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HNEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



vTo PaPLOKO 0VTO TEAEL LTO GLUTANPOUATIKY TOPAKOAOVONOT. AVTO Ba EMLTPEWEL TOV TOYD
TPOGOIOPIOUO VEDV TANPOPOPLDY AGPAAELNG. ZNTEITOL OTO TOVE EMOYYEALOTIEG TOV TOEN TNG
VYELOVOLIKNG TTEPIBAAYTG VO AVAPEPOVY OTOIEGONTOTE TOAVOAOYOVUEVES OvemIBOUNTEG EVEPYELES. BA.
TAPAyPoPo 4.8 Y10 TOV TPOTO OVOPOPAS OVETIBVUNTOV EVEPYEIDV.

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Brimica Genuair 340 pukpoypappdpio/12 pikpoypoppdpio, KOvic yio 16mvon

2. ITOIOTIKH KAI IOXOTIKH XYNOEXH

Kabe mapeyopevn o06on (66om mov e&€pyetor amd To EMOTOUIO) TEPLEXEL 396 LuKpOoypoppdpLo
Bpopotyov axidwiov (tov woodvvapet pe pio 06omn 340 pikpoypappapiov akidviov) kot

11,8 pukpoypoppdpio StHdpIkng ovpopikng eopprotepdine. H mocdtnta avtn aviietoyel g
petpobuevn 66om 400 pkpoypappapiov Bpopodyov akidviov (tov 1wodvvapet pe pio d6om

343 wkpoypoppapiov axkidiviov), kKabmng kot oe petpoduevn 66om 12 pikpoypoppoapiov StHdptkng
(POVLLOPIKNG POPLOTEPOANC.

"Exdoyo pe yvooTtéc dpacelc

Kdabe mapeyopevn d6on mepiéyet mepimov 11 mg Aaxtolng (og povoidpikn).

"o Tov mpn katdhoyo v exdoywv, BA. Tapdypapo 6.1.

3. OAPMAKOTEXNIKH MOP®H

Kovic ywo etomvon.

Agvkn N oxeddV Aevkn| KOVIC GE GUOKELN EIGTVONG AEVKOD YPMUOTOG LLE EVOMOUUTMOUEVO TAAIG1O
€vdelgng g 06on¢ Kot £va TopToKoAl Kovpuni d0GoUETPNOTG.

4. KAINIKEX IIAHPO®OPIEX

41 OgpomevTiKég evoeitelg

To Brimica Genuair gvdeikvutal ¢ BpoyyodlactaAtikn Oepameio. cuvIHPNoNG Yo VO, AVOKOVPIGEL TO,
CUUTTOWOTE GE EVAAKEG acOeVelg e ¥povia amoppakTikn tvevpovordOeia (XATD).

4.2  Aocoroyio Kol TPOTOG LOPNYNONS

Aocoroyia

H ocvvietdpevn d6on eivar pia g1omvon, 600 eopEc Nuepncime.

Av Egyaotel pia 6601, Oa Tpémel va Anedei 1o cuvtopdtepo duvatdv Kot 1) emdpEVT 600m Ba TpémeL va
ANoeBel ot cuvnon pa. Agv Ba Tpénet va Anedel dSuthn d6om Yo va avtictodpicel pio 0661 ToL

EexdoTnKeE.

Hlxiouévor
Agv amaiteitol Tpocappoyn e 60coAoyiog yio nAkiouévovg acbeveis (BA. mapdypago 5.2).

Neppixn dvoleitovpyio.



Agv omorteiton Tpocappoyn e dosoroyiog Yo acteveig e veppikn dvsiettovpyia (PA. Tapdypogo
5.2).

Hrartikn dvalerrovpyio
Agv amaiteiton mpocappoyn g docoroyiog yio acbeveic pe nmatiky] Suciettovpyia (BA. Tapdypapo
5.2).

Houdrazpixog winBvouog
Agv vapyet oyetikn ypnon tov Brimica Genuair o€ moudid ko pnpovg (nhikiog kéto tov 18 £1dv)

v Vv évoeign g XAIL

Tpoémog yopnynong

Moévo yia ypnom Le E1GTVon).

Ot acBeveic Ba Tpémel va EVILEPDVOVTAL Y1 TO TG VO AAUPEVOLY TO TPoidY GMGTA KOOMS 1) GLGKELT
glonvong Genuair pumopel vo AE1Tovpyel SLUPOPETIKA OO TIC GUGKEVEG EIGTVONG OV 01 acBeVeig
umopel va £xovv ypnolponooet todatotepa. Eival onuoaviikd va 60600v 0o yiec otovg acbeveig va
dwpdcovv tig Odnyieg Xpnong oto GvALo Odnymv Xprong.

[pwv amd v PO YPNON, 1| CPPAYICUEVT ECOTEPIKT GUGKELOGTIN TPENEL VO, oKIoOEl Yo va avoryBet
ka1 vo agalpedel n cvokevn| glonvong. H ecwtepikn cuokevasio Kot 10 anoénpoaviikd HECO TPETEL VA
amopplphoiv.

INoa t1g 0dNyieg xpnong, PAEne Topdypao 6.6.
4.3 Avtevositeag

YrepevaioOnoia 6Tig OpaoTikég OVGIEC 1| GE KATOL0 ad TO EKO0Y0 TOV AVOPEPOVTOL GTNV TOPAYPUPO
6.1.

4.4  E101kég TPOELOOTOUNGELS KUL TPOPVAGEELS KATA TN (piom

AcbBua

To Brimica Genuair dev Oa mpénet va ypnoiponoteitot 6to dcbpa. Agv xovv delaydel Khvikég
pelétec yio to Brimica Genuair oe oyéon pe 1o Gobua.

[Mapddo&oc BpoyyOGTOGLOC

e KMVIKEC peAéteg, dev TapotnpnOnke mopddo&og Ppoyyodonaciog pe to Brimica Genuair ot
GUVIGTOUEVT 00T TOL. 6T060, £xel TapatnpnOel mapddo&oc Ppoyydomacog pe dAlec Oepameieg e
E10TIVOT|. Z€ QVTNV TNV TEPITTMON, Ol TPEMEL VOL SLOKOTTETAL 1) YOPNYNOT] TOL POPLOKEVTIKOD
TPoiovTog Kol va e&etdlovton evaALaKTIKES Bepameiec.

Agv poopileton yio ypnon oc 0EL0 ETEIGOO0,

To Brimica Genuair dev mpoopiletal yia tnv avTipet®dnion oo eneicodinv fpoyyocmacov.

Kaopdayysiokéc emdpdosic

Ot acBeveic pe EUepayiLo TOL LLOKOPIIOV EVTOC TV TPOTYOUUEVOY 6 UNVaVY, actadn ot Odyyn,
veodayvoobeica appubuio evtog twv mponyoduevev 3 unvov, QTc (pe pébodo Bazett) avo tov

470 msec 1 voornAegio evtog TV Tponyodpevev 12 pnvav Aoym Kopdlokng avETAPKELNG AEITOVPYIKNAG
KAdong I N 1V, xotd v «Kapdioroykn Evoon g Néag Yopkng (New York Heart Association)»
amoxkAeiotnkay amd Tig KAWIKEG peAETeg Kat, KoTd cvvénela, To Brimica Genuair npénetl vo
YPTCULOTOLEITAL [LE TTPOGOYN OTIS CUYKEKPIUEVEG OLLASES 0oDEVAV.



O1 B2-adpevepyKol ayovioTég EVOEYETOL VO TPOKAAEGOVY ALENUEVT) GUYVOTNTO TOALMY KOl 0PTNPLOKT
mieon, petaforéc oto niektpokopdtoypaenua (HKI), 6mwg emmédwon tov endppotog T, Katdomoon
tov tufpatog ST ko Tapdtacn tov dwuctipnotog QTc oe opiopévoug acheveic. Xe mepintmon
EUPAVIOTG TETOLMV EMOPACEMV, EVOEXETOL VO, TPETEL Vo dtakomel 1) Bepameia. Ot paxpdg dpdong
Bo-adpevepyucol ayoviotés Ba mpémet va yxpnotuomotohviol Le TPOcoyn o€ acheveic e 16TopLKO
YVOGTNG TOPATOOTG TOL dtacthpatog QTC 1 mov Aappdvovv Bepameio pe UPUAKEVTIKA TPOIOVTO TOL
emnpedlovv 1o ddotnua QTc (BA. Tapdypago 4.5).

2VOTNUOTIKEC EMOPACELC

To Brimica Genuair mtpénet vo ypnoionoieitol pe tpocoyn o€ acbeveic e cofapés Kapdioyyelokes
Swtapayéc, daTapayés Le oTaspovs, BupeoToEiKMOT Kot QOLOYPOUOKVTTMOLLO.

Evdéyetan va mapatnpnovv petaforkég emdpacels TG VIEPYAVKOUIOG KO DVITOKOAIOUING e
VYNAEG 00GELS P2-adpevepyik®dV ayovioT®V. Xg KMvikéG pehéteg Oaong I,  cvyvotta
a&loonpeiotov avénoewv ot YAvkoln aipatog pe to Brimica Genuair ntav younin (0,1%) kot
TOPOUOL0, LLE TOV EIKOVIKOV Poppdkov. H vrokaAtopio eivar cuvinOmg mopodikn| Kot dgv amaltel )
yopnynon Bepamneiog vrokatdotaonc. Xe acheveic pe cofapn XAll, n vroxalopio propei va
evioyvBel and vro&ia Kot cuyyopnyovuevn Bepameia (BA. mopdypapo 4.5). H vrokaionpio avédvet
v gumdoeln oe Kapdlokeg appubpuiec.

Aby® ™G avTIOAMVEPYIKNG TOV dpdong, To Brimica Genuair mpémet va ypnouonoleital pe Tpocoyn o€
acOEVEIC LE CVUTTOUATIKN VIEPTAAGIO TOV TPOGTATN, EXIGYEST) OVPOV 1 YAADKMUN KAEIGTNHG YOVIOG
(av ka1 M Gpeon enaen TOL TPOTOVTOS LE Ta AT ivar eEldyiota mhovo vo cvuPet). H Enpoctopia
mov mopatnpnOnke oe Bepaneio pe avtiyoAvepyucd pumopel pakponpdbeopa va cuoyetiletar pe tnv
EUPAVIOT TEPNOOVOLC.

[eprektikotnTo 68 AaKTOln

Ot acBeveic pe omdvia KAnpovoutka tpopfinuato dvcovetiog otn yolaktoln, mnpn avemdpkelo
AOKTAONC | KoK amoppdenon YALKOING-YaAakTolng dev TPEMEL VO TAPOVY OVTO TO QUPLOKEVTIKO
TPOIOV.

45 Almiemopdoseig pe GAlo QUPRUIKEVTIKE TPOTOVTE KoL dAAeS popeEég arlinieniopaong

DapUoKEVTIKA TPOTOVTO YioL TNV AVTIUETMOTION TS XAIT

H mapdAinin yopiynon Brimica Genuair pe GAA0 QOPUOKEVLTIKG TPOIOVTO IOV TEPLEYOVV
AVTIYOALVEPYLKA KON HakpAG dpdong P2-adpevepytkong aymvioTég oev £xet peretn el kot dgv
GUVIGTATOL.

Av ko dgv Eyovv mparypatonomnOei emionpua in Vivo peiéteg olniemidpdoemv pe to Brimica Genuair,
€xet ypnoomombei Tavtdypova pe Ao oprokeLTIKA TpoidvTa yia T XAIL peta&d tov onoimv
Bpayeiog dpdong B2-adpevepyikd Ppoyyodiactortikd, pebvio&aviiveg kot 1060 amd ToV 6TONNTOC OGO
K0l EICTVEOLLEVO, OTEPOELDT, YMPIC KAVIKES EVOEIEELS Y1 TNV OAANAETIOpaAOT) LE GALD PAPLLOKOL.

Oepomeia Yo TNV VITOKOALOLLLIO

H ovyyopnyovuevn Bepomeia pe mapdyoyo peburo&avOivng, otepogidn 1 U KOAOGLVINPTTIKA
SLOVPNTIKA, EVOEYETOL VA EVIOYVGEL TNV TOAVT VTOKAAOLUIKY EXIOPACT) TOV P2-AOPEVEPYIKMDV
ayoviotov. Katé cuvénela, cuvioTdtol Tpocoyn Katd Ty Tantdypovn yopnynon touvg (PA.
Tapdypoeo 4.4).

B-adpevePYIKOL OTOKAEIGTEC

O1 B-00pevepyKol amoKAEITTEG EVOEXETAL VA £XOVV £EACHEVNTIKN 1] AVTOY®VIGTIKY ETIOPAGCT] GTOVG
B2-adpevepyikoic aywviotéc. Eqv amatrtovvtal B-adpevepyikol amokAelotés (LeTtald GAA®mVY ot



0QOUAUIKES OTAYOVES), TPOTLLOVTOL Ol KAPILOEKAEKTIKOT frTa-0dpEVEPYIKOT ATOKAEIGTEG, O1 OTTOT0L
OLMG TPETEL EMIONC VAL YOPNYOOVTAL LE TPOGOYN].

