelog KukAopopiog Kol 0olecdNTOTE ETAKOAOVOES
gykekpiuéveg avabempnoeig tov TAK.

‘Eva emucaiporomnpévo XAK Oa npémel va katotedei:
e Metd and aitnpo tov Evporaikod opyavicpov Oappdakoy,
¢ Omotedn|moTe TPOTOTOLELTAL TO GUGTIUA daXelpLoNg KIvdUVOUL, EOIKA O OTOTELEGLLOL AYNG
VE®V TANPOPOPIDV TOV UTOPOVV VO ETLPEPOVLY CTUAVTIKT GAANYT) GTN GYECT] 0QEAOVC-KIVOHVOL
N ©¢ anoTEAEC A TNG EMITEVENG EVOG GNUAVTIKOD OPOCTILOV (PUPHLOKOETOYPOTVIION 1
glayrotomoinom Kivdvvov).
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ITAPAPTHMA II1

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

EZEQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Brimica Genuair 340 pikpoypoppdpio/12 pikpoypoppudpio, KOviG Yio EIGTVON
OKALBTIVIO/O1HOPIKT] POVUAPIKT] POPLOTEPOAN

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

Ka0e mapeyouevn 66on mepiéyet 396 pikpoypappdpia Bpoptodyov akidviov (mov 1codvvapel pe pio
8001 340 pkpoypoppapiov akAildtviov) kot 11,8 pikpoypappdpio Stopikng GOvUAPIKNAG
(POPLOTEPOANG.

3. KATAAOI'OX EKAOXQN

[Tepiéyet extog TV GAA®V: Aoktoln
IMa mepiocdtepeg mANpo@opiec, PA. POUALO 0OMYIDV ¥PNONG

4. GOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Kévig yia eilomvon

1 cvokevn elomvong mov meptéyet 30 dOoELg

1 ovokevn elomvong mov mepiEyel 60 dOGELG

3 GLGKEVEG E16TTVOTNG OV TEPLEYOVY 60 dOGELG

‘ 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

AwBdote 10 PUALO 0NV YPIONG TPV 0T TN YOPNYNON.
Xpnomn oo E16TVONG

6. EIAIKH ITPOEIAOIIOIHEH XYM ®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION ITPEITEI NA ®YAAXXETAI *E OEXH THN OITIOIA AEN BAEIMTOYN KAI
AEN ITPOXETTIZOYN TA ITAIATA

Na purdooetal o€ BEom, TV onoia dev PAETOLY Kot dev Tpooeyyilovy Ta TALd1d.

| 7. AAAH(EX) EIAIKH(EX) IPOEIAOTIOIHEH(EIZ), EAN EINAI ATIAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEHX

AHZEH

Na ypnoonoteiton evrog 60 nuep®V amd TO AVOLYLO TG ECMTEPIKIS GLCKEVAGINS.
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9. EIAIKEX XYNOHKEX OYAAZEHX

DOvAdocete T cvokeLn glomvong Genuair TPOSTATEVUEVT EVTOG TG COPUYICUEVIC ECOTEPIKNG
ovoKevaciag uEypt TV Evopén yopynone.

10. TAIAITEPEX TIPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHHOAEIMMATQN I10Y ITPOEPXONTAI ATIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAETAY KYKAO®OPIAX

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

Covis (Covis Aoyotoumo)

12. APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/14/963/001 1 cvokevn| elomvong mov mepiéyel 60 dooelg
EU/1/14/963/002 3 cvokevég e10mvong Tov eplEyovy 60 00ce1g 1 kabe pio
EU/1/14/963/003 1 cvokevn glomvong mov mepiexel 30 dooelg

13. APIOMOZX ITAPTIAAX

Moptida

‘ 14. TENIKH KATATAZH I'TA TH AIAOEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. TNAHPO®OPIEX XE BRAILLE

brimica genuair

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

A163146TaTOG YPAPL®TOS KDdKaAS (2D) mov pépel Tov TEPIANEHEVTO LoVadSIKO avoyVOPIGTIKO KOSIKO.

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

26



EAAXIXTEX ENAEIZEIX IIOY IIPEIIEI NA ANATI'PA®ONTAI XTIX XYXKEYAXIEX
TYHNOY BLISTER 'H XTIX TAINIEX

EXQTEPIKH XYXKEYAXIA AIIO AAOYMINIO

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Brimica Genuair 340 pikpoypoappdpio/12 pikpoypoppudpio, KOviG Yio E1GTVON
OKALBTIVIO/O1HOPIKT] POVUAPIKT] POPLOTEPOAN

‘ 2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Covis (Covis Aoyotumo)

‘ 3. HMEPOMHNIA AHEZHX

AHZEH

Na ypnoponoteitor evrog 60 nuep®V amd TO AVOLYLO TS ECMTEPIKNG GCLOKEVAGING.

4. APIOMOZX ITAPTIAAX

MMoptida

5. AAAA XTOIXEIA

dvidcoete T cvuokevn lonvong Genuair TPOGTATELUEVT] EVTOG TNG COPAYIGUEVTG ECOTEPIKNG
ovoKevaciag uEypt v Evapén yopynone.

[Béhog] Zyiote €0
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EAAXIXTEX ENAEIZEIX TIOY IIPEITEI NA ANAI'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

EINIXHMANXH THX XYXKEYHX EIXTINOHX

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

Brimica Genuair 340 mcg/12 mcg x6v1ig Yo el6Tvon
OKAL3TVIO/1HOPIKT] POVUAPIKT] POPLOTEPOAN

Xpnon dto El6TTVONG

‘ 2. TPOIIOX XOPHI'HXHX

‘ 3. HMEPOMHNIA AHEHX

Na ypnoonoteiton evrog 60 nuep®V amd TO AVOLYLO TG ECMTEPIKIS GLOKEVAGING.
AHEH

4. APIOMOZX ITAPTIAAX

TToptida

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

30 d6o¢lg
60 docelg

| 6. AAAA XTOIXEIA

Covis (Covis Aoyotumo)
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B. PYAAO OAHI'TQN XPHXHX
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@vAiro oonYLOV ypions: IIinpoopics Yo Tov a.60evi)

Brimica Genuair 340 pikpoypappdpto/12 pikpoypoppapia, KOvig yio E16Tvon
OKALOTVIO/O1DOPIKT] POVUAPIKT POPHOTEPOAN

AP acTe TPOGEKTIKA OAOKAN PO TO PVLAO 0ONYIAOV (PTG TPOTOV UPYIGETE VA Y PICLUOTOLEITE

avTo TO PAPNOKO, OLOTL TEPLLUUPAVEL CNUOEVTIKES TANPOPOPIES Y10 GUC.

- DvAGETE 0VTO TO PUALO 0OMYIDV ¥p1ioNS. Towg ypetaotel va To dtofdoete Eavd.

- Edv éxete mepartépo amopieg, p@TNoTE TOV Y10TPO, TOV PAPLOKOTOLO 1) TOV VOGOKOULO GOLG.

- H ocvvtayn yio avtd 1o edppoko xopnynnke amokAeloTiKd yio 6og. Agv TPEMEL VO ODCETE TO
@apuako og GArovc. Mmopel va Tovg Tpokarécetl PAAPN, axdpa Kot OTav To, oMueio TG
aoBéveldc Toug tvar 1010 e ToL KA oo,

- Edv mopatnpnoete kamoo avemiBOuntm evEpyeLn, EVILEPADOGTE TOV YLOTPO, TOV PAPUOKOTOL0 1)
TOV VOGOKOUO 60¢. AvTd 1oy0eL Kat Yo Kabe mhavn avemBOunt evépyeia mov dev ovapEPETOL
670 TTOPOV PUALO 0dNYIDV ¥pNong. BAére mopdypago 4.

T wepLéyeL 1o Tapov GUAAO 00N YLOV:

T etvon o Brimica Genuair kot oo givat 1 xpnomn tov

T npémer va yvopilete mpotod ypnoomomoete 10 Brimica Genuair
[og va ypnoonomcete to Brimica Genuair

[Mbavéc avemBounteg evépyeteg

[og va purdcoete to Brimica Genuair

[Tepreyduevo g cvokevaciog Kot AomEG TANpopopieg

Odnyieg Xpriong

A o e

1. T givar To Brimica Genuair kot wowa givar n ypfion Tov

T eivor To Brimica Genuair

To mapdv papuako meptéyel 0HV0 dPACTIKG GVOTOTIKE T OTole OVORALovToL AKAOIVIO Kot StHOPIKY|
(QOVLLOPIKT POPUOTEPOAT]. AUPOTEPT TO, GVOTOTIKG VKOV GE LU0, OUAD0, QApPUAK®Y oV givat
YVOGTH ©¢ Bpoyyodtactoltikd. To fpoyyodlacTaATIKAE YOAMPMYVOUY TOVG LOEG TMV 0EPUYDYDV GG,
OV EMTPEMEL GTOVG OEPAYWYOVS GOG VO avolyovv TeplocdTepPo Kot oag Bondd va avamvéete mo
gvkola. H ouokevn eiomvong Genuair yopnyel ta evepyd cuoTOTIKE 0meveiog 6TOVG TVEDLOVEG GOG
KaOd¢ elomVEETE.

owa givar 1 gprjon Tov Brimica Genuair

To Brimica Genuair ypnoiponoteiton o€ eviAikeg acbeveic pe avamveuoTtikég SUGKOATEG AOY® HLOG
TveLHoVOTadelag Tov ovoudleTatl xpovia amoppaktiky Tvevpovorddeia (XAIL), oty omoia ot
aEPAY®YOL Kot 01 GAKOL PO GTOVG TVEVOVES £XOVV KATAGTPAPEL 1] £Y0VV Ppael. AvolyovTag Tovg
EPAYYOVG, TO PAPLOKO BonBd 0TV avaKoVPIoT] 0d CLUTTOUOTA, OTG 1| dhomvola. H yprion tov
Brimica Genuair cg Taktikn] fdon 0o pewwoet tig emdpdoeig g XAIl oty kabnuepwn (o1 cog.

2. T npéner va yvopilete mpiy va gpnoponomnjcete 1o Brimica Genuair

Mnyv ypnoipomouoete 70 Brimica Genuair:

- o€ mePInT®on aAlepyiog 010 akAdivio, 6TN STHOPIKT POVLAPIKT) POPUOTEPOAN M| OE
OTOL0ONTOTE GAAO OO TO GVGTATIKE AVTOV TOV PapudKov (avaeépovtal otny Iapdypapo 6).

IIpogidomoun)oels Kol TPOPUAGEELS

AmevBuvbheite 6TOV Y10TPO, TOV POPLOKOTOLO 1| TOV VOGOKOUO GOG TPOTOV YPNCLOTOINGETE TO

Brimica Genuair, gdv gpoavilete pio and tig akdiovbeg madnosic/copntodpot:

- Edv éyete aobpo. Avtd 1o @apuoko 6gv TPETEL VOL YPNCIUOTOLEITL Y10 TV OVTIUETMOTIOT TOV
doBuartoc.

- Edv éxete xapdioloyucd mpofAinpara.

- Edv &yete eminvyia.
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- Edv éyete mpofAuata pe tov Bupeoeidon adéva (Bupeotoéikwon).

- Edv éyete dyko o€ éva amd T eTvePpidtd oag (PALOYPO®UOKVTTOLL).

- Edv éyete duokolia otnv ovpnon 1 TpofAnuato Ady® S10YK®UEVOD TPOGTATY).

- Edv éyete o mabnon tov patidv mov AEYETol YAADKOUO KAEIGTNG YOVING, TO 0010 £XEL (OC
omoTéAEC O VYNAN Ttieon 61O UATL

AwkéyTe ™ ypion Tov Brimica Genuair ko {nmiote apéong wotpiki fon0sio edv ekdniooere

0TTOL00NTTOTE OO TA TAUPUKATE:

- Edv mapovoidoete Eapvikd aicOnua cvoeryéne otov Bdpaxa, ya, cuptyud 1 Svcmvola
apECMG PETA 0o TN XPpNoT TOV Papudikov. BAére mapdypago 4.

To Brimica Genuair ypnoiponoteitol og Oepomeio cuvinpnong (pakporpdesun) yio tnv
avtperomion g XAIL Aev Oa mpémel va ypMoYLOTOLEITOL Y10 TV OVTILETMMIOT KATO00 E0pvikon
€MEI00010V SVOTVOLOG 1] GLPTYHOD OVOITTVOT|G.

Edv ta cuvin cog coprntopota e XAIT (dvomvola, cuptyudg avoamvong, frixag) éev Petinbodv 1
emdevmbovv evd ypnotponoteite To Brimica Genuair, o Tpémetl va GuveXIGETE VO TO (P OLUOTOLEITE,
oAAG Vo, emiokebeite Tov Bepdmovta YioTpd TO GLUVTOUOTEPO dVVATO MGTE VO SIOTIGTMOOEL £dv
ype1alecste GALO QAPLLOKO.

Edv BAénete Kamolov TEWVO SUKTUALO (AAMC) YOP® amd POTEWVEG TNYEG 1 EYYPOUES EIKOVEC,
eupavilete mOVO N SLGEOPIN 6TO PATL N} TACYKETE 0md TPpoc®PvY BoAn Opaoct, {nthHote T GLUPOVAN
Tov Bgpdmovta yoTpolh 6ag TO GUVTOUOTEPO dLUVATO.