AM\EC QUPUOKOOVVOUKES OAANAETOPATELC

To Brimica Genuair ntpénet va yopnyeital pe Tpocoyn o€ aceveic Tov Aapufavouy QopHaKeVTIKG
7TPOo1oVTa Ta 0Toia ivar yvmotd 6TL Topateivouv 1o ddotnua QTc, 6mwg avacToreis TG
LOVOULUIVOEELDAGTC, TPUKVKAKA OVTIKOTAOATTIKA, OVTUGTOUVIKA 1] LOKPOAISLaL, EMEON 1 dpdion NG
(QOPHOTEPOING, EVOG GuoTaTIKOV TOL Brimica Genuair, 6to Kopdtoyyelakd cOGTNHO EVOEXETOL VO
gvioyvOel and ta ev AdY® QOPUAKEVTIKG TPOTOVTa. T PUPUAKEVTIKG TPOTOVTA TOV EIVOL YVMOGTO OTL
napateivouy to oo QTc cvoyetilovtar pe avénuévo Kivouvo EUPAVIOTG KOIALUK®MV oppLOmy.

Meraforkéc aANAETIOPACELS

In vitro pehéteg £de1&av 0Tt To axAdivio N ot petaforiteg Tov ot HBepomevTIKn 000N dEV AVAUEVETAL
Vo TPOKOAEGOVY OAANAETIOPAGELS e GAAD PAPLLOKO TO OTTOL0l ELVOL VTOGTPMOUATO TNG
P-yAvkonpoteivng (P-gp) | pdppoka mov petaforilovrar péow eviOUmV Kol ECTEPUCHV TOL
kutoypopatog P450 (CYP450). H poppotepdin dev avacstéAret Ta EVEDUO TOV KUTOYPMUATOG
CYP450 og Bepanevtikd cuvageig cuykevipaoelg (BA. Tapdypago 5.2).

4.6 Tovipétnra, kOnon ko yorovyio

Eyxvpootvn

Agv datibevtat kKhMvikd dedopéva oyeTikd pe ™ xpromn tov Brimica Genuair og éykveg yovaikeg.

Meréteg oe {ma kaTEdEIE0Y avamapay®YIKn ToEIKOTNTO LOVO Y10, T, ETXLTESH SOGNG TOL NTOV TOAD
VYNAOTEP OO TO UEYIGTO Oplo EkBECNG TOL AVOPAOTIVOL 0PYAVIGLOD GTO aKASIVIO, KAOMS Kot
avemBOUNTEG EVEPYELES e POPLOTEPOLN OE HEAETEG Y10 TNV OVATOPAYWYT) GE TOAD VYNAL EMimEd L
ovotnpatikng £kbeong (BA. Tapdypago 5.3).

To Brimica Genuair Tpémnet vo pnoYLOTOLEiTaL KoTd T StépKeta TG KON LOVOV €AV TO.
OVOUEVOLEVO OQEAT LTTEPTEPOVV TMV SLVITIKAOV KIVOUVOV.

Onioopodg

Agyv gival yvooto €6y to akMdivio (Kovn ot HeTafoAiteg TOV) 1 1| POPUOTEPOAT] OTEKKPIVOVTOL GTO
avOpmmvo yaka. Kabog peréteg o emipveg katédel&ov v amékKpioT WKP®Y TOGOTHTMV AKASVIo
(kom petafoittdv) Kot popprotepOANG 60 Yala, 1 xpnon tov Brimica Genuair and Onidalovoeg
yovaikeg Tpénet vo e£eTaleTan LOVOV €AV TO AVOUEVOUEVO OQELOC Y10, TN Yuvaika ival HeyaAdTepo
amo kae mhavo kivouvo yia o Bpépog.

Tovipdtra

Meléteg og emipveg katédel&ov eAdylotn peimon tng yoviudtntag Lovov yio To. eminedo 066MG Tov
NTav ToAD VYNAOTEP amd TO UEYIGTO Oplo EkBeong TOL AVOPMOTIVOL OPYOVIGHOD GTO OKADIVIO Kol Tn
@opuotepoin (PA. mapdypago 5.3). Qotdc0, bewpeitar aniboavo to Brimica Genuair vo ennpedoet
YovViO T GTOV AvOP®ITO PETA aTd T YOPNYNON TNG CUVIGTAOUEVTS OOGTC.

4.7 Emopacels 6Ty IKavoTnTo 001Y161S KUl YEIPLEUOD UNYOVIILATOV
To Brimica Genuair dev éyet kapio 1} €l AGNUAVTT ETIBPOOT] GTNV IKAVOTNTO 06N YNONG KO
YEWPLopoL unyoavnudtov. H ekdniiwmon Bdppovg opdoemg 1 {dAng umopel va ennpedost TV KovoOTnTo

001 YNGNC N XEPIGUOD UNYOVIUAT®V.

4.8 AvemOOunreg evépyereg



To mpoeik acpdrerog faciletar otnv gumeipia omd to Brimica Genuair kot amd ta empépovg
GLGTATIKA TOV.

20VoWYT] TOV TTPOPIA OGQOAEIOC

H gumepio oyetikd pe v acedreio tov Brimica Genuair nepieddppove ékBeomn o KMVIKEG SOKIUES
GTN GLVIGTAOUEVN BepameVTIKN SO0 Y10 EmG Kol 12 punveg Kot otnv gpmelpio HETA TNV KukAoQopia.

Ot avemBounteg evépyeleg mov cuoyetiotkav pe to Brimica Genuair ftav mapOpoeg [e EKeiveg Tov
ovoyetifovtal Ue To ETUEPOVE GLOTUTIKA TOV. Agdopévov 6t to Brimica Genuair mepiéygtl okidivio
Kol QOPUOTEPOAN, EIVOL AVOUEVOLEVO VO, ELQOVIOTEL TO €100G KO 1] GOPOPITNTA TOV AVETIHOUNTOV
evepyeLdV mov cuayetiCoval pe kabéva oo to cvotatikd tov Brimica Genuair.

O1 ovyvotepeg avemBounteg evépyeleg ot yoprynon Brimica Genuair fitav pwvogapuyyitida (7,9%)
Kot keparodyia (6,8%).

20voyT TV aveETIOOUNTOV EVEPYELDV GE LOPON TIVAKA,

ExmovnOnke 1o mpdypappa kKhvikng avantuéng yia to Brimica Genuair o€ aofeveic pe pétpio m
oofapn XAIL Zvvolikd 1222 acBeveig Elafav Oepancio pe Brimica Genuair

340 wikpoypoupopiov/l2 wikpoypappapiov. H cuyvotnto euedvions tov avembiuntov evepysidv
mov mopatifevron mapokdato PocileTor 6ToVg 0KOOAPIGTOVE GUVTEAESTES EMIMTMONG TTOV
mapatnpiOnkav pe to Brimica Genuair 340 pkpoypoppopiov/12 pikpoypappopiov énero amd
GUYKEVTIPMTIKT] OVAALGT TV GTOWYEI®V TOV TPOEKLYAV OTTO TLYOIOTONUEVES, EAEYYOUEVES UE
€IKOVIKO dppoko kKhvikég pedétec Oaong I didpketog Tovddyiotov €L UNvoVY 1 6TV eumelpia pe To
EMUEPOVS GUOTOTIKAL.

H cvyvomto epedvionc tov avemBountov evepyeimv kabopiletol ooppova pe v e€Ng oouPoon:
oA cuyvég (=1/10), ouyvés (=1/100 émg <1/10), byt cvyvég (=1/1.000 €wg <1/100), omdvieg
(>1/10.000 £w¢ <1/1.000), TOAD omdvieg (<1/10.000) kot un YvooTéC (deV Umopovy va ekt 0obv e
Baon to dwbéco dedopéval).

Koatyopia opyavikoo , . .
sveThApaTOC HpoTipdpevog 6pog Zoyvotnto
Pwogapvoyyitida
Aolpwén tov ovpomom koD
Aouoéeig kot mapoctocelg | [apappivokormitido Yuyvég
Odovtikd amocTNU
- S
(LVOGOTOU|TIKOD GUGTHLOTOG AvaQUAKTIKH avTidpoon Mn yvootég
Atatapoyég Tov Ynoxohoupio Oyt ovyvég
UETAPOAIGLOD KOl TNG - - -
Opéymg Yrepylokoyio Oy ovyvég
Avnvia .
, Xoyvéc
Yoylatpikég datapoyés Ayyxog
Aéyepon Oy ovyvég
. , Kepoatoryio
Alarqpaxsg TOV VEVPIKOV Zédn Suyvéc
CUGTNLLOTOG Tpopioc
Avcyevocia Oy ovyvég
OpOaApikég droTopoyég OduPog opdoemg Oy ouyvég
Tayvkapdio
Kopdiakég dratapoyés Iopotetapévo domue QTC ot Oy ovyvég
NAEKTPOKAPIIOYPAPT QL
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AloOnpo ToApmv
XmOayym
Awtapayég Tov Bijgoc ; AL
OVOTTVELGTIKOD GUGTNLOTOG Avopovia Oy ovyvég
, > | Epebioudg tov Aaon
TOV BOPOKA KOl TOL ;
. Bpoyyodonacpuog, .
pecobmpdxiov , . Ymhvieg
ouumepthapuBovouévou tov Tapddosov
. Augppoia
Alatapuyeg rov Noavtia Yuyvég
YOOTPEVIEPIKOD - ,
Enpootopia
Xropatitida Oy ouyvég
Awotapayéc Tov dEPUOTOG E&avOnpa . .
. . . Oyt ovyvég
KOl TOV VTTOSOPLOL 16TOV Kvnopog
A:)(z):ips(;éiflfo?cnm LOTO Muakyia Soyvé
K OTHOTOS |\ hyikcot omac ol KVES
KOl TOV GLVIETIKOD 16TOV
Alotapoyéc TV VEQPAOV Kot , , . .
TOV OUPOPOPEY 05V Enioyeomn ovpov Oy ouyvég
AvEnon tov smnsércov ’ Suyvéc
Mopaxhwikéc sEeTdoeic KPEATVOPMOGPOKIVACTC OTO Oiplal
AvEnuévn aptnplakn wieon Oy ovyvég

Avopopd TOavoroyoOUEVOV avETIOOUNTOV EVEPYELDY

H avagopd mBavoroyodpeveov avemBOunTmv evepyeumdv HETA amd T YopnyNnon adelog KukAopopiog
TOV QAPUAKELTIKOD TPOIOVTOC elvar onpavtikn. Extpénet tn cuveyn mopoakolobnen e oxéong
0PEAOVC-KIVODVOL TOV QOPIOKEVTIKOD TPOTOVTOG. ZNTEITOL 0O TOVG EXAYYEAUOTIEG TOL TOUEN TNG
VYEOVOKTG TEPIBalymc Vo avapEépouy omolecdNmote THAVOLOYOVUEVES AVETIOVUNTES EVEPYELES
UEG® TOV €6VIKOD GUOTHUATOG AVOPOPAS TOV avaypapetat 6To [apdptua V.

4.9 Ymepoooolroyia

Yrapyovv mepropiouéva otoryeia yia ) dayeipion g vrepdocoroyiag ue Brimica Genuair. Ot
vyniég 80oelg Brimica Genuair evdéyetot va 08nynoovv o€ vIepPOAKE GNUELD KOl GUUTTMLLOTO
OVTIYOAVEPYIK®V KaUT P2-adpevepyikmv, e cuyvotepa 10 Bapfog opdoemg, tnv Enpootopia, ™
vavTtio, TOVg LVIKOVG GTOGUOVE, TOV TPOUO, TNV KEQUAaXyia, TV aicOnon TaAudy Kol TV LIEPTOOT).
To Brimica Genuair mpénet vo S10KOTTETOL GE TEPIMTMOT VTEPSOGOAOYIOG. ZVVIGTATOL ) YOPTYNON
VTOGTNPIKTIKNG KOl COUTTOUOTIKAG Depomeiog.

5. ®PAPMAKOAOI'IKEX IAIOTHTEX

51 ®@appokodvvoptkés 1010TNTEG

Ddoppokobepamentikn katnyopio: OApUOK Y10, ATOPPUKTIKEC VOGOUS TV GEPAYMYDV, 0OPEVEPYIKA
6€ GLVOLACUO LE aVTIXOAVEPYIKG, Kdikdg ATC: RO3ALOS

Mnyoviopdc dpdong

To Brimica Genuair mtepiéyet 600 Bpoyy0dlocTaATIKA: TO akASIVIO Elvat EVOG AVTOy®VIOTG TV
HLOVGKOPIVIKDV VTOS0YEMV LOKPAG Opdong (emiong KOAODUEVO MG OVTLYOAVEPYIKO) KO 1|
QOPLOTEPOAN Eival Evag P2-adPEVEPYIKOC OYOVIGTNE HOKPES 0pdong. O cuvevacuds auTdV TV
0VGIMV UE OLOPOPETIKOVE UNYAVIGLOVE dpdong 0dnyel o€ 0OPOLGTIKY ATOTEAEGLOTIKOTNTO GE
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

GUYKPLIOT LE EKEIVIV TTOV EMTLYYAVETOL LE KAOE GUGTOUTIKO LELOVOUEVA. LG GUVETELD TNG
SLOPOPETIKNC TUKVOTNTOG TMV LOVCKAPIVIKDOV VITOI0YEMV KL TOV P2-0d0pEVEPYIKMY DTOOOYEDV GTOVC
KEVIPIKOVS KOl TEPUPEPIKOVS OEPOLYMYOVS TOV TVEDLLLOVE, O LOVGKOPIVIKOTL VT Y®OVIGTEG TPETEL VOl
€lval O OTOTELEGUATIKOT OTT YOAAPMOT] TOV KEVIPIKMOV 0EPAYOYDV KOl Ol Bo-adpevEPYIKOL
AYOVIOTEG TPEMEL VOL ELVOL TTLO OTOTEAEGLOTIKOL GTN AALPDGT] TOV TEPLPEPIKAOV agpay@ydv. H
YOAAP®OOT TOGO TOV KEVIPIKMV 0G0 KUl TMV TEPLPEPIKADY AEPAYDYDV [LE GLVILAGTIKY Bepameio
UTOPEL VoL GUVOPALEL GTOL EVEPYETIKA OPEAT] TOV PAPUAKOL GTNV TVELLOVIKN Agttovpyia. [lepartépw
TANPOPOPIES GYETIKA LE TIG OVO VTEG OVGIES TAPEXOVTOL TAPAKAT®.