[oapoatpnnke Enpoctopia o Oepameia pe pappoka 6mwg to Brimica Genuair. Maxponpofeoua, 1
Enpootopia umopei va oyetiletar pe Ty eUeavion tepndovoc, omdTe ival GNUAVTIKO Vo ¢povTileTe va
SloTNPELTE TN GTOUATIKY GO VYIEWVT] GE KOAT KOTAGTAGCT).

Howra ko £éenpor
To Brimica Genuair dev 8o mpémel va yopnysitan o mondid 1 eprfovg niikiog kbto TV 18 eTdV.

Alro @appoxa kor Brimica Genuair

Evnuepmote tov yiatpd 1 10V popUaKonold cag edv maipvete, £xete mpOGPATA TAPEL 1) WITOPEL val
mhpete dAla pappoxa. Eqv ypnoonoteite Brimica Genuair pe optopéva Ao @APLOKOL, EVOEXETOL
va tpomormoindei n emidpact tov Brimica Genuair 1 TV GAA®V QapUAK®V.

Evnuepoote tov yuotpd 1 Tov popLokomold cag Qv ToipveTe:

o  Odpuaka mwov umopel va givar mapopota pe to Brimica Genuair yio TV avTILETOTION
OVOTVELGTIKAOV SUGKOALDV.

e  OdppoKa TOV PEUDVOLV TNV TOGOTNTO TOV KOAIOL 6TO aipa Gag. Xty KoTnyopia vty
nepthappavovral:

O KOPTIKOOTEPOEON oV AauPdvete amd To oTOp (OT®G 1) TPEOVILOAGVN),

o dovpnTikd (dnwg Povpoceion 1 vVOpoyAmpobealion),

O  GUYKEKPIUEVO PAPLLOKO TTOV YPTCLLOTOLOVVTOL Y10 TIV CVTLLETMIICT| AVOTVEVGTIKOV
nadncewv (6mwg n Beo@uALiv).

o  Odppaka wov ovopalovtar Prte. amoKAEIGTEG KOl EVOEYETOL VO OTOLTOVLVTOL Y10, TV
OVTILETAOTION TNES VYNANG 0pTNPLOKNG TEONG 1 GAL®Y KOPSIOKOV TPOoPANUAT®OV (OTTMC
aTEVOLOAN 1 TPOTOVOLOAN) 1 Yo TN Bepameio TOV YAAVKOUATOG (OT®G TYHOAOAN).

o  ddppaka TOV UITOPOVV VO TPOKOAEGOVV EVeL €100¢ LETAPOANC GTNV NAEKTPIKT dPAGTNPIOTNTO
g Kopdldg, YvmoTn mg mtopdtact Tov dtactipatog QT (mapatnpeitar 6to
NAEKTPOKAPIIOYPAPNLLA). ZTNV KOTYopio: avTh TEPIAAUPAVOVTOL PAPLLOKE, Y10, TV
AVTILETOTIOT TOV EENC KATAGTAGE®V:

o KoTaOAWYT (6TWG 0VOCTOAELG TNG LOVOLUIVOEEIDACTG 1] TPIKVKAIKA
avTikaTaOMmTIKd),

o Pokmnprokég Aoméelg (0nmg epvbpouvkivn, KAappopvkiviy 1 teMBpopvkivn),

O OAAEPYIKEG OVTIOPAGCELS (OVTUCTOUIVIKE).
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Kinon kot Onioopég

Av €iobe €ykvog 11 INhalete, vopilete ot pmopet va eicbe £ykvog 1| oxed1dleTe VO ATOKTNGETE O,
{ntote TN GUUPOLAN TOL YATPOV, TOL VOGOKOLOV 1] TOV POPUAKOTOI00 GOG TPOTOV TAPETE ALTO TO
oapuakxo. Agv mpénet va, yprolponoteite Brimica Genuair gdv giote ykvog 1 OnAalete, eKTOG €GV Gag
TO TEL O Y1TPOG GG,

001yN o1 Ko LEPIOUOS PNV LATOV

To Brimica Genuair dev givat m0avd va, exnpedcst v ikavoTnTa 0d1NyNong Kot ¥pNnong
unyovnudtov. Avtd 1o edpuaxo pmropel va mpokarécel Boumn opacn 1 (oA og opltopévoug acbeveic.
Edv gpoavicete omoadnmote and avtés Tig avemBOUNTEG EVEPYELEG, UNV EMLYELPTCETE VO OONYNOETE 1)
VO YEIPICTEITE OMOIEGINTOTE UNYOVALLOTA OV OEV VTTOY®PNOEL 1 LAAN Kot av 1 Opac| oG dev
enovELDEL GTOL PLGLOAOYIKG ETITED L.

To Brimica Genuair wepiéyel haxtoln
Av106 10 QapuaKo TEPEYEL AaKTOLN. AV 0 Y1aTPOC 60G odg evnuépwae 0Tt £xete dvoaveéio o
OPIGUEVH CAKYOPO, EMKOWVMVNGTE LLE TOV YIOITPO GOG TPV TAPETE OVTO TO PAPLOKEVTIKO TPOIOV.

3. Ilog va ypnopomwomjcere To Brimica Genuair

[Tavtote va ypNoYLOTOLEITE TO PAPLOKO ALTO AVGTNPE GOUPOVO LE TIG 0ONYIES TOL YLOTPOV 1| TOL
Qopuroakomolod coc. Eav éxete appifoliec, potnote TOV Y1ATPO 1 TOV POPLOKOTOLO GOC.

- H ocvvietdpevn d6on elvan pia lomvorn to Tpmi kot pio elemvon 1o fpadv.

- Mropeite va ypnoiponoteite to Brimica Genuair omoladfmote 6Ty Tptv 1 LETA TO PaynTo 1
10 TOTO.

- Ta anotehéopara Tov Brimica Genuair dtapiovv yia 12 dpec. Q¢ ek Tovtov, Ba mpénet va
YPTCLLOTOLEITE TN GLGKELT €loTtvon g Brimica Genuair tnv {010 dpa kdBe Tpwi ko Bpddv. ‘Etot
SooQoMIETAL OTL VTTAPYEL TAVTOTE APKETO PAPLLOKO GTOV OPYOVICUO GOG, DOTE Vo 6a.G Bondd
va avamvEeTe EDKOAATEPO Ko™ OAN TN dLdpKeLd TG NUEPAS Kat TG voyToc. Emiong, n Anyn tov
o€ ouyKeKpLuévn dpa Ba cag fondrcet va Bupdote va To ypnolponoteite.

- H ocvvietdpevn d6on umopei va yopnyndei e nhkiopévoug acbeveic kot oe aobeveig pe
VeQPIKEG | NIOTIKEG Tadnoels. Agv amaitovviol puOpicelg g dOONE Y10 TOVS GUYKEKPLUEVOLC
aocBeveic.

- To Brimica Genuair givot yio yprion 610 EIGTVONG.

- Oonyieg ypiong: ZvupPovievteite tig Odnyieg Xpnong 61o T€Aog avTod TOL PUAAOL 0dNYIOV
Yo 001 yieG OYETIKA e TOV TPOTO ¥PNONG TNG GLOKELNG elomvon|g Genuair. Edv éyete
apePorec GYeTIKA Le TO TAOG va xprolponooete 1o Brimica Genuair, anevbuvleite otov
Y1aTpd 1] TOV QOPLUAKOTOLO GG,

H XAII givon paxpoypovia vococ. Katd cuvéneia, To Brimica Genuair etvon yio pokpoypdvia xpnon.
To @oppakevTIKd TPOIOV TPEMEL VOl (PNCLUOTTOLEITOL KAOE PEPQ, dVO QOPEG NUEPNGImG Kol Oyl LOVOV
Otav TpoLClaleTe AVATVELGTIKG TpoPAnpata 1} dAlo cvurtdpato e XAIL

Eav ypnowpomouioste peyarvtepn 66on Brimica Genuair a6 Tnv kavoviki

Edv motevete 0T £xeTE YpMOILOTOMGEL PEYOADTEPT dO0oM Brimica Genuair and v Kovovikm, gival
7o mOaVS Vo EKONADGETE OPIGUEVEG OO TIG AVEMBOUNTEG EVEPYELEC TOV, OTMC BOAN OpaoT,
Enpootopia, vavtia, TPEULOVAO/TPOLO, KEPUAUAYia, aicOnua TaAUDY 1 ovénuévn aptnplaxn mieon,
OLVETMOG TPETEL VO ameLBuvOeiTe ApEc®OS GTOV Y10TPO GOG 1| Vo LETAPEiTe GTO KOVTIVOTEPO TUN O
eneryovtov neplotatikmv. Agite ) cuokevaoia tov Brimica Genuair. Evééyetal va amorteiton
toTpikn Pondeia.

Eav &gyaoete va ypnopomouoete To Brimica Genuair

Edv Eeydoete va etonvevoete pia 66om and 1o Brimica Genuair, amidg AAPeTé TNV 10 GLVTOUOTEPO
duvatov kot MaPete Ty exouevn 666N 6ag T cLVNON dpa. Mnv Tapete duTAn dO6GN Y Vo
avamAnpaoete T d00om o Eeydoarte.
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Edv otapotiosete va ypnopomroreite To Brimica Genuair
To @dppako avTd cuvicTaTOL YO0 LOKPOYPOVIa Xprion. Edv embBupeite va otaparioete ) Bepamneia,
amgvbuvbeite TpdTO GTOV Y10TPO GOC, KOMG umopel va exdnimbel emdeivoon ToV GUUTTOUATOV Cag.

Edv éyete mep1ocdtepeg epMTNOELS GYETIKA LLE T YPTOT OVTOV TOL PAPUAKOV, POTHOTE TOV YIATPO,
TOV QUPLOKOTOLO 1] TOV VOGOKOLO GOLC.

4. IIBavég avemBOUNTES EVEPYELES

Onwg 6ha Ta eAppraKa, £TGL KOL AVTO TO PAPUAKO UTOPEL VO TPOKAAEGEL AveETIBOUNTES EVEPYELEG, OV
Kot 6gv Tapovctdlovtal 6€ OAOLG TOVG AvOPMOTOVC.

AwokdyTe ™ ¥pNoN owToD TOL PAPUAKOL KOl ETIKOVOVIOTE LLE TO YTPO GOG AUECO EQV:

- gupavicete TpNEO 0TO TPOCMOTO, GTO MU0, GTA YEIAN 1} 0TN YADGGO, (L N Y0Pl SLGKOALN
GTNV aVATVON 1 GTNV KATATOGT), POVCKAAES e £VTOVO KVNGHO 0TO déppa (Kvidman), Kabhg
oUTé pmopel va gival cLUTTOUATO AALEPYIKNG avTidopaons. H cuyvomta avthg g avtidpaong
dev umopel va extiundei amd ta Stubéoiua dedopéva.

- TAPOLGIAcETE EAPVIKO aictnpa cuoEyéng otov Bmpaxa, Bya, cuptypd 1 SVcTVold AUECMG
HETA amd TN (PNOT TOL QOPLEKoV. AVTA PTopel Vo EIvVOL COUTTOUATO POC KATAGTAGTG TTOV
ovopdteton «mapddo&oc BpoyxdoTacoGy, TOL glval o VTEPPBOAIKT KoL TOPATETOUEVN
GUGTOCT] TOV HVAV TOV 0EPUYOYDV TOL 0KoAoLOEl apéows petd ) Beponeio pe
Bpoyyodiactartikd. Avti 1 avtidpacn uropei va copPel omdvia (Umopel va ennpedost £0¢ Kot
1 otovg 1.000 avOpdmovg).

Opropéveg avemOountes evépyereg evo&yetan va givar cofapéc: edv exdNAOoETE OTOOONTOTE OO
QUTEG TIG AVETBVUNTEG EVEPYELEC, EVILEPMOTE TOV YIUTPO GO AUECHC.

Oy ovyvég (umopet va ennpedoovv €o¢ 1 atovg 100 acBeveic)

- Mvikn advvapic, cLETAGEIS KON PN LGLOA0YIKOG Kapdlakdg puOudc. Mmopel va TpokeLTal
Y10 GUUTTOUOTO PEIDOTNG TNG TOGOTNTAG KOAMOL GTO Lol 560G

- Konwon, avénpévo aicOnua dlyag ka/r cuyxvotepn avdykn yio ovpnomn and 10 GLGLOAOYIKO.
Mmropel vo, TpOKELTOL Y10, GUUTTOUATE, 0DENONG TG TOGOTNTOS GUKYAPOV GTO OO GOC.