To akAdivio gival £vag CUVAYOVIGTIKOC, EKAEKTIKOC OVTAYWOVIOTNE TOV LOVCKAPIVIK®OV VTOO0YEMV, UE
peyardtepo xpdvo ohivdeons oTovs vTodoyeic Ms og oyéon Le Toug vrodoyeig Ma. Ot vrodoyeic Ma
SopecoAafovv 6T GUGTACT| TOV AEl®V LAV TV aepay®Y®dV. To glonveduevo Bpopodyo akidivio
dpal TOTKA GTOVG TVEDLLOVES Y10 VOL OVTAYOVIGTEL TOLG VITOd0YElC M3 TV Aelmv LudV TV depay®ydv
Kol vo TpokaAécel Bpoyyodiactorr). To axAdivio Exel emiong amoderydel 6TL mapéyel opéAN o€
acbBeveic pe XAlL og 0,T1 apopd 61N peimon Tov cvuntopdtov, ™ Petinon g KATAoTOoNG TNG
vyeiog mov oyetiletan pe v achévela, ) peiwon T®V ToGooTOV TapoHveemV Kot TiG PEATIOCELS
otV avoyn otnv acknon. Eneidn 1o Ppopiovyo akAldivio dloomdtol Toy e 6T0 TAAGHO, TO ENinedo
GUGTNUOTIK®OV OVILYOAVEPYIKMY UN EMBUUNTAOV EVEPYELDV EIVOL YOUNAO.

H goppotepoin gival évag 1oyvpdc EKAEKTIKOG Oy®@VIGTNE TOV P2-adpevepyikov vrodoyéa. H
Bpoyy0d10GTOAN EXAYETOL TPOKAADVTOG GUEST YOAAPDOT TV AEI®V LODV TOV AEPAYDYDY MG
GUVETELD, TNG AOENONG TNS KVKAIKNG HOVOQ®GPOPIKNG adevosiving (AMP), n onoia emruyydveton
UEG® TNG EVEPYOTOINGNG TG AOEVUALKNG KuKAdoG. Extog amd T PeAdtioon Tng TveuIOVIKNG
Aettovpyiog, 1 POPLOTEPOAN ExEl amodelyOel OTL PEATIDVEL TO, GUUTTOUATO KO TNV TO10TN T {ONC
acBevov pe XAIL

Dapuokodvvalkic emOpUcELS

KAwvikég dokipég amoteheopatikotnrog katédei&ov ott to Brimica Genuair mopéyst kKAvika
ONUOAVTIKEG PEATIDGELG TNG TVEVUOVIKNG Agttovpyiog (0nmg petpdtot pe fdon tov Praing ekaveduevo
oyKo o 1 devteporento [FEV1]) péoa o 12 dpeg petd ) yoprynon.

To Brimica Genuair kotédeiée tayeio Evopén dpaong eviog 5 AenTdV amd TNV TPMTN EIGTVON GE
obyKplon pe 1o gikovikd eapuaxo (p<0,0001). H évapén dpdong tov Brimica Genuair ftov
GUYKPIGIUN UE TNV EMOPACT TOL TayElNg Opacng Po-aymvioTh poppotepoin 12 wkpoypappapiov. H
LEYOTN PpoyyodlacTarTikn dpdon Tov pappakevtikoy okevdouatos (uéyiotn FEV1) o oyéon pe v
APYIKN TN HTOV EPEOVIG artd Ty Tp@Th Nuépa (304 ml) ko dtotnpnOnke kad’ O6AN TV TEPiodo
Oepoameiog diapketog 6 unvav (326 ml).

Hlextpopvoioroyio e kapdidg

Agv mapatnpridnkayv KMvika cuvageic emdpaocelg tov Brimica Genuair og mopapétpovg tov HKT
(peta&p tov omoiov to dStotnua QT) og cvykplon pe 10 aKAdivio, Tr POPUOTEPOAT KAl TO EIKOVIKO
oapuoko og perétec Oaong I duaprelag 6 Eog 12 unvov, o1 onoieg ekmovhdniay og Tepimov

4.000 acBeveic pe XAIL Agv mapatnpridnkav KAvika onuoviikés emdpdoelg tov Brimica Genuair
oToV Kopdlakd pubuod oe 24wpn napakorovbnomn pe Holter o vmosvuvoro 551 acBevav, ek tv
omoimv ot 114 éhaPav Brimica Genuair d0o popég nuepnoimg.

KAwikn omoteleopotikotnTo Kot AcGQAAsio

To wpoypappa kKAwvikng avamtuéng @daong I nepreddpupave nepinov 4.000 acbeveic ue KAvikn
duayvoon XAIT kot amoteleitor amd 600 TUYAIOTOMNUEVES, EAEYYOUEVEC UE ELKOVIKO KO EVEPYO
oapupaxo peréteg ddpketog 6 unvav (ACLIFORM-COPD kot AUGMENT), pio tepiodo enéktaong
g pnehétng AUGMENT Sudpxetag 6 unvov kot pio TEpoLTEP® TUYOLOTOUNIEVT] EAEYYOLEVT] LEAETN
duapketlag 12 unvav. Katd t Siapkela ovtdv TV LEAETMOV, 6TOVC 0oDEVEIC EMTPATNKE VO GLVEXIGOVY
T otabepn) Oepaneia e EIGTVEOUEVE KOPTIKOGTEPOELDN, YOUNAEG DOGEIC OO TOV GTOUNTOS
KOPTIKOGTEPOEWMV, o&uyovobepamneio (apkel va Tav Yo Atydtepo amd 15 mpeg/muépa)
uebvroaviiveg, kabmg Kat vo xpnotonolody caAPovTapdin, O¢ aywyr S1GcmGNC.



H anoteleopatikotta a&toroyndnke pe fAon To 0TOTEAEGILATO LETPNONG TS TVEVHOVIKNG
Aertovpyiog, TNV €KBOoT TOV CUUTTOUATOV, TN GXETILOMEVN UE TNV 0oBEVELD KOTAGTAOT LYELNS, TN
YAPNON PUPLOKEVTIKNG Oy®YNE S1ACMONC Kot TNV EkONA®ON Tapo&dveemy. Xe HaKpOYPOVIEG LEAETEC
Yo TNV ac@arela, to Brimica Genuair oyetioTnKe e TOPATETOUEVT] ATOTEAECUOTIKOTITO KOTO TN
YOpNYNoY| ToL 610 TAAIGLO TEPLOdOL Bepameing didpKelag evog £Tovg ywpig EvoelEn tayveviasiog.

Emidpdoeis otnv mvevuovikny Aeitovpyio

To Brimica Genuair 340/12 pukpoypoppopiov 600 popég nuepnoing topeixe otobepd KAvikd
ONUOVTIKEC PEATIDCELG OTNV TTVELHLOVIKT AgtTovpyia (0nmg adloloynOnke and tov FEV1, ) Bion
OTIKN YOPNTIKOTNTA KL TV EIGTVEVGTIKY YOPNTIKOTNTO) GE GUYKPIOT LUE TO EKOVIKO PAPLOKO. X
peréreg @aong I, mapatnprtniay kKhvikd onpuaviikés PpoyyodlacTaATiKES EMOPACELS EVTOG

5 Aemtodv amd ™ Yopnynomn g TpATNG 600MG, Ol 0TTOIEG daTNPNONKAY GTO SIUGTNIO TOV HEGOAGPNOoE
peta&d tov docemv. [apovoidotnke otabepn enidpacn pe TV TAPOOO TOL YPOVOL OTIG LEAETES
Ddaong I duapretag EE-PnNvav Kot evOg-£Toug.

O FEV1 1 dpa petd m xopnynon g 66ong kot o FEV1 pv ) xopnynon g npowig 66ong (trough
FEV1) (o€ oVykpion pe to akidivio 400 pikpoypappopiov kot m eopuotepOoin 12 wkpoypoppapiov,
avTioTO(0) OPIoTNKAV MG GUUTPMOTELOVTO KATOANKTIKA onueia o€ AppOTEPES TIG PactKEG LEAETES
Dddaong 11 duapxelag 6 unvav, TPokeWEVOL va Kotadei&ovy ) GUUBOAN TS POPLOTEPOANG KOl TOL
axMdwviov mov wepiéyet To Brimica Genuair ot fpoyyodiactoln, oviicTtory.

>t perétn ACLIFORM-COPD, to Brimica Genuair kotédeiée pedtidvosic otov FEV1 1 dpa petd
YOPNYNOT TS SOGNG EVOVTL TOV EIKOVIKOD PAPLAKOL Kol TOV okAdviov 299 ml ko 125 ml,
avtiotoya (apeotepa pe p<0,0001) kabng eniong kot Pertivoelg tov trough FEV: évavrt tov
EIKOVIKOD QUPUAKOV Kot TG opuotepOAng 143 ml kot 85 ml, avrictorya (apeotepa pe p<0,0001).
>t perétn AUGMENT, to Brimica Genuair xatédeiée Beltinoeig otov FEV1 1 dpo petd
¥opNynom g 600MG EVAVTL TOV EIKOVIKOD QOpIAaKov Kot Tov akAidviov 284 ml kot 108 ml (aupotepa
pe p<0,0001), avtiotoyya, kabng kot fertidoelg Tov trough FEV: évavtt Tov e1kovikoy gopuakov Kot
g eopuotepdAng 130 ml (p<0,0001) xar 45 ml (p=0,01), avtictoyo.

Avoarod@ion GOUTTOUATOV KoL 0PEAN YI0. TH GYETICOUEVH UE TH CUYKEKPIUEVH VOGO KOTATTOON THS DYELOS

Aborvora ko dAlec ovumtwuoTiKé eKfaoeic:

H yopnynon Brimica Genuair mapeiye khvikd onpovtikn Bedtioon g avakoveong ard to
cuuTTOpOTE SVoTVolaG (GVUP®VO te a&loAdynon ue Paon Ttov Agiktn Metafatikng AVemvolog
[TDI]) pe Pertioon otnv gotiokn Pabuoroyia tov deiktn TDI otovg 6 unveg o cOyKpion UE TO
€IKOVIKO Phppoko kotd 1,29 povadeg ot perétn ACLIFORM-COPD (p<0,0001) ko 1,44 povadeg
ot perétn AUGMENT (p<0,0001). Ta mocootd tev acevav e KMVIKE onpovtikés BeEATunoelg
otV eotiakn Babuoroyia TDI (wov opiletor wg adénomn katd TovAdyiotov 1 povade) tav vyniotepa
e to Brimica Genuair omd 0,11 pe 1o gicovikd eappako otnv ACLIFORM-COPD (64,8% og
ovykplon pe 45,5%, p<0,001) ko otnv AUGMENT (58,1% o¢ o0ykpion pe 36,6%, p<0,0001).

H ovykevipotikn avdiveon avtodv tov 6o peletav £de1e ot to Brimica Genuair katédeiée
OTOTIOTIKA GTUOVTIKA LEYOAVTEPEG PEATIOGEL OTNV £0TIoKT| Babporoyio Tov deiktn TDI og cuykpion
pe 1o axidivio (0,4 povadeg, p=0,016) 1 t popprotepoin (0,5 povadeg, p=0,009). Emumhéov, éva
VYNAOTEPO TO0G00TO aoBevmv Tov AduPave Brimica Genuair avtamokpifnke pe KAVIKG GNUOVTIKY
Bektioon oty ookt Pabuoroyia tov deiktn TDI og chykpion pe 10 akAdivio 1} T QOPUOTEPOAN
(61,9% o€ ovykplon pe 55,7% ot 57,0%, avtictorya- p=0,056 kot p=0,100, avtictoya).

To Brimica Genuair BeAtiooe ta copntopata g XAIT dnwg «S06Tvoley, «CUUTTOUATO GTOV
Ompokay, «Pryag Kot TrHg oy Katd T S1apKeLd TNG NUEPAS (COLPOVA LE AELOAOYNOT GTI GUVOMKN
BaBuporoyia g kiipokag Evponaikng [vevpovoroywng Etarpeiog [E-RS]), kabmdg kot To. cuvorikd
GUUITOUOTO KOTO TN OAPKELD TNG VOYTOG, TO GUVOMKA GUUTTOUOTE VOPIC TO TPMT Ko T
GUUTMOUOT TOV EVHHVOVTUL Y10 TEPLOPIGUO TOV dPAGTNPLOTHTOV VOPIC TO TPmi 6 GVYKPIOT LE TO
EIKOVIKO PAPLOKO, TO OKALOIVIO Ko TN QOPUOTEPOAT OAAG, Ol BEATIOGCELS OEV NTOV TAVTO GTOTIOTIKG



onuavtikéc. To axhdivio/popprotepoin dev peimwoe 6€ oTATIOTIKG oNUAVTIKO Badud tov péco aptduo
TEPIOTUTIKMOV VOKTEPIVIG apOTVIoNG MOy XAl og chyKpiomn LE TO EIKOVIKO QAPLOKO 1) TN

(QPOPLOTEPOAN.