- AloOnuo Ttoipmv. Mmopel va TpoOKELToL Yo COUTTOUN AGLVAOIGTA ToYE0C KAPILOKOD TAAUOD M
L1 QUGLOA0Y1IKOD KapdlokoD puOpov

Yrawvieg (umopei va emnpedoovy 1 atoug 1.000 acbeveig)

- Eaevikn SvoKoAio oTNV avaTVon N TNV KATATOGT, oidn e 6T YAOGGA, TOV Adipd, Ta yeiin 1
10 TPOGMTO, dEPUATIKO £EAVONLLO KO KVNOUOG - PTopel v TPOKELTOL Y10 GUUTTM LT
oAAEPYIKNG avTIOpAoNS

AALES AVETOVUNTES EVEPYELES TOV EVOEYETOL VO, TPOKVWYOUVV NE T1] xprion Tov Brimica Genuair:

Yoyvég (umopel va emnpedoovy £mg 1 otovg 10 acheveic)

- ZUVOLAGLOC TOVOLULLLOV KOl KOTAPPONG — Hmopel va Tpdkeltor Yo onpeio prvo@apuyyitidog

- Kepaiaryio

- Endduvn kavn cvyvi ovpnor — pumopel va Tpokettal yio onpeios ouporoipméng

- Bryag

- Aldppota

- Koatappon], provkopévn 1 foviopévn potn kavn tovog 1 aiocOnua wieong ota pdyovia 1 1o
UETOTO — PTOPEl VoL TPOKEITOL Y10 GOUTTMOUOTA TYHOPITIONG

- 76

- Mvikég kpbumeg

- Noavtia (aicOnpa adiobeciog)

- Avckolio 6Tov OTTVO
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- Enpoctopio

- Mvuikdg movog

- Amootiuota (Aouméelg) og 16Tovg oL Ppickovtal otn fdon Soviimv

- AvEnuéva enineda 6To aipo P0G TPOTEIVIG TOV OVEVPIGKETOL GTO LV Kot oOvopdleTot
POGPOKIVACT) KPEUTIVIG

- Tpéuovio/Tpduog

- Ayyog

Oy ovyvég

- I'pyopog kapdrakdg maApds (Tayvrkopdia)

- Mn @uc1odoyKog 1 oKovoviaTog Kopdiakog puOuds (Kapdtakég appubpieg)

- [Tovog oto omboc N ciipo oto othbog (eTOayyn)

- ®oAn 6paon

- Mertaforéc oTov M0 TG POVNG (ducemvia)

- Avckoria oty 0bpnon 1 aicOnua 4Tt 1 0VPOSGYOG KVGT deV EXEL UOELAGEL TATPMG
(Kataxpdnon ovpwv)

- Mn @ucloloykd ixvog nAekTpokapdloypaenatog (tapdtacn tov dtactiuatog QT) to omoio
SuVNTIKG 00N YEl GE UM PLGIOAOYIKO KOPOLaKO pLOUO

- Awtopaypuévn aicOnon g yevong (dvoyevcia)

- Epebiopog tov papuyya

- dAeypovn Tov otoUATOG (GTOUATITION)

- AvEnuévn aptnplokn wieon

- Aéyepon

- E&avOnpa

- Kvnouog oto dépua

Ava@opd avemBounTOV gvepyELOV

Edv mopatnpnoete kamoo avemBOun evEpyelo, EVINUEPDOTE TOV YIOTPO, TOV PAPUAKOTOL 1) TOV
VOGOKOHO caG. AvTtod 1oyDeL Kot Yio KAOe Tihovi avemBounn evEPyELd TOL dEV OVAPEPETAL GTO TOPOV
@OALO 0OMY1DV Yprionc. Mmopeite emiong vo avapépete avemBounTeg evépyeileg anevbeiog, LECH TOV
€0VIKOL GLGTNUATOG AVaPOPAS TTOL avaypapeTol oto [apdpnua V. Méom tng avaeopag
OVEMBOLNTOV EVEPYEIDV UTOPEITE VO fonONGETE TN GLALOYN TEPLCTOTEPMV TANPOPOPLOYV CYETIKA
LE TNV AGPAAELD TOV TOPOVTOC PAPLLAKOV.

5. IIog va pvrAdooete 10 Brimica Genuair

To @appako ovTd TPETEL VO PUAACCETAL GE PEPT] TOV OgV TO PAETOVV Kal OV TO POAVOLY TO TOdLA.
Na pn ypnoiponoteite avtd 10 GAPUOKO LETA TNV Nuepounvia ANENG TOL avapEPETAL TNV
EMONULOVOT], GTO KOVTL KOl GTV ECMOTEPLKT] GLOKELVAGIN TNG CLOKELT|G gloTvonG petd TNV «AHEH». H
nuepounvio Aéng eivor n televtaio Nuépa aLTOL TOL UAVA.

To eappokevTikd ovTd TPOidV dev amartel WaiTePES cLVONKEG PUAAENG.

dvidocoete T cvokevn glonvong Genuair TPOSTATELUEVT] EVTOG TG COPAYIGUEVT|G ECOTEPTKNG
ovokevaoiag puEyptL Ty Evapén yopnynone.

Na ypnoponoteitor evrog 60 Muep®Y amd TO AVOLYLO TG ECMTEPIKNS GLOKEVAGIAG.

Noa pn xpnowomnoteite to Brimica Genuair v mapatnproste 0Tt 1 cuokevacio £xel VITooTel POoPA 1
oépel evoei&elg aAloiwong.

Metd ™ Aqun g terevTaiog 060MG, 1| GVCKELN EIGTVONG TPEMEL VAL amoppinteTol. Mnv metdte

QAapUOKa OTA OKOVTIO. POTNOTE TOV QOPHOKOTOO GOG Y10 TO TAOG VAL TETAEETE T PAPLOKO TOV OEV
ypMoLomotEite . Avtd ta pétpa Oa fondncovy oty Tpoctacio Tov mepPdArovTog.
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6. Ilepreydpeva TG GVGKEVLUGINS KUl AOUTEG TANPOPOPIES

T tepréyer o Brimica Genuair

- O1 dpaoTikég ovsiec ivatl To akAldivio Kot 1) OtHOPIKT POLHOPIKT PoprOTEPOAN. Kdbe
mapeyopevn 06on (1 066M oL PevYEL Amd TO EMGTOLO) TEPLEYEL 396 LKpOoYpOpLbpLO
Bpopotyov axidwviov Tov wwoduvapel pe pia d6or 340 pkpoypoppopiov akidiviov Kot
11,8 wikpoypappoapiov SHOPIKNS POVUAPIKNC POPLOTEPOATC.

- To dAho cvotatikod gival n povobdptkn Aaktoln (PA. oto téhoC TG mapoypapov 2 e titho «To
Brimica Genuair mepiéyet Aaktoln» Yo TEPIGGOTEPES TANPOPOPIES).

Ep@avion tov Brimica Genuair kot TepieyOpeEvae TG CVOKEVOGILOG

To Brimica Genuair givoil Aevkn 1 6Y€06V AEVKT KOVIG Y10 EIGTVON].

H ovokevn etonvong Genuair givat A&k e EVOOUATOUEVO TANIG10 EVOEIENG TNG dOONG Kol £val
TopTOKOM Kovumi docouétpnong. To enoTOUO KOADTTETAL 0O APULPOVUEVO TOPTOKUAL
TPOCTOTELTIKO KaAvupa. H cvokevn eiomvong diatifetal 6 cppaylouévn TPOGTATEVTIKY ECMTEPIKN
OLGKELOGIO AT POALO OAOLULVIOL TTOV TTEPIEYEL Evay POKEAIOKO e amoEnpavtkd péso. Metd v
OTOHAKPVVGT TNG GUGKEVNG EICTVONG OO TNV EGMOTEPIKT GUOKEVAGIA, 1] EGOTEPIKT] GUCKEVOGIN KOl O
QOKEAIGKOG UE TO AmOENPAVTIKO HEGO TPETEL VO, ATOPPITTOVIOL.

AwtiBevton Ta €1g peyédn cvuokevaciog:

Xdaptivo kovti mov mepiéyel 1 ocvokevn giomvong pe 30 d6cels.
Xdaptivo kovti mov mepiéyel 1 cvokevn| l0mvon|g pe 60 S0GELS.
Xaptivo KoVTi TOL TTEPLEYEL 3 GLOKEVEG EI0TTVONG Me 60 d6GeIC 1) KAOE pia.

Mmropet va, unv KuKAOPOPOLV OLEG Ol GUOKEVAGIES.

Kéroyog adcrog kokrhopopiag:
Covis Pharma Europe B.V.
Gustav Mahlerplein 2

1082MA Apoctepvrop
OMovdio

Mopackevaotic:

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

08740 Sant Andreu de la Barca, Barcelona
Iomavia

I'o omoladrmote mANpoPopio GYETIKA LLE TO TOPIYV POPULOKEVTIKO TPoidV, TapaKaieicOes va
argvbuvbeite oTOV TOTTIKO OVTITPOGMITO TOV KATOYOL TNG ASEWNG KUKAOPOPIaG:

Belgié/Belgique/Belgien Lietuva

Covis Pharma Europe B.V. UAB “BERLIN CHEMIE MENARINI BALTIC”
Tél/Tel: 80013067 Tel: +370 52 691 947

Bbbarapus Luxembourg/Luxemburg

“Bepaun-Xemu/A. Menapunu bearapus” EOOJ]  Covis Pharma Europe B.V.

Ten.: +359 2 454 09 50 Tél/Tel: 80024119

Ceska republika Magyarorszag

Berlin-Chemie/A.Menarini Ceska republika s.r.o.  Berlin-Chemie/A. Menarini Kft.

Tel: +420 267 199 333 Tel.: +36 1799 7320
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Danmark
Covis Pharma Europe B.V.
TIf: 80711260

Deutschland
Berlin-Chemie AG
Tel: +49 (0) 30 67070

Covis Pharma Europe B.V.
Tel: +49 (0) 3031196978

Eesti
OU Berlin-Chemie Menarini Eesti
Tel: +372 667 5001

EArGoo
MENARINI HELLAS AE
TnA: +30 210 8316111-13

Espaiia
Laboratorios Menarini S.A.
Tel: +34-93 462 88 00

France
MENARINI France
Tél: +33 (0)1 45 60 77 20

Hrvatska

Berlin-Chemie Menarini Hrvatska d.o.o.

Tel: + 3851 4821 361

Ireland

A. Menarini Pharmaceuticals Ireland Ltd

Tel: +353 1 284 6744

Island
Covis Pharma Europe B.V.
Simi: 8007279

Italia

Istituto Luso Farmaco d’Italia S.p.A.

Tel: +39 02 5165551

Kvnpog
Covis Pharma Europe B.V.
Tni: 80091079

Latvija
SIA Berlin-Chemie/Menarini Baltic
Tel: +371 67103210

Malta
Covis Pharma Europe B.V.
Tel: 80065149

Nederland
Covis Pharma Europe B.V.
Tel: 08000270008

Norge
Covis Pharma Europe B.V.
TIf: 80031492

Osterreich
A. Menarini Pharma GmbH
Tel: +43 1 879 95 85-0

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

Portugal
A. Menarini Portugal — Farmacéutica, S.A.
Tel: +351 210 935 500

Roménia
Berlin-Chemie A.Menarini S.R.L.
Tel: +40 21 232 34 32

Slovenija

Berlin-Chemie / A. Menarini Distribution
Ljubljana d.o.o.

Tel: +386 01 300 2160

Slovenska republika

Berlin-Chemie / A. Menarini Distribution
Slovakia s.r.o.

Tel: +421 2 544 30 730

Suomi/Finland
Covis Pharma Europe B.V.
Puh/Tel: 0800413687

Sverige
Covis Pharma Europe B.V.
Tel: 0200898678

United Kingdom (Northern Ireland)
Covis Pharma Europe B.V.
Tel: 08004334029

To wapdv UAA0 00N YLOV Yp1ioNS avaBeopnOnke Yo TeELEVTOiO Qopd {puvas EEEE}.



Aentopepeic mAnpogopiec yio 1o eapuaKo avtd givar Stabécieg 6To dikTLoKd TOTO Tov Evpomaikon
Opyaviouov ®apudrmv: http:// www.ema.europa.eu.

Odnyieg Xpriong

H evomta avt mepiéyet TAnpo@opiec GYETIKA LE TO TAG VO YPTOLUOTOLEITE T1] CLGKELN EICTVONG GOG
Genuair. Eivan onpavtiké va dtafdoete avtéc tig mAnpopopieg, Kabmg n cvokevn Genuair puropei va
Aertovpyel S10POoPETIKA amd TIG CLGKEVES EIGTIVONG TTOL £XETE YPNCILOTOMGEL ToAatdtepa.. Edv €xete
MEPIGGOTEPEG EPMTNOELS GYETIKA LE TO TAG VAL YPTCLUOTOLEITE TN GLOKELN EIGTVONG, {NTNOTE TN
BonBetla Tov ylaTpov, TOL PAPLOKOTOLOL T TOL VOGOKOUOV GOG.

O1 Odnyieg Xpnong yopilovtol otig akoiovdeg mapaypdpovg:
- 'Evapén
- Bnua 1: IIpogtodote T d66M cag
- Bnua 2: Ewonvedote to pdppokd cog
- Emumpdocbetec mAnpogopieg
‘Evapln

Awpaote avtég TIg Oonyieg Xprjong mptv apyicETE VA YP1CLUOTOLEITE TO QEPNAKO.

E&oweimbeite pe o pépn g ovokevng slonvong oag Genuair.

HapdBupo eréyyov Asi

gik ,
[Ipéovo = Guokevn el6mvor|g 66;n2ng HOPTOF“M
groun yio ypnon Kovpumi
IIpoctatevTiKG
KGlvppa

HapaBvpo eréyyov
Koxkivo = emPefaidvel T oot
glomvon

Emotopo

Ewéva A

Hpwv am6 ™ gpion:

a) Ipw amd v Tpd Ypnom, avoilte oyiloviag TNV CEPAYIGUEVT] ECOTEPIKT] GLOKEVAGIN Kl
aQUPECTE TN cLoKELN EloTvoNG. [1eTdETe TV E0MTEPIKT CLGKEVAGIN KL TO ATOENPAVTIKO
péco.