2yeulouevy ug v vyesio roiotnro (wnge:

To Brimica Genuair mopeiye KAMvika onpovtiky Bektioon ot oxeTilOUEVN HE TN GLYKEKPIUEVT VOGO
Katdotoomn g vyelag (cuppova pe agloldoynon pe Bdon 1o Avanvevotikd Epotnpoatordylo St.
George [St. George’s Respiratory Questionnaire, SGRQ]) ot pelétn AUGMENT, pe Bedtioon g
ouvolkng Babuporoyiog oto SGRQ og GUYKPIoN UE TO EIKOVIKO PAPUAKO TNG TAENS

TV -4,35 povadwv (p<0,0001). To mococto twv aclevav oty AUGMENT 6mov enetedydn khvikd
onuavtikn Peitioon and mv apykn cuvolikn Babpoloyia (opldpevn wg peimon Kotd TovAdyioToV 4
povadeg) nrav vyniotepo e to Brimica Genuair and 6,11 pe to gikoviko apuako (58,2% oe
obykpron pe 38,7%, avtictoiymg, p<0,001). Tt pedétm ACLIFORM-COPD, nopotnpinke pkpn
UOALG peimon ot cvvoAikn Pabupoloyia 6to SGRQ og cVYKPLoN HE TO EIKOVIKO PAPLOKO AOY®
APOGUEVO LEYOANG QVTOTOKPIONG 6TO E1KOVIKO @apuako (p=0,598) kot ta 1060614 TV acbevdv
Omov emeTEHYONGAV KAMVIKA onuavTikég BEATIdoEg and v apykn tun frav 55,3% ue o Brimica
Genuair ka1 53,2% pe to swovikd eappoxo (p=0,669).

211 GLYKEVIPMTIKY OVOALGT QLTOV TOV dVO HEAET®V, To Brimica Genuair kotédei&e peyolvtepeg
Bektidoelg otn cvvoAikn Babporoyioc SGRQ oe cuykpion pe ) poprotepoin (-1,7 povadeg,
p=0,018) 1 To axhdivio (-0,79 povadeg, p=0,273). Emumiéov, Eva vyniotepo 10006Td 0cHevDY TOV
Aaupave Brimica Genuair avtamokpibnke pe kKhvikd onuavtiky Bedtioon ot cuvolikn Babuoroyia
SGRD o¢ oVykpion pe to akAdivio Kot tn eoppotepoin (56,6% oe ovykpion e 53,9% ko 52,2%,
avtiotoya p=0,603 kot p=0,270, avtictoya).

Meiwon mopoldveewv XAIT

Mio, GUYKEVIPOTIKN avEAVGN TNG OMOTEAEGUATIKOTNTAG TV dV0 peretdv @dong I didpketag

6 UNVAOV KoTESEIEE GTATIOTIKA OTIOVTIKT peimon ¢ TaéNg Tov 29% 6T0 T0GOGTO TV UETPL®V
coPoapav mapo&hvoemv (01 onoieg amaitovy Bepomeio pe avtiPloTikd 1 KOPTIKOGTEPOELDN 1] 01 YOOV
o€ voonAeiec) pe to Brimica Genuair 6g cOyKpion e 1o €KoVIKO Qappoko (tocootd ava acbevn ava
£10¢: 0,29 évavtt 0,42 avtictoiymg p=0,036).

Emnpocbera, To Brimica Genuair kabvotépnoe o€ 6tot1oTiké onpovtikd Babud to ypovikd ddotnuo
£0¢ TV TPpOTN PETPLO 1| GoPapn mapo&uveT Gg GHYKPIOT LE TO EIKOVIKO QAppoKo (avoloyia
Kwdvuvov=0,70, p=0,027).

Xpnon popuoKevTIKNG 0ymyNg 0160wWoNS

To Brimica Genuair peiooe T xpion TG UpUOKEVTIKNG aymYNG d1G6m6NG 6TO SIAeTNue TOV

6 unvav og cvYKPLoN pe To EIKOVIKO pappako (kotd 0,9 elonvoég/muépa [p<0,0001]), To axividivio
(xkatd 0,4 sewonvoég/muépa [p<0,001]) kot @oppotepdin (katd 0,2 swonvoég/muépa [p=0,062]).

Ivevuovikoi dykol, avioyn o€ GoKnGn Kol YUOIKI OPOGTHPIOTHTO.

H enidpaon tov Brimica Genuair 6Tovg TveLHOVIKODS OYKOVS, TNV 0VTOXN 6€ GGKNGT KOl T GLGIKY
dpactnprotnto depevvidnke o pia 8-gfdopadmv, TapdAANAN, TUYOOTOMUEVT], EAEYYOUEVN LE
EIKOVIKO @hpuako KAMVIKN puehétn o acbeveic pe XATT pe vrepdidraon (AeLtovpyikn VTOAEITOUEV
yopnukodmra [FRC] >120%).

Metd o6 4 eBdouddec Oepamneiog, To Brimica Genuair 0d1ynoe oe Beltimon £vavtt Tov £1KOVIKOD
QOPUAKOV OTN LETAPOAT TNG AEITOVPYIKNG VITOAEITOUEVNG YOPNTIKOTNTOS TPV TN YOPNYNON TNG
mpmivig 86ong (trough FRC) o€ oyéomn pe v apyiki T, Tov fToV T0 TPOTEVOV KATOATKTIKO
onueio, aAAd m dropopd dev Nrav otatiotikd onuavtikn (-0,125 L, 95% Cl=(-0,259, 0,010),
p=0,069%). To Brimica Genuair xatédei&e PEATIOOEIS GE GVYKPLON LE TO EIKOVIKO QAPUAKO GTOVG
TVELHOVIKOVG OYKOVG 0T1G 2-3 dpeg petd ) 66om (otnv FRC=-0,366 L [95% CI=-0,515, -

0,216, p<0,0001], otov vroiemoduevo dyko [RV]=-0,465 L [95% CI=-0,648, -0,281, p<0,0001] xa1
oV glonvevotikn yopntikotnta [IC]= 0,293 L [95% C1=0,208, 0,378, p<0,0001]).
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To Brimica Genuair xatédei&e eniong BeEATIOOEC GTOV YPOVO AVTOYNG GE ACKNOT O€ GUYKPLOT UE TO
EIKOVIKO Qdppako petd and 8 efdopddec Oepameiog (55 devtepdienta
[95% CI=5,6, 104,8, p=0,0292], apyn tiun: 456 devteporenta).

Metd and 4 efdopades Bepanciag, To Brimica Genuair Bedtiooe tov apud tov frudtov ova nuépa
o€ GUYKPIOT HE TO €1KoViKO eappaio (731 Prpatamuépa, 95% C1=279, 1.181, p=0,0016) ko1 peioce
T0 TOGOGTO TV avevepydv aobevav (<6.000 Priuata ava nuépa) [40,8% o cOykplon pe

54,5%, p<0,0001]. ITapotnpridnkav Pertidoelg otn cuvolkn abporoyio Tov epoTnHOTOAOYIOVD
PROactive og acbeveig mov édaPav Oepameio pe Brimica Genuair og cOykpion He TO EIKOVIKO
eappako (p=0,0002).

"Eva mpdypappa coumepipopikig mtapéupaong npoctédnke oe apeotepes TIG opdoeg Bepamneiog yia
gmmAéov 4 fdouadec. O apBudc tov Prudtov/muépo oty opdda Oepamreiag pe Brimica Genuair
dttnpnonke, pe amotéhesua va givar 1 exiopacn g Bepomeiog og GUYKPION UE TO EIKOVIKO PAPLOKO
g ta&ng v 510 Pnpdtovmuépa (p=0,1588) kot va TapatnpnOel peimwon Evovit Tov €1Kovikoy
QUPUAKOV GTO TOGOOTO TV AVEVEPYDV a.cbevav (<6.000 Prpato avd nuépa) (41,5% oe oOykpion pe
50,4%. p=0,1134).

* AedOUEVOD OTL TO TPOTEVOV KATOANKTIKO GNUEID OV TETVYE GTATIOTIKY] GNUAVTIKOTNTO, OAES Ol
TIES P Y10 TO OEVLTEPEVOVTO KATAUANKTIKG oTueia EAEYYOVTOL GE EMiMEdO OVOUAOTIKNG onuaciag 0,05

ka1 0ev umopei va e€aybel TUTIKO GTATIGTIKO GUUTEPAGLO.

Hodrazpikde TANOvopdS

O Evponaikdc Opyaviopog @apudkmv Exel dOGEL amaAloyn and TNV VIOYPEMSN VIOPOANG TV
AMOTEAECUATMV TOV HEAET®V 1e To Brimica Genuair og OAEG TIG VITOKATIYOPIEG TOL TOLSLOTPIKOD
mnOvopov pe XAIT (PAéne mapdypao 4.2 Y10, TANPOPOPIEC GYETIKA UE TNV TOUSLUTPIKT YP1oN).

52 ®appoxoxiviTikés 1010TNTES

2TIC TEPIMTAOGELG TTOL YoPpT YN ONKE GUVOILAUCTIKA AKASIVIO Kl OPUOTEPOAN S1 TG AVOTVEVCTIKNG
000V, 1 POPUOKOKIVNTIKY KAOE CLGTATIKOD deV KATEDEIEE OYETUKEG 1APOPEG e EKELVES IOV
TapoTNPNONKAY KOTA T YOPNYNOT| TOV PUPHOKELTIK®Y TPOTOVTOV EEY®PIOTA.

Amoppoéonon

Metd v slomvon epana& d6ong Brimica Genuair 340/12 pukpoypoppapiov, 1o akAldivio kot m
QOPLOTEPOAN ATTOPPOPNONKAY TaYEWC GTO TAAGLO, ETLTVYYAVOVTAG TIC UEYIOTEG GUYKEVIPDCELS GTO
TAAG O EVTOG 5 AETTMV OO TNV EIGTVOT O€ VYIElG acBeveic Kat evtog 24 Aemtdv and TV €16TVON o€
acOeveic pe XAIL Ot péyloteg cuyKeVTPMOGELG OKAMOVIOD Kol POPUOTEPOANG GTADEPTG KATAGTOONG
070 TAdGuo, oV mapaThpHOnKay oe acbeveic ue XAIT ot omoiot éhaPav Brimica Genuair 800 popéc
nuepNoiog Yo 5 nuépeg onuetmdniKoy evtdg S Aemtdv PETA TNV glomvon Kot ftav 128 pg/ml kon

17 pg/ml, avtictoyya.

Koatavoun

H ocvvolikn evamofeon tov akAdtviov 6tovg Tvedpoveg uéo® tov Genuair aviide kot uéco 6po oto
30% mepimov g peTpovpuevnc d6onc. H in vitro cuvdeom tov axhdviov pe Tig Tp®TEIVES TOV
TAAoUATOG TaY TOUVOV avTIGTOYT LLE TN GUVOEST] TOV UETAPOMTOV LE TIG TPOTEIVEG, AdY® TNG
Tayeiog vVOPOALGNC TOL aKALOVIOV oTo TAdcoua. H chvdeon e Tig Tpwteiveg Tov TAdopatoc nTav 87%
v Tov petaPolritn kapPoluikod o&Eog kot 15% yia tov petafoAritn aikodins. H Pacikn ntpmteivn
TOV TAAGUOTOG LEG® TG OTOIOG EMTVYYXAVETOL T GUVOEST TOL OKALOVIOL gival 1 Agvkwpative.

H ohvdeon g gopprotepOAng Le TIg TPOTEIVEG TOL TAAGHATOG KupaiveTol and 61% £mg 64% (to 34%

Kuplog pe N Agvkopotivn). Agv onueiddnke kopeouds ota onueio cHvOgoNG Y10 TO E0POC TNG
GUYKEVTIPMOT|G IOV EMTVYYAVETOL LLE TIG OepamenTiKég 0OCELC.
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Buougtooynuatiopde

To aKA13ivio VOPOAVETUL TOYEWMC KOl EKTETAUEVO GTO POPUAKOAOYIKE OVEVEPYE VOPOELAIKEL KOl
KkapPoéuiikd Tapdymyd tov. Ta enineda tov kapPodvAikod petafolitn oto mAdoua givol KoTd
npocéyyon 100mAdoio amd eketva Tov VOPOELAKOD peTaoAitn Kot TG APETAPANTNG OPACTIKNG
ovciag petd v gilonvor]. H vdpdivon mpokintel tos0 ynukd (un eviopuxd) 660 Kot evoopukd HEcm
E0TEPOOMV, OO TIG OTTOIEG 1] fOVTVPLAOYOAIVEGTEPHOT OTTOTEAEL TN POGIKOTEPT EOTEPACT] TOV
avOp®OTIVOL 0pYAVIGHOD TOL GUUUETEXEL STV VOPOAVGT. To YaunAd T0G0oTo TG ATOAVTNG
BrodwaBecipdnrag Tov elomvedpevoL axidviov (<5%) opeiietar 6to yeyovdg 0Tt VTOPAAAETOL GE
EKTETOAWEVT] GUOTNUATIKT KO TPO-GUGTNUATIKN VOPOALGT, €iTE O€ TEPIMTOOT EVOUTODEST|G TOV GTOVC
TveDOVEC | O€ TTepimTmon Katdmoong tov. O Plopetacynuotiopog péocw tov eviopov CYP450
Sadpaparifel Hooova pOAO 6TV GUVOMKT HETOBOALKT KABapon Tov akhdiviov. In Vitro peiéteg
£0e1&av OTL T0 0KABIVIo o€ BepamevTiKn 066N 1 Ol LETOPOAITEG TOV dEV AVACTTELLOLY 0UTE EMAYAYOLV
1 ovvBeon omolwvonmote eviOu®V Tov Kutoypmdpatoc P450 (CYP450), kabdg emiong dev
OVOGTEALOLY TN OpAcT) TV E6TEPACOV (KapPBoEvuAecTtepdon, aKETLAYOAMVEGTEPAOT,
Bovtupvroyorvestepdon). In vitro pedéteg £6e1&av 6TL T0 0kASivio 1| ot petafolriteg Tov dev givarn
VIOGTPOUOTO 1) avaoTOAElG TG P-yAvkompmTeivng.