B) Mnv mélete 10 mopTOKaAl KOVUTL PEYPL VO EIGTE ETOLOL VO, TTAPETE Lo SOOT).

v) Tpapn&re to kdAvppo mélovtog eErappd ta fEAN o gival onuelopéva otny Kabe Theupd
(Ewova B).

B N ITiéote €dm Kot
;  tpapnre
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Ewova B
BHMA 1: [Ipogtoipaote 1 660N 060G

1.1 Kowud&te to dvorypo tov emotopiov Kot fefoimbeite 611 kavéva avtikeipevo dev eumodilet
v npdcPacn og avtd (Ewdva I).

1.2 Koud&te to mapdbupo eréyyov (tpénet va givon kokkwvo, Ewkova I).

-
KOKKINO

EAéyEre To Gvorypo
TOV EMGTORIOV

Ewova I’

1.3 Kpartiote ) cvokeun el6mvong opiiovTia LIE TO EMGTOULO TPOG TO LEPOG GOG KO TO
mopToKaAl kovurni endve (Ewdva A).

Ewova A

1.4 ITiéote evieAdS TPOG TO KAT® TO TOPTOKAAL KOUUTL Y10 T POPT®OT TG 600G oag (Ewkova
E).

Oroav mélete evieAds TPog ToL KAT® T0 Kovpmi, T0 mapdBupo eAEyyov aAAdleL amd KOKKIVO GE
TPACLVO.

| BePowwbeite 611 10 TOpTOKOAL KOLUTE £ivon ETdve. Mn YEPVETE TN GUGKELI).

1.5 AmelevBepdote to moptokaAi kovumni (Eucova T).
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BeBawmbeite 6T1 anelevbepdoate 10 KOVUTE, MOTE 1) GLGKELT] EIGTVONG VO UTOPEL VoL AELITOVPYNGEL

oMOTA.
4 )

Ewévo E Ewévo XT
Yrapotiote ko EAéyEre:
1.6 Bepaiwbeite 611 T0 TOpdBvpo eréyyov eivar Tdpa mtpacvo (Eucova 7).
To @bpuaxd cog elvar £Tolpo yio E1GTVON).

[Inyaivete oto «BHMA 2: Eionvevote 10 AproKd cac».

e
IIPAXINO

Ewova Z

Th va KGveTe £dv 10 TAPAOVPO €AEYYOV Elvorl TKONO KOKKIVO 0PpOV £YETE TEGEL TO KOVUTTL
(Ewova H).

Ewova H

H 0601 b¢v givan mpogtopacpévn. Minyaivere mico oto «BHMA 1 Ilpogtoipdcte 1 6001
c0uo» Ko emavarapete Ta fripata 1.1 £émg 1.6.

BHMA 2: Eronvevote TO QAPROKO 60G

| Awfdote TApoc To fpata 2.1 Eog 2.7 Tpv amd T xpYon. Mn yEPVETE TN GLOKELT.
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2.1 Kpatiote ) cuokevn €16mvong HoKpld and 10 GTOUN GaG KoL EKTVEVGTE EVTELDS. MnVv
ekmvéete TOTE PEGA 611 cLoKevT| glomvon|g (Ewkdva @).

a4 &
@

Ewova ©

2.2 Kpartiote 1o ke@dAl cag og Opbia o, TomobetnoTE TO EMGTOLIO AvApESH oTA YEIAN GOg
Kot KAgloTe Ta xeiln oag epuntikd Yopow amd ovtd (Ewova I).

| Mnyv KpaTdTe TATNNEVO TPOG TO. KATM TO TOPTOKUAL KOOUTL KOODG E16TTVEETE.

Ewova 1

2.3 TIl4pte pia dvvati, Padid e16mvor] amd T0 OTOUN GOG. ZVUVEXIOTE VO EICTVEETE OGO TO
duvaTov mEPLocOTEPO.

"Eva «xhuo» Ba oag emiPefardoet 0Tt EIGTVEETE COGTE. ZVVEYIOTE VL OVATVEETE OGO TO SUVOTOV
TEPIOCOTEPO, APOV AKOVGETE TO «KAK». Mepikol acheveig umopel va Unv akovGouy To «KAKY.
Xpnoonomote 10 mapdbvpo eEAEYYOL Yo va PePatmbeite OTL £xETE E1GTVEVGEL GOOTA.

2.4 AmopokpOVETE Tr GLOKELT] EIGTVONG A0 TO GTOLLO GO,
2.5 Kpoatiote v avomvor| oag 660 T0 SuVaTOV TEPIGGOTEPO.

2.6 Eknvevote apyd Lokpld amd Tn GUGKELT] ELGTVONG.

Opopévorl acBeveig pmopei va ais0avBolv pio Kokk®ON aicbnorm 610 6TOUN TOVG | Hio EAUPPDOG
YALKLA 1| TTkpn YeOoT. Mnv mépete emmAéov 6001 o€ TEPInT®OT oL dev aoBavOeite kdmola yevon 1
aioBnon petd v slomvon.

Yrapotiote kot EAéyEre:

2.7 BePoiwbeite 611 T0 TapdBupo eréyyov eivan Tdpa kokKivo (Eucova K). Avtd onpaiver 6t
€xete €10MVEDGEL TO PAPLOKO GAG COOTA.
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Ewova K

Ti va kGvete €av 10 TapdBvpo eréyyov givan axképa mpaoivo petd v ewenvor] (Ewkova A).

Ewova A

AVTO onpaivel 0TL dev EYETE EIGTVEVLGEL TO PAPLOKO cag cmwotd. [Inyaivere wicw oto «<BHMA 2
Ewonvevote 10 0appoké cac» ko emavarapere ta prpota 2.1 £0g 2.7.

Edv 10 mapdabupo eréyyov e&arcorovbel va unv odlalel o KOKKvo, pmopei va Exete Eeydoet va,
ameLeLOEPMOETE TO TOPTOKAAL KOVUTE TPV OO TNV EIGTVOT| 1| UTOPEL VoL PNV €XETE EIGTVEVGEL OPKETA
duvard. Eqv ovppet avtod, mpocmabnote Eavd. Befowbeite 6t1 éxete amerevbepmaoel 10 mOpTOKOAL
KOLUTL KOl OTL £YETE EKMVEVGEL TANPOG. XT1| GUVEYELD, TAPTE [ duvarh, Babid elomvon| péca amd 10
EMOTOO.

HopoxoleicOs va EMKOIVOVIGETE PE TOV YI0TPO 60G €V TO TAPGAOLPO ELEYYOL eEakorovOsl va
givor IPacIvo pnetd amd eraverlknuuéves mpocnddeiec.