H @oppotepdin anexkpiveral kuping pécw tov petafoiiopov. H kopla 060¢ meptlapfaver dpeon
yYAvkovpovidwon, pe O-amopebvrimon n onoio axoArovbeital and yAvkovpovikn cvlevén, o
epotép® petoforkn 060. Ta 1oévivpa Tov kKutoypdpotoc P450 CYP2D6, CYP2C19, CYP2C9 xat
CYP2A6 coppetéyovv oty O-amopebvrioon g eoppotepdins. H poppotepoin dev avactédiet To
évlopa tov kutoypmpatog CYP4A50 oe Bepamentikd cuvagelg GUYKEVIPOGEILS.

AmofoAn

Metd v siomvon Tov Brimica Genuair 340/12 pukpoypopupopiov, oe deiypata TAAGHOTOG HéXPL
24 dpec petd ™ 060, mapatnpnonKe 0Tl 0 YPdvog NULONE TEMKNG AmofoANg Tov Ppmutodyov
axidviov kopowvotay ond 11-33 mpeg Kot g eopprotepodAng amd 12-18 dpeg.

O1 péoot dpaotikoi ypovor nuImNc* mov Tapatnpnnkay TG0 Yo T0 OKASIVIO 0G0 Kol Yo T1
©OPLOTEPOAN (L PAoT TN GYEoT GVGGMPELONC) tvar Tepimov 10 dpec.

*O xpovog nuing eivor GOUPOYVOS UE TH TDGEWPEVTH TOD TPOIOVTOS UE PAon Eva. yvwaTd 00G0A0YIKO
oxnua.

‘Enterta amd evoopréPia yopnynon 400 pkpoypoppopiov padtoonpuaspévov akAdtviov og vyu] dtopo,
M TOGOTNTO TOV PPOUIOVYOV OKAIVIOV TToL atePAN0N QUETAPANTO HECHD TOV 0VPMV AVTIGTOLOVGE
010 1% g 660mc. Emg 10 65% tng d0omc amefANnOn vo tn Lopen HETAPOMTOV GTA 00Pa., EVD £OGC
10 33% amePAnOn vrd ™ popen petafoirtdv ota kKompava. Eneita and tnv eiomvon

200 wikpoypappapiov kot 400 pikpoypappopiov akidviov amo vyl dtoua 1| acbeveic ue XAIL n
AEKKPLON TOL OKAIIVIOU HECH TMV 0VPMV MG AUETAPANTNG 0VGING NTOV OIITEPMG YOUUNAT Kot
avaroyovoe e mepimov 0,1% tng yopnyoduevns d6ong, yeyovos Tov VIodNAMVEL OTL 1] VEPPIKN
KkéBapon ddpapatilel nocova poOAo 6T GLVOAIKY| KGBapoTn Tov akAdviov amd To TAACLL.

To peyahdtepo PéEPOG NG 060N G TNG POPUOTEPOANG HeETOPOALETOL GTO NTTap Kol amoPdALeTOL PLEC®
TV oVpwv. Metd v giomvon, 10 6% £mg 9% g xopnyovueVN S 6O0NG POPUOTEPOANG OMEKKPIVETOL

oTo 00pa 6€ OUETAPANTN N Gpeon ovlevyUévn LOPPT| POPLLOTEPOATC.

Ewwoil tAinbvopoi

Hlriouévor aobsveic

Agv &yovv ekmovnel PapUaKOKIVITIKEG LEAETEC PE OKADTVIO/POPUOTEPOAT] GE NMKIOUEVOVG
acOeveic. AeSOpUEVOD OTL OEV OMALTOVVTOL TPOGUAPLOYES TG OOGOAOYING Y10 POPUOKEVTIKA TPOTOVTAL
aKAMOVIOU 1} POPUOTEPOANG GE NAIKIMUEVOLE 0GOEVELS, dEV STKALOAOYOVVTOL TPOGAPUOYEG TNG
S0GOAOYIOG VIO TNV Oy®YN LE aKAOIVIO/QOPLOTEPOAT GE YNPLaTPIKoC acbeveic.

AobOevei¢ ue veppixn kol Nratiky OVOAEITOVPYIO.
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Agv VITapyYoVV GTOLYEIN GUYKEKPIUEVO, GYETIKA LLE TN XPNOT UKALOVIOV/QOPUOTEPOANG GE aohEVEIC e
VEQPPIKN N NOTIKN ducAettovpyio. AedopEVOL OTL dev AmonToHVTAL TPOGAPUOYES THG OOCOAOYING Yia
QOPUOKEVTIKG TPOTOVTA OKAOVIOV 1] POPLOTEPOANC G OGOEVELG [lE VEPPIKT M| NTTOTIKY|
dvodeltovpyia, OV SIKALOAOYOVVTOL TPOGUPLOYES TNG O0GOAOYING Y10, TNV OY®YN ME
AKALOIVIO/POpLOTEPOA.

Do

Metd enovaroppavopevov wlonvomv Brimica Genuair 340/12 pikpoypappopiov, 1 GLGTNHOTIKY
£xBeomn Tov aKMSVIov Kot TG POPUOTEPOANG, OTIMG peTpOnKay amd v AUC, givan Ttopdpota og
lamwvec ka1 Kavkdoiovg acbeveig.

5.3 IIpoxkiivika dgdopéva yio TV a.c@diero

Ta pn KAvikd dedopéva dev amokaAVTTOLY 1010iTEPO Kivouvo Yo Tov AvBpmTo amd To axAdivio Kot
™ popprotepOAn pe Pbon T cvuPatikég LEAETES PAPUAKOAOYIKNG AGPAAELNS, TOEIKOTNTOG
enovorlapPavopevmv 0GEMV, YOVOTOEIKOTNTAS, EVOEXOLEVIC KAPKIVOYOVOL dpAonc, TOEIKOTNTAG TNV
AVOTTOP LYY TIKT] TKOVOTNTO KO AVATTUED.

Xe U1 KMVIKEG OOKIUES, Ol ETUTTMOGELS TOV OKASVIOL 0TIV avamapayyikn To&uotnta
(euppvotolikég emOPACELS) Kot 6T YOVILOTNTA (EAAYIOTN HEl®OT TNG IKAVOTNTAG GOAANYNGC, TOV
OYPOV COUATIOV KL TOV OTOAEIDV TPV KOl LETA TNV EULPVTEVGT) TopatnpROnKoay uovo o Exbeon
070 QAPLOKO TOL BewpnOnKe OTL NTOV APKETA TAV® O TO avdTATO Opto £kBeons Tov avBpdmov,
TOPOVGIALOVTOC UIKPT GYECT] LE TNV KAMVIKH XPHoN.

H @oppotepdin koatédeie petopévn yovipotnta (andAELES ELPLTEVUATOV) O EMIPVES, KAODS Kot
LELOUEVT] TTPAON LETOYEVVITIKY ETPimon Kot xapumAdTepo PAPOg KaTd T YEVVION LE DYNAN
ovoTnpatikn ékbeom o€ opuotepoOAn. [Tapammpnonke pikpn avénen ot cLYVOTNTA EUPAVIGTC
AELOULOUATOV TNG UATPOC O EMUVESG KOl OES, EMidpaoT ov Bempeital exidpacn Katnyopiog o€
TPOKTIKG VOTEPA OO PakpOyPpOVIa £KBECT Gg VYNAES dOGELS P2-0OPEVEPYIKDV OyMVIGTAOV.

Mn KAMvVIKEG LEAETEC O1 OTTOTEG OLEPEVVIGAV TIG ENMTTMGELS TNG AYMYNE UE AKAOIVIO/QOPUOTEPOAT| GE
KOPOLOLYYELOKEG TOAPOUETPOVS KATESEIEAV ALENUEVE TOGOGTA KOpIaK®Y puOpdv kat appuduidv povo
o€ ¢kbeon o010 PappoKo Tov BewpnOnke OTL NTAV OPKETH TAVE® OO TO OVATATO OPlo £KBEOMG TOV
avOpmTOL, TOPOLGLALOVTOG HIKPT OXEGT HE TNV KAWVIKY xpnor. Ot ev AOYm eTOPAGELS EIVOL YVOOTEC
®G VIEPPOMKES POPUAKOAOYIKES AMTOKPIGELG TTOL TAPATIPOVVTAL LE TOVG P2-0y®VIOTES.

6. DPAPMAKEYTIKEX TAHPO®OPIEX

6.1 Katahoyog exdoymv

Movobopikn Aaktoln.

6.2 AocvpupototnTeg

Agv gpapuodletat.

6.3 Awdpkera Long

3 ypovio.

Na ypnoonoteitor vrog 60 nUeEP®V Ao TO AVOLYLO TG ECMTEPIKNS GUCKEVAGING.

6.4 Idwitepeg TpoPuAAEels KoTA TN PUAOEN TOV TPOTOVTOG

To @appokevTIKd 0LTO TPOTIOV dev amartel Waitepeg cLVONKEG dATHPNONG.
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DvAdocete T cvoKeLT glomvong Genuair TPOoTATEVUEVT] EVTOG TG COPUYIGUEVIC ECOTEPIKNG
ovoKevaciag uEypt v Evopén yopynone.

6.5 ®@Yon Ko GLOTUTIKA TOV TEPLEKTN

H ovokevn elonvong Genuair omotedeiton amd TOAAG HEPT KATAGKEVAGIEVO OO TAACTIKO
(molvavOpoKicd ToALUEPT], AKPVAOVITPIKO POVTOIIEVIKO GTLPEVIO, TOAVOEVUEBVAEVIO, TOAVESTEPQL
tepePBOrIKOD BOVTVAEVION, TOAVTPOTLAEVIO, TOAVGTLPEVIO) Kat avoleidmTo ydAvPa. Kuikhopopel o
AEVKO YPOLO PEe EVEOUATOUEVO TAAIGLO £VOELENG TG 000N G Kot TopToKaAl kovuni docopétpnone. To
EMOTOUO KAADTTETOL GO OPOULPOVIEVO TOPTOKOAL TPOGTOTELTIKO KAAvpupa. H cuokeun elomvong
dloTifeTan GEPAYIGUEVT GE TTPOGTATEVTIKT] ECOTEPIKT GVOKELAGIO, O EVAAO AAOVUIVIOV TOV TEPIEXEL
évav paxeAloko pe amonpavtikd Léco mypa Tupttiov, torofetnuévn o xapTIvo KouTi.

Xdaptvo kovuti mov mepiéyel 1 ovokevn giomvong pe 30 docelg.

Xdaptvo kovti mov mepiéyel 1 cvokevn| elomvong pe 60 dOGELG.

Xdaptvo kouti Tov TEPLEYEL 3 CLOKEVES E10TTVOTG e 60 OGS 1| KABE Lua.
Mmopei va unv Kokho@opohv OAEG Ol GLCKEVAGIEG.

6.6 Iowitepeg TpoPurAEELS ambppPLYNGS KOL AALOGS YEIPLOIOG

Kd&be aypnoyomointo @oprokentikd Tpoidv 1 DTOAEWLUN TPETEL VO OTOPPITTETAL GOUPOVO UE TIG
KOTO TOTOLG IGYVOVGES GYETIKES SLOTAEELS.

Odnyieg Xpnong

Evopln:
Awfaote avtég TIg Oonyieg Xp1ong mpv apyicETE VA YPTCLUOTOLEITE TO QEPNAKO.

E&oweimbeite pe o uépn g ovokevng slomvong cag Genuair.

Hupaﬂvpo sksyxm? ' AgikTng S——
IIpdovo = GuoKELT| E1GTTVOT|G Py, pTor
£rolun yio ypnon Kovpm
[pootarevTiKd L )
KGloppa . Hopadvpo eréyyov

Koxkivo = emPefardvel T cwot
€10TTVON

P

Emotépo

Ewova A

pw am6 ™ ypion:

o) IIpw and v mpadn ¥pfiom, avoitte oyilovtag TNV CEPUYIGUEVT] ECMTEPIKT CLGKELOGIN KOl
aQOIPESTE TN cLOKELT El0TVONG. [1eTAETE TNV E0MTEPIKT CLOKEVAGIN KOt TO ATOENPAVTIKO
péco.

B) Mnv mélete 10 TOPTOKOAL KOVUTL UEYXPL VO EIGTE ETOLUOL VO, TTAPETE UiaL dOOT).

v) Tpapn&te to kdAvppo mélovog eErappd ta PEAN oV gival onuelmuévo oty kKb mhgupd
(Ewova B).
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ITiéote 0m Ko
~ tpapnére

Ewoéva B

BHMA 1: [Ipogtoipdaote 1 6601 00g

1.1 Kowutd&te to dvorypo tov emotopiov kot Beformbeite 6TL Kavéva avTIKEIEVO deV EUTOILEL
v npocPaon o oawtd (Ewdva I).

1.2 Kowutdére to mapdbupo eréyyov (mpémet va givar koxkivo, Ewova I).

GRP——

KOKKINO

E)réyEte To avorypo
TOV ETLOTORIOV

Ewova I’

1.3 Kpomote T cuekevt| €l6Tvong opllOvTio, LE TO EXIGTOMULO TPOC TO UEPOG GOG KO TO
mopToKaAl kovuni endve (Ewova A).

Ewoéva A

1.4 Théote evieA®dG TPOG TO, KAT®O TO TOPTOKAAL KOVUTE Yia T @OpToT TG d6ongs oag (Euova
E).

Orav miélete evieAdg TPOg T0L KAT® TO KO, To mapdBupo eEAEyyov oAAALEL 0md KOKKIVO GE
TPAacIvo.

| Befoiwbeite 011 T0 TopTokaAl Kovuni gival endvm. Mn YEPVETE TN GLOKELT.
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1.5 Amekevbepmote 10 moptokari kovpni (Ewova XT).

BeParmbeite 6Tt anehevBepdoate 10 KOLUTE, OCTE 1) GLGKELT] EIGTVOTNG VO LTOPEL VAL AELITOVPYNGEL
GOOTA.

Ewéva E Ewéva XT
Yraporiote kor EAéyEre:
1.6 BePawwbeite 6T1 10 TApABVPO EAEYYOV gival Tdpa Tpdotvo (Ewova Z).
To @apuoxd cog etvar £Tolo ylo elGmvon.

IInyaivere 610 «BHMA 2: Eiomvenote 10 APROKO GOC».

R
MPAXINO

Ewova Z

Thv vo KAveTe €0V TO TaPaOVPO EAEYYOL EIval OKOPO KOKKIVO 0.0V £YETE TEGEL TO KOVUTTL
(Ewéva H).

Ewoéva H
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H 0601 b¢v givan mpogtopacpévn. Minyaivere mico oto «BHMA 1 Ilpogtoipdacte T 60061
60c» Ko emavarapere to Prpata 1.1 £og 1.6.

BHMA 2: ExotvevoTe T0 QAPROKO GOG

| Awpdote TANpog ta Prpata 2.1 Eog 2.7 mpv amd ™ xpnon. Mn yépveTe TN GLOKELY.

2.1 Kpotote T GUGKELT EICTVOTNG LOKPLA Ot TO GTOUN GOG KOl EKTVEVOTE EVIEAMG. Mnv
exmvéeTe TOTE Péca ot cvokevn elomvong (Ewova ©).

r a
<

y

i

-’

Ewoévo ©®

2.2 Kpoartote 10 ke cog o€ 0pOia B£om, TOTOOETNGTE TO EMMGTOLO AVAUESO GTA YEIAT] GOGC
ka1 KAgloTe Ta xeiln cag epuntikd YOopw amd owtd (Ewodva I).

Mnyv kpoTdte TOTNUEVO TPOS TO KATM TO TOPTOKUAL KOV KOODGS E1oTTvEETE.

B

Ewova 1

2.3 Tldaprte pio dvvaryy, Pabid elomvon| amd To GTOUN GOG. XVVEYIOTE VO, EIGTVEETE OGO TO
duvatdv TEPIGGOTEPO.

"Eva «xAio» Ba cog emPefoicdoet 0TL £10TVEETE COGTA. ZVVEYIOTE VO OVATVEETE OGO TO dSLVATOV
TEPLGGOTEPO, ALPOV AKOVCETE TO «KAUK. Mepiol acBeveig pmopel va v akoVGOVV TO «KALKY.
Xpnoiporomaote to mapdbupo eAEYyoL Yia vo PeParmbeite 011 £xete s16TVEVCEL GOGTA.

2.4  AmopoxpOVETE T GUGKEVT] EI0TVONG OO TO GTOUN GOG.
2.5 Kparote v avamvor] 6o 660 10 Suvatov TePIocdTEPO.

2.6 Exmvedote apyd pokpid and T GLGKELT EIGTVOTG.
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Opiopévor acbeveig pmopet va arsBavBovv pio Kokkddn aichnon oto oTope TouE 1 pia EAAPPOG
YAvKd 1} Tkpn yevor. Mnv ndpete emumAéov 60om o€ mepintwon mov dev acBavOeite Kamown yevon 1
aioBnon petd v elomvon.

Yraporiote ko EAéyEre:

2.7 BeParmbeite 611 10 mopabupo eréyyov givar topa koxkivo (Ewova K). Avtd onpaivel 01t
éxete e10mVEVGEL TO PAPUAKO GOG COCTA.

—
KOKKINO

Ewova K

T vo. KaveTe €0V TO TaPaOVPo eLEYOV givar akopa Tpacivo petd v ewentvon (Ewova A).

Ewova A

AvTto onpaivel 0Tt dev €xeTe EIGTVEVGEL TO EAPLOKS cag cmwotd. IInyaivere wicw oto «kBHMA 2
Ewonvebote To appoxo coc» ko emavordfere ta pripata 2.1 émg 2.7.

Edv 1o mapabupo erléyyov eEakolovbel va unv odralel oe KOKKIvo, pumopet va xete Egydoet va
amelevbepMGETE TO TOPTOKAAL KOVUTE TPV 0T TNV EIGTVOT| 1| LWITOPEL VO UNV EYETE EIGTVEVGEL APKETA
dvvatd. Eqv cvuPei avto, tpoonadnote Eava. Befoiwbeite 0T1 £yete amelevbepmaoetl 1o mopTokoAi
KOLUT KOl OTL EXETE EKMVEVOEL TANPWG. TN CUVEXELN, TAPTE Lo, duvarty), Pabid elomvon péca and to
EMOTOLO.

HopokoreicOe va EMKOIVOVI|GETE PE TOV Y10.TPO 00g €V TO TAPaBLPO eLEYYOL e€akorovOel va
givon Tpaoivo petd amd ewaverinupéveg mpocsndderec.

[Tiéote T0 TPOOTATELTIKO KAV TIGM 6TO EMGTOUI0 HeTd and kKabe yprion (Ewova M), yuo va
UTOTPEYETE TNV EXUOAVVOT| TG GLOKEVNG EIGTTVONG Ue okdvn 1 Ak vAIKA. [Tpémel va amoppiyete T
GLGKELT EIGTIVONG O0G, EAV YAGETE TO KAAL LA,
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Ewéva M
Eminpooberes minpopopieg:

T pémnel va KAVETE €0V TPOETOWACETE Kotd AdBoc o doon;

DuAAETE T GVGKELN EIGTVONG LLE TO TPOGTATELTIKO KAV 6T B€cm Tov PéYPL va £pBel | dpa va
€10TVEVGETE TO PAPUAKO GOC, GTT GLVEXELD APALPESTE TO KAALULA Kol EeKvnote amd to Brjua 1.6.

TIoc Aertovpyei o deiktng ddonc;

o O deiktng 660mG delyvel TOV GLVOALKO aplBUd TV SOGEMY TOV ATOUEVOLV GTI] GUGKELY|
etonvong (Ewova N).

e Koatd mv mpmtn xpnon, kibe cuoKeLN EIGTVONC TEPLEXEL TOLAYIOTOV 60 JOCEIG 1|
TovAdyiotov 30 docelg, avdAroyo pe To puéyedog TG CLGKEVAGING.

o KdBe popd mov poptdvete pia 5601 mELovTag To mopToKaA Kovumi, 0 dElKTNG 0OGNC
peTaKveiTol EMayIoTa TPOG TOV ETOUEVO aptduo (50, 40, 30, 20, 10 1 0).

[1ote mpémel va mhpeTe Lio VEO GLGKEVT ELGTTVONC,

Oa wpémet va mdpete pio vED GUCKELT EIGTVONG:
e Edv 1 cvokeun elomvong 6ag QaiveTor KATeoTPapUEVN 1 €6V Y4oeTE TO KAAVUHA T
o  Ortav eugaviCeton pio kKOKKIVY Touvia 6Tov deiktn dOoNg, avtd onuaivel 6Tt TAncldlete oty
terevtaio 06on cag (Ewova N) 1
e Edv n ovokevn slonvong oag givat adeta (Ekova E).

O dciktng d60MG peTaxveiTor opyd omé To
60 £¢mg 70 0: 60, 50, 40, 30, 20, 10, 0.

A.f,uc‘n]g Koékkwvn towia \
o601M¢

Ewova N

Tloc uropeite vo yvaopilete 6TL N GLGKELY EIGTVONG Gac ival GdegLas;

Otoav 10 moptokar kovumi dev emavéBel oty avmtepn dvvatn Béon kot acpolicel og pia evdldpeon
0éom, to1€ £xeTE PTAGEL TNV TEAEVTOin 000 (Ewkdva E). Mmopeite va 16TveDoETE KAVOVIKA TNV
TEAEVTOIO, GO 0OCT), TAPOAO TTOV TO TOPTOKOAL KOLUTT €Yl 0o@UAioEL oe auThy TN Béom. Metd and

LTIV T 600T|, OEV UTOPEITE VOl EMAVALYPTGLLOTOUCETE TI GUGKEVT EIGTVONG KO TPETEL VAL OPYICETE
VoL YPNCHOTOEITE Liot VEQ CLGKELT] EICTIVONC.
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/

Oéon acpdiriong

o P

Ewova =

[Io¢ mpénet vo. kabapilete T GLGKELT) EIGTVONC GOC;

Mnv ypnotponoteite IIOTE vepd yia va kabapicete T cuokevt| £16TvoN|g, Kabds avtd pmopet va
KOTOOTPEYEL TO QPAPLOKO GOG.

Edv embBopeite va kaBapicete T GLGKELT EIGTVONG, AMAL CKOLTIGTE TNV £EMTEPIKT EMPAVELN TOV
EMGTOUIOV pE éva oTEYVO YaPTOUAVTNAO N piot GTEYVY XOPTOTETGETO.

7. KATOXOX THX AAEIAYX KYKAO®OPIAX

Covis Pharma Europe B.V.

Gustav Mahlerplein 2

1082MA Apuctepvtap

OAavoio

8. APIOMOZ(OI) AAEIAX KYKAO®OPIAX

EU/1/14/963/001

EU/1/14/963/002

EU/1/14/963/003

9. HMEPOMHNIA IMNPQTHE ET'KPIZHY/ANANEQXHY. THX AAEIAX

Hpepounvia npodtng éykprong: 19 Noegufpiov 2014
Huepounvia televtaiog avavémong: 23 Avyodetov 2019

10.. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentopepn TANPOPOPLOKE GTOLYXEID Y10 TO TOPOV PAPUAKELTIKO TPOTOV Eival Slabéciua 6Tov SIKTLOKO
1610 tov Evponaikod Opyaviouod @apudkov: http://www.ema.europa.eu.
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ITAPAPTHMA 11

HAPAXKEYAXTHX(EX) YHHEYOYNOZX(OI) I'TA THN AITIOAEEMEYXH TQN
ITAPTIAQN

OPOI'H ITIEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH
AAAOI OPOI KAI AITAITHXEIX THX AAETAY KYKAO®OPIAX

OPOI'H IEPIOPIXMOI XXETIKA ME THN AX®AAH KAI AIIOTEAEEMATIKH
XPHIH TOY ®PAPMAKEYTIKOY ITIPOIONTOX
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A. THAPAXKEYAXTHX YIIEYOYNOZX I'TA THN AIIOAEXMEYXZH TQN ITAPTIAQN

‘Ovouoa kon d1e06vven Tov TaPUCKELAGTH TOL £ival LITEVLOVVOC Yo TNV ATOOEGUELCT) TOV TOPTIOWV

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

08740 Sant Andreu de la Barca, Bapkeiovn
Iontavia

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

DopHaKeLTIKO TPOTOV Y10 TO OTOT0 AMOLTEITOL LOTPIKN GLUVTOYT.

I'' AAAOI OPOI KAI ATTIAITHZEIX THX AAEIAX KYKAO®OPIAX
o  EkOéoeig meprodikilg mapakorovOnong g ac@aierog

Ot amoutnoelg yio v voPoAn ekBEce@v TEPLOSIKTG TAPAKOAOVONGONG TG AGPAAELNS Y10 TO €V AOY®
QOPUOKEVTIKO TTPOTOV 0pilovTal 6ToV KATAAOYO UE TIg NUEPOUNViES avapopdc TS Evoong
(xotdroyog EURD) mov mapatibetor oty mapdypago 7, tov apbpov 107y, g odnyiag 2001/83/EK
Kol kéBe emaxdAoVONG eMKApOTOinong OTWS SNUOGIEVETAL GTNV EVPMTOIKN SIKTLOKY] TOAT| Y10 TOL

QapLoKaL.

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

o  Yyédwo Awyeipiong Kiwvovvov (ZAK)

O Karoyog Adelag Kukhogpopiag Oa die&aydyet Tig amortodpueveg dpactnploTTes Kot
TOPEUPAGELS PUPIOKOETOYPVUTVIIONG OT¢ Tapovotdlovtal 6to cupenvniéy XAK wov
mapovctdleTar otny evotnta 1.8.2 g doetog KukAopopiog Kot 0molecdNToTe EMaKOA0VOES
gykekpipéveg avabempnoeig tov TAK.

"Eva emucaipornompévo LAK Oa mpénet va katotedel:
e Letd amod aitnua Tov Evponaikov opyoaviopod @oppdxmv,
® OTOTEINTOTE TPOTOMOLEITOL TO GVGTNUO, SLOYEIPLONC KIVODVOV, EI0IKE MG OTOTEAEG O ANWG
VE®V TANPOGOPIDV TOV UITOPOVV VO ETLPEPOVY CTUAVTIKT GAANYT) GTN GYECT] 0PEAOVC-KIVOHVOL
N ©¢ omoTELESUA TNG EMITEVLENC EVOC GNUAVTIKOD 0POGTLOV (POPUOKOETOYPVTVIOT 1}
glayiotomoinon Kvoévvov).
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o Yroypiwon Myng HETEYKPITIKAOV PETPOV

O KAK 0o oAokAinpdoet vtog Tov SNA®UEVOD XpoviKoD TAGIOV, TO TOPAKATO LETPOL:

Heprypagn

Avapegvopevn
npepopnvia

YmoBoAf TV 0moTEAECUATOV TG CVUP®VNOEICOG LEAETNC OGPUAELNG LETH TN
yopnynon adewag (PASS) yia 10 Bpoptovyo akAldivio yia tnv a&loAdynon g
GUVOAKNG BVNOIUOTNTOG KOl TV TPOTEWVOUEVOV KAPOLOYYELNK®DV TEAMKOV GNUEIDV
ac@aieiog (e emmpdobeto TeEAIKO onueio Kapdiakng appudpiog) HeTald Tov acbevav
pe XAIT mov ¥pnoipomolohv akALSIVIo/POPUOTEPOAT, COUPOVO UE TPMTOKOALO
gykekpipévo and v Emttponn @apuaxoeraypdmvnong-A&tordynong Kivovvou
(PRAC).

2023
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IHAPAPTHMA 111

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

EZQTEPIKO KOYTI

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Brimica Genuair 340 pukpoypappdpio/12 pikpoypappdpio, KOVIG yio E16Tvon
akAMOTVIO/OHOPIKT POVLLOPIKT POPLOTEPOAN

2. LYNOEXIH XE APAXTIKH(EX) OYXIA(EY)

Kdabe mapeyopevn o6on mepiéyet 396 pukpoypappdpio fpopiovyov akidviov (mov icodvuvapel pe pio
3001 340 pkpoypoppapiov akAdviov) kot 11,8 pikpoypappdpilo Stvdpikng GOvUAPTIKNS
(QOPLOTEPOANC.

3. KATAAOTI'OX EKAOXQN

[Mepiéyet extdc TV AAA@V: Aaxtoln
INa meprocdtepeg mAnpopopies, PA. POAAO 0dNyL®dV ¥PNONG

4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Kovig yia elomvon

1 ovokevn elomvong mov wepiEyet 30 ddoelg

1 ovokevn glomvong Tov mepLEyEL 60 60celg

3 GLGKEVEG E16TTVONG IOV TEPLEYOVY 60 dOGELG

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Awpaote 10 PUALO 0ONYIDV XpHoNG TPV Al TN YOPTYNON.
Xpnon dto l6TVoNG

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

Na euidocoetal o€ 0éom, v onoia dev PAETOLY Kot dgv TpoceYyilovy Ta, Tad1d.

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

‘ 8. HMEPOMHNIA AHEHX

AH

[1]

H

Na ypnoonoteitor evrog 60 MUeEP®Y amd TO AVOLYLO TG ECMTEPIKNG GCLOKEVAGIOG.
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9. EIAIKEX XYNOHKEYX OYAAEHX

Dvidooete T cuokevn glonvong Genuair TPOGTATELUEVT] EVTOG TNG COPAYIGUEVIG ECMOTEPIKNG
cuokevaciog puéypt v Evapén yopnynone.

10. IAIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON 'H TON
YIHOAEIMMATQN I10Y ITIPOEPXONTAI AIIO AYTA, E@OXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAYX KYKAO®OPIAX

Covis Pharma Europe B.V.
Gustav Mahlerplein 2
1082MA Auctepvtap
OAMovdio

Covis (Covis Aoyotomo)

| 12 APIOMOX(OI) AAEIAY KYKAO®OPIAY

EU/1/14/963/001 1 ovokevn elomvong mov epiéyetl 60 60celC
EU/1/14/963/002 3 cvokevég el6mvong mov meptéyovy 60 d6celg 1 Kabe pio
EU/1/14/963/003 1 ovokevn elomvong mov mepiexet 30 606&1¢

13. APIOMOZX ITAPTIAAX

[oprtioa

‘ 14. TENIKH KATATAZH I'lA TH AIAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. TAHPO®OPIEX XE BRAILLE

brimica genuair

17. MONAAIKOX ANAI'NQPIZTIKOX KQAIKOX — AIZAIAZTATOZ TPAMMQTOX
KQAIKAY (2D)

A160106T0TOG YPOUU®TOS KddKag (2D) mov pépet Tov TepIAn@OEvTo LOVOSTKO avayVOPIOTIKO KMOKO.

18. MONAAIKOX ANATNQPIEZTIKOXZ KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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EAAXIXTEYX ENAEIZEIX TIOY TIPEIIEI NA ANAT'PA®ONTAI XTIX XYXKEYAXIEX
TYINOY BLISTER 'H XTIX TAINIEX

EXQTEPIKH XYXKEYAXIA AIIO AAOYMINIO

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Brimica Genuair 340 pukpoypappdpio/12 pikpoypappdpio, KOvViG yio E16mvon
kMO TVIO/OHOPIKT POVLLOPIKT POPLOTEPOAN

‘ 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Covis (Covis Loyotumo)

‘ 3. HMEPOMHNIA AHEZHX

AHEH

Na ypnoyomoteitat evtog 60 NUEP®V OO TO AVOLYLO TG ECOTEPIKNG CUCKEVOGIOG.

4. APIOMOZX ITAPTIAAX

[oprtioa

5. AAAA ETOIXEIA

dvidcoete T cuokevn glonvong Genuair TPOGTATELUEVT] EVTOG TNG COPAYIGUEVIG ECOTEPTKNG
ovokevaoiog pueEypt v &vapén yopnynone.

[Bérog] Xyiote €
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EAAXIXTEX ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

EIIIXHMANYH THX XYXKEYHY EIXIINOHX

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

Brimica Genuair 340 mcg/12 mcg kovic yia €16mvon
aKAMOTVIO/SHOPIKT POVUAPIKT) POPUOTEPOAN

Xpnon dto El6TVONG

| 2. TPONOX XOPHTHEHE

‘ 3. HMEPOMHNIA AHEZHX

Na ypnoonoteitor evrog 60 MUeEP®Y amd TO AVOLYLO TG ECMTEPIKNES GLOKEVAGIAG.
AHEH

4. APIOMOZX ITAPTIAAX

[aprtioa

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

30 dooeic
60 d00¢1g

| 6. AAAA ETOIXEIA

Covis (Covis Loyotumo)
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B. ®YAAO OAHT'IQN XPHXHX

30



@viro ooy ypiong: IIAnpoeopics yia Tov a.c0evi)

Brimica Genuair 340 pkpoypoppapro/l2 pikpoypoppdpra, KOV Lo EL6Tvon)
OKALOTVIO/O1DOPIKT POVUAPIKT POPLOTEPOAN

vTo @apuako owtd Teel VO cuUTANPpOUATIK TopakoloVONoT. Avtd Ba emTpéyel ToV Yp1IYOpO
TPOGIOPIoUO VEDV TANPOPOPLOV acPaAeloc. Mropeite va Pfondnoete péocw g avapopdg mbavov
AVETBOUNTOV EVEPYELDY TOL EVOEYOUEVMS TTopovatalete. BA. Téhog g mapaypdpov 4 yio tov TpOTo
avaopds avemBOUNT®V EVEPYELDV.

AP aoTe TPOGEKTIKA OLOKANPO TO QVAAO 0ONYLOV YP1ONGS TPOTOV UPYIGETE VO, PN GLUOTOLEITE

aVT6 TO PAppaKo, S16TL TEPLAANPAVEL ONUAVTIKES TANPOPOPIES Y10 GOC.

- DoraEte avTo TO EOALO 0N YDV Yprione. Towg ypelaotel va to dePdcete Eavd.

- Edv éxete mepartépm amopieg, poTNGTE TOV Y10TPO, TOV PAPHOKOTOLO 1) TOV VOGOKOLO GOLC.

- H cvvtayn v avtd to dppoko xopnynnke amokAEloTIKA Yo 60G. Agv TPEMEL VO ODGETE TO
@apuroko o€ GAlovc. Mmopel va Tovg TPoKaAEseL PAAPT, Ao Kot OTOV TO GNUELD TG
ac0Eveldg Tovg givarl 01 e T O1Kd Gag,.

- Edv mapotnpfoete KOmolo avemBOUnTn VEPYELX, EVILEPDGTE TOV YIOTPO, TOV PAPUAKOTOL0 1)
TOV VOGOKOUO G0G. ALTO 1oy0eL Kot Yo KO mBavi avemBOunTn evépyela TOv OV AVAPEPETOL
670 TOPOV PUALO 0dNYIDV ¥pNong. BAére mopdypago 4.

T Tepréyer o mapév AL 00N YLOV:

Tt eivar to Brimica Genuair kot 7oto givat ) xpnom tov

T1 npénel va yvopilete Tpotod ypnoipomomoete o Brimica Genuair
[Tog va ypnoipomomoete To Brimica Genuair

[MBavég avemBounteg evépyeteg

IMo¢ va pvidooete to Brimica Genuair

[epreydpevo e cuokeLOCIOG KOl AOUTEG TANPOPOPIES

Odnyieg Xprong

Uk wd P

1. T givor To Brimica Genuair kon wowa givol n ypion Tov

T givan To Brimica Genuair

To mapdv papuako mePEyel dVO dPACTIKG GVOTATIKG T 0Toio OVORALovTal aKAOTVIO Ko StHOPIKN
(QOLLLOPIKT] POPUOTEPOAT]. AUPOTEPO TO. GLGTOTIKA OVIKOLV GE L0 OLLASO POPUAK®V OV Eivat
YVOOTE ®G Bpoy)0d106TAATIKA. Ta fPoyy0dlacTUATIKA YOAUPHVOLY TOVG HVEG TV AEPAYDYDV GUGC,
OV EMTPEMEL GTOVG OLEPUYWYOVC GOC VO, AVOiyoLV TTePIecdTEPO Kat 6o.¢ Bondd va avamvéeTte To
gvkola. H ocvokevn eionvong Genuair yopryel ta evepyd cvotatikd angvdeiog 6Tovg TVEDIOVES GG
KkaOd¢ elomvEeTe.

Iowx givar n xprjen Tov Brimica Genuair

To Brimica Genuair ypnoiponoteiton o€ eviiAikeg a60eveis e ovamvenoTiKEG SUOKOAEG AOY® oG
TVELUOVOTIADELOG TTOL OvoudLETOL XPOVIO OTOPPAKTIKY TveLpovorddeto (XAIT), oty omoia ot
aEPOY®YOl Kot 01 6AKOL AEPU GTOVE TVEVLLOVES £XOVV KATACTPAPEL | £xouv ppael. Avoiyovtag Tovg
AEPAYMYOVG, TO PAPLOKO BonBd 6TV avaKoLEIoN 0ld CLUTTONATO, 0TS 1) dvorvola. H yprion tov
Brimica Genuair og taxtikn Baon Oa ueiboet tig emdpaoeig tng XAIl otnv kabnuepvi {on coc.

2. T npémer vo. yvopilete Tpwv va ypnotporomjcete To Brimica Genuair
Mnyv gpnoporomjcete To Brimica Genuair:

- o€ MePINT®ON aAlepyiog 010 aKAOIVIO, G STHOPIKN POVUAPIKT POPUOTEPOAN 1 OE
0mo10dMmoTE GALO 0O TA GLOTOTIKA AVTOV TOV PaPUAKOL (avapépovtar otny Iapdypapo 6).
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IIposgidomou|oelg Kon TPoPLAGEELS

Amevbuvbeite oTov yaTpd, TOV QUPUAKOTOLO 1] TOV VOGOKOLO GOG TPOTOV YPNGILOTOGETE TO

Brimica Genuair, dv eppaviCete pio and tig axdA0L0eC ToONGEI/ COUTTOUATO:

- Edv éyete doOpo. Avtd To @APUOKO SEV TTPETEL VO YPTCLUOTOIEITOL Y10 TNV AVTIUETOTICN TOL
doBuarog.

- Edv &yete kapdroroyud mpoPAnpata.

- Edv éyete eminyia.

- Edv &yete mpoPAnuata pe tov Bupeogidn adéva (Bupeotolikmon).

- Edv éxete 0yko o€ £va and ta enve@pidid 6ag (PaLoypm®UOKVTTOU).

- Edv éyete buokolrio otny ovpnon 1 TpofAnpate Aoy® S10YK®UEVOD TPOGTATY.

- Edv éyete o 1aOnon Tov LaTidV ToL AEyETOL YAODK®UO KAEIGTNG YOVING, TO 0010 £XEL (OC
amoTéAecLa VYNAN TtieoT 6TO PATL

AwkoyTte T prion Tov Brimica Genuair kot {ntiote apécng wotpikl fon0sia gav ekdnhdoste

0TTOL0ONTTOTE U0 TA TUPUKATE:

- Ed&v mapovcidoete Eapvikd aicOnpa cvoeryéng otov Bdpaka, fya, cuptyud 1| SvcTvole
AUECHG LETA a0 TN XPNoN ToL papudkov. BAéme moapdypapo 4.

To Brimica Genuair ypnowonoteitar g Bepancio cuvtipnong (Lakporpdbeoun) yia v
avtipet@nion g XAIL Aev 0o Tpémel va ¥pNGIUOTOLEITOL Y10 TV OVTILETMMIOT KATO00 E0pViKoD
€MEI00010V HVOTVOLAG 1] GLPIYUOD AVOTVONG.

Edv ta ouvion cog coprntopota e XAIT (dvorvotla, cuptyudg avoamvong, fryag) éev Pektiobodv 1
emdevmbovv evd ypnoponoteite to Brimica Genuair, Oa mpénet va GuveIGETE VO TO YPNGIUOTOIEITE,
aAAG va emoke@Beite Tov Bepdmovta yroTpd T0 GLVTOUOTEPO SVVATO MOTE VO SLOMGTMOOEL £V
ype1aleote GALO PAPULAKO.

Edv BAénete Kamolov OTEWO SUKTOALO (GA®C) YOP® ammd POTEWEG TNYEG N EYYPOUES EIKOVEC,
eupavilete TOVO 1 SLGEOPIN 6TO HATL N} TAGYKETE ad TPpos®Pvi BoAr Opaot, {ntMote T cupPfovin
Tov Ogpdmovta Y1oTpoh 6aG TO GUVTOUOTEPO duVATO.

[Mapotnpnnke Enpootopio og Bepancia pe eapuaka 6rtwe to Brimica Genuair. Makponpdbeopa, 1
Enpootopia pmopel va oyetiletat pe Ty peaviorn tepndovog, omote ivar onUavTiko va epovtilete va
SlOTNPELTE TN GTOUATIKTY GG VYIEWVN G KOAT KOTAGTOOT).

Howowd xon £pnpor
To Brimica Genuair dev 8o npénet vo, yopnyeitotl o€ madid 1 pnfovg niikiag kdtow tov 18 etdv.

AMo @appoxa kot Brimica Genuair

Evnuepmote tov yiatpd 1| ToV popUaKonold cag edv maipvete, £xete mpdSOATA TAPEL 1] Lopel va
napete dAro eappoka. Edv ypnowonoteite Brimica Genuair pe opiopévo GAAa apuoxa., EvOEyEToL
va. tporontonBei 1 enidpacn Tov Brimica Genuair 1) Tov GAA®V QOPUAKOV.

Evnuepmote tov yiatpd 1| T0V QOpUAKOTOL0 GaG GV TAIPVETE:

o  Ddpuaka wov propel vo givar Tapduoto pe to Brimica Genuair yio tny aviyetdrion
OVOTTVELOTIKOV SUCKOALDV.

o  DdppoKa IOV PEWWVOLV TNV TOGOTNTO TOV KOAIOV GTO aipla Gog. XTIV Katnyopio avth
wepthapfavovrol:

O KOPTIKOGTEPOEION TTOL AapPavete amd to otoua (OTmG 1 TPEdVILOAOVN),

o OloVPNTIKG (O™ POVPOCENiION I VEPOYAmpoDelalion),

O OUYKEKPIUEVO PAPLLOKO TTOV XPTCLOTOIOVVTOL Y10, TIV CVTLUETMIICT| AVOTVEVGTIKOV
nadncewv (6nwg n Beo@vArivn).

o  Odppaka Tov ovopalovtol PrTa amoKAEIGTEG KO EVOEYETOL VO OTALTOVVTOL Y10, TNV
QVTILETMTLIOT TNG VYNANG OPTNPLOKNG TTtieong 1 GAA®V KapdlokdV TtpofAnudtov (6mwc
aTEVOAOAN 1] TPOTAVOLOAN) 1) Yia TN Bepameio TOL YAMUVKOUOTOS (0TS TILOAOAN).

o  ddpuoko TOV UITOPOVY VO TPOKUAEGOVVY Vel €100¢ LETABOANC GTNV NAEKTPIKT dpacTnPlOTNTO
g Kapdldg, YvmoTh mg mapdtact Tov dtactiuatog QT (mapatnpeiton 610
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NAEKTPOKOAPSOYPAPNLLAL). TNV Katnyopio avT TePAaAvovTotl QApLOKa YioL TV
OVTILETOTION TOV €ENGC KATACTACEWV:
o  kat@Oiyn (61wg avaoTtolelg TG LovoapvoEeddonc 1 TPIKLKAMKA
avtikoToOMITTIKG),
o Pokmnprokég Aodéelg (0nmg epvBpopvkivn, kKhapiBpopvkivn 1| teMBpopvkivn),
0 0aAlepyKég avTIOPACELS (OVTUGTOUVIKE).

Kinon kol Onhaopog

Av globe €yxvog 1 Onhalete, vopilete 6T pmopel va eicBe &ykvoc 1) oyxedualete va anoktioete mondi,
{ntote TN GUUPBOLAN TOL YTPOV, TOL VOGOKOLOV 1] TOV POPUAKOTOOD GOC TPOTOV TAPETE ALTO TO
eapuaxo. Aev mpémet va ypnotponoteite Brimica Genuair av giote éyxvog 1) Onhdalete, extdg €hv oag
70 TTEL 0 Y1TPOG GOGC.

O ynon ko yEPLoPOg pNYavNpaTOV

To Brimica Genuair dev givat Thavo vo ETnpedost T IkavoTnTa 0dNyNong Kot ypnong
pnyoavnudtov. Avtd o edppoxo pmopel va tpokarécet Boumnm 6paon 1 LoAN og opiopévoug acbeveis.
Edv gppoavicete omoadnmote ond avtég TIg avemBOUNTEG EVEPYEIEG, UMV EMLYELPTGETE VO, 0ONYNOETE 1
VoL YEPIOTEITE OMOIEGONTOTE PUNYOVALLATA AV dEV VILOXWPNGEL 1 LAAN Kot v 1 OpAcY| GOG deV
enOovELDEL GTA PLGLOAOYIKE EMITED L.

To Brimica Genuair agpiéyer Aaktoln
Av10 10 Pappako mePEYEL AaKkTOlN. AV 0 Y1aTpOS GG 0hg evUEPTE OTL Exete ducavesia 6e
OPIGUEVO GAKYOPO, ETKOVMVNOTE LLE TOV YIOTPO GO TPV TAPETE AVTO TO PAPUOKEVTIKO TPOIOV.

3. Mo va ypnopomonicete To Brimica Genuair

[Tévtote va ypNGIUOTOLEITE TO PAPLOKO OVTO AVGTNPA COLPOVA LE TIG 0OTYIEG TOV YITPOV T} TOV
papurokomolod cog. Eav éxete appioliec, potiote Tov YaTpod 1] TOV QOPUAKOTOLO GOG.

- H cvvietduevn d6om eivon pio £16tvon| to Tpmi Ko pio elomvon to Ppadv.

- Mmopeite va ypnoyionoteite to Brimica Genuair omoladnmote oty Tpv 1 HETA TO Gayntd 1
TO TOTO.

- Ta amotedéopata tov Brimica Genuair diapkoiv yio 12 dpec. Qg ek tovtov, Ba mpémnel vo
¥pNoonotEite T cvokevn elomvong Brimica Genuair v idwa dpa kébe mpwi kot Bpadv. ‘Etot
SooQaMEETOL OTL VTTAPYEL TAVTOTE APKETO PAPLOKO GTOV OPYOUVICUO GOG, DOTE Vo 6ag Bonbd
VoL oVaTTVEETE EVKOAOTEPO KB OAN TN S1dpKeLa TNG NUEPNC Kat TG voyToc. Emtiong, n Anyn tov
o€ ovykekpLuévn dpa o cag fondncel va Boudote vo o ypnolLoToteite.

- H ocvvietdpevn doon pmopei va yopnyndel oe nhkiwpévoug acbeveic kot oe acheveig pe
VEQPIKES N NOTIKEG TN oels. Agv amaitovviat puOUiceLg TG dOGNE Y10 TOVS GUYKEKPLUEVOVC
acOeveic.

- To Brimica Genuair givat yio. yprion ot £16Tvone.

- Odnyieg yprong: XvpPovievteite tig Odnyieg Xpnong oto T€A0g 0VToL TOL PUAAOV 0TIV
Yo 00MYIEG GYETIKA [E TOV TPOTO XPTOTG TG GLOKEVNG elomvong Genuair. Edv éyete
apePoriec oxeTikd pe To ThE va ypnoporolicete to Brimica Genuair, angvbuvleite otov
YTpO 1 TOV POPLOKOTOO GOG.

H XAII givon poxpoypovia voooc. Katd cvvéneta, to Brimica Genuair sivat yio paxpoypovio xpion.
To @apuokeLTIKd TPOIOV TPEMEL VAL ypnoLponoteital Kabe uépa, Vo popég nuepnoing kot oyt poévov
otav ToPoLGlaleTe AVAmVELSTIKG TpoPAnpata 1 dAle courtdpeto e XAIL

Eav ypnowporonjcete peyorvtepn 60on Brimica Genuair amé tnv Kavoviki

Edv motedete 011 éxete ypnoipomomost peyordtepn d6on Brimica Genuair and tnv Kavovikt, givol
710 Thavo va, EKONADCETE OPIoEVES ad TIG avemBOUNTEC EVEPYELEC TOV, OTC BOAN Opao,
Enpootopia, vavtia, TpPEUOVAO/TPOUO, KEPUAUAYia, aicOnua TaAUDY 1 ovénuévn aptnplaxy mieon,
OLVETMOG TPETEL Vo omevbuvOeite apéoms oTov Y10Tpd Gag N va. LETAPEITE GTO KOVTIVOTEPO TUN O
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EMELYOVIOV TEPIOTATIKMV. AgIETE TN cvokevaoia Tov Brimica Genuair. Evdéyetot vo amatteiton
Tpikn Pfondeia.

Eav Egyaoete va yproypomoneste To Brimica Genuair

Edv Egydoete va glonvedoete pia 60om amd to Brimica Genuair, anAdg AGBETE TV T0 GLVTOUOTEPO
duvatov kot MaPete v endpevn 606N Gog TN cvviOn dpa. Mnv Tdpete duTAn do6oN Yo va
AVOTANPOCETE TN d00T TOV EEYhoaTe.

Eav otapatiicete va ypnoponorcite To Brimica Genuair
To @appako ovtd GLUVIGTATAL Y10 LaKpOoYpoOvia ypron. Edv embuueite va otapatioete ) Oepamneia,
angvBuvleite TpdTO 0TOV Y1OTPO GOG, KOOMG pmopel vo ekdNAmOel eMOEIVOOT TOV CUUTTOUATOV GOG.

Edv éxete meplocdtepEg EPOTNCELG GYETIKA LLE T YPNOT] AVTOV TOV QAPLAKOL, POTHGTE TOV Y10TPO,
TOV QOPLOKOTOLO 1| TOV VOGOKOLO GOLC.

4, IMBavég avemBOUNTES EVEPYELES

Onwg 6ha Ta pappoka, £TGL KOl 0LTO TO GAPLOKO UTopel Vo TPpoKaAEGEL AveTIBOUNTES EVEPYELEC, OV
Kol 0gv Tapovoldalovtal 6 GAOVG TOVE AvVOPOTOLG,.

AWKOYTE TN XPNOT CLTOV TOV PAPUAKOL KOl ETKOWVMOVIOTE LE TO YIOTPO GO AUESO EQV:

- gupavicete TPNEO 0TO TPOCMOTO, GTO AULLO, GTA ¥EIAN 1 0TN YADGGO (LE 1 Y®pig SuoKOAiQ
GTNV OVATVOT| 1] GTNV KATATOOTY]), POVCKAAES LE EVTOVO KVNGUO 6T déppa (kvidmon), kabdg
aLTa propel va gival coumtdpata aAAepyYIKng avtidpaons. H cuyvotnta avthg g avtidpaong
dev umopel va extiun el amd ta dStbéoiua dedouéva.

- TAPOLGIAcETE EAPVIKO aictnpa cueEYEng otov Bopaka, Bya, cuptyud 1 SVGTVOLL AUECHG
HETA amd TN (PNOT| TOL GapLdKov. AVTA propel va €lvol COUTTOUATO P0G KATAGTAGTG TOV
ovopdleton «mapado&oc PpoyxOoTaGLOGY, TOL Eival pia VTEPPBOAIKN Kol TOPATETOUEVN
GUGTOCT] TOV HVAV TOV AEPUYDYDV TOL 0KoAoLOEL apéows petd ) Bepaneia pe
Bpoyyodaotalticd. Avt 1 avtidpaon propei va copPel omdvia (umopel va ennpedost £0g Kot
1 otovg 1.000 avBpmdTOULC).

Opwopéveg avemOOunTeS evépysereg evoéyetan va givon cofapés: edv exdnidoete omolodnmote Ao
AVTEG TIG AVETIOOUNTEC EVEPYELEG, EVIUEPDGTE TOV YIUTPO GOG OUECMG