ITiéote T0 TPOGTATELTIKO KAALLO TIC® GTO EMOTOUIO HETA 0md KaOe yprion (Ewova M), yia va
OTOTPEYETE TNV EMUOAVVOT| TNG GUCKEVNG EIGTVONG He okdvN 1 A VAIKA. [Ipémel va amoppiyete T
GLOKELT EIGTTVONG GAG, EAV YUCETE TO KAAVLLLOL.

[ )

g

o

| y

'S will”
Ewoévoa M

EmnpdoocOetec minpoopicg

T mpémer va kavete Qv mposTondoete Kotd Adboc o doon;

M




DVAGETE T GLOKELY EIGTVONG LE TO TPOGTATEVTIKO KdAv L 6T B€om Tov UéYpL va EpBet 1| dpa va.
€10TVEVGETE TO PAPUAKO GOGC, GTT GLVEYELD APALPESTE TO KAALUUA Kol EeKviote amd to Bryua 1.6.

TImc Aertovpyel o deiktne doonc;

e O deixtng d00Mg deiyvel TOV GUVOAKO 0P1BUd TV HOCEMY TOV ATOUEVOVY GTI GUCKELN
gionvong (Ewdva N).

o  Kotd v npd XpNom, kébe cuokeLN EIGTVONG TEPLEEL TOLAMYIGTOV 60 SOGELG 1|
tovAdyotov 30 ddoeLg, avaroya pe To pHEYEBOG TG GLOKEVAGIONG.

o  KdBe popd mov poptdvete pia d6oM mECOVTOG TO TOPTOKAAL Kovumi, 0 deiKTNG SOONC
peTaxveitol eEMaylota Tpog Tov Endpevo apuo (50, 40, 30, 20, 10 1 0).

[1ote mpémel vo TOPETE P VEQ GLUOKELY] EIOTTVONC;

®a pénet vo TapeTE Uio VENL GLGKELY| EIGTVONG:
e Ed&v n cvokevn €161vong 6ag @aivetal KATEGTPAUULEVN 1) €0V XAGETE TO KAALULLO 1)
o  Ortav gppavileton pio kéKKIVY TOWvia 6TOV OgiKTn d00NC, aVTO onpaivel 6Tt TANGLALETE GTNV
tehevtaio 660m oag (Eucova N) 1
e Edv n ovokevn slonvong oag givor adesta (Ewkova E).

O dgiktng d60ng peTaKveiTon apya amd To
60 ¢mg 7o 0: 60, 50, 40, 30, 20, 10, 0.

Agikt . . \
s Koxkkivn tawvia

o6omg

Ewéva N

Tloc uropeite vo yvaopilete 6TL 1 GLOKEVT EIGTVONC GaC ival ddeLa;

Orov 10 mopToKah kKovumi dev enavélBel otV avodtepn duvar B€om katl acearicel oe pio votdpeon
0¢om, 101 £xeTe OTaCEL TNV TEAevTain 06on (Ewdva E). Mmopeite va 16TveDCETE KAVOVIKA TNV
tehevtaio cog SO0, TAPOLO TOV TO TOPTOKOAL KOVUTI £yl aoPUAicEL o€ avThv T Béon. Metd amod
VTNV T1) 6001, OV LUTOPEITE VO EMAVOYPNOLLOTOIGETE T1 CUCKELT EIGTVONG KOl TPETEL VO. OPYICETE
va ypnoonoteite pia véo cueKeELT] EIGTVOTC.

& )

Béon aopdriong
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Ewévo =

TIwc npénet va kabapilete TN GLOKELT] EIGTVONC OOC;

Mnv ypnoiponoteite ITOTE vepd yia va kabopicete T GLCKELT| EIGTVONG, KAODS 0vTd UTOpEl va
KOTAOTPEYEL TO PAPLOKO GOG.

Edv embopeite va kabapicete T GLOKELVT EIGTVONG, AAG GKOLTIOTE TNV EEMTEPIKT EMPAVELD TOV
EMOTOMIOV pE éva oTEYVO YAPTOUAVTINAO 1 pid GTEYVY] XOPTOTETGETA.
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ITAPAPTHMA 1V

ENNIXTHMONIKA ITOPIEMATA KAI AOT'OI I'lA THN TPOIIOIIOIHXH TQN OPQN
AAEIAX(-QN) KYKAODPOPIAX
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Emotmpoviké mopicpata

AapPavovrog vroyn v ékbeomn a&lordynong g PRAC yuo tnv telikn £xBeon pelémng g un
emepPoatikng emPePAnuévng peteykpitikng peréng aoepoaireiog (PASS) ya to (ta) eappoxevtico(
&) TPO1OV(-T0) TOV AVOPEPETAL(-OVTAL) TOPOTAV®, TO EMGTNLOVIKA Topicpato g CHMP eivar ta
edne:

Ta aroteAéopota TG perétng detyvouv 0Tt 10 akAdivio avéavel tov kivouvo kapdlakmg appudpiog
Kot KOATUKYG Hoplapuyng og oOykpion pe to LABA kot éAlo LAMA. EmumAéov, ta amoteAéopata
delyvouv eniong 0Tt 0 GLVOLAC UGG GTaBEPTG 0O OKALIVIOV/POPLOTEPOANG avEAVEL TOV Kiviuvo
KapdloKNg appulpiog Kot KOATIKNG paplapvyns o€ cOykplon pe to LABA kot Ghiovg
ocuvovacpoug LAMA/LABA. Qg ek 100T0V, €V OYEL TOV J0OEGIU®V SEGOUEVOV TYETIKA UE TNV
teAkn éxBeom perétng e PASS, n PRAC Bedpnoe 41t o1 ahhayéc 6T TANPOPOPIES TOL
TPOTOVTOG £ival SIKOOAOYNIEVEC.

H CHMP cvpoovet pe ta emotnuovikd topicpoto tns PRAC.
Adyor Yva v TpoTOmOoinon TOV 6pv AdEL05(-AV) KuKAoQopiag

Me Bdon to ETGTNUOVIKG TOPIGHOTO Y10 TO OTOTEAECUATA TG MEAETNG Y10 TO (TO) QUPUOKEVTIKO(
&) mpoidv(-ta) mov avaeépeTay-ovtar) mapondave, 1 CHMP ékpve 0TL 1 oyéomn opérovc-Kivdhvou
aVTOV(-AV) TOV (TOV) PAPUAKEVTIKOV(-®V) TPOIOVTOC(-V) TAPAUEVEL AUETAPAN TN, VIO TNV
EMPOAAEN TOV TPOTEWVOUEV®V OALAYDV GTIG TANPOPOPIES TOV TPOIOVTOG,.

H CHMP «pivel okdmipn v tpomomoinon t@v 0pwv ddetag(-dv) KukAoeopiag Tov (Tmv)
POPUAKEVTIKOV(-®V) TPOIOVTOC(-1V) TOV AVOPEPETAL(-OVTAL) TOPOTAVE®.
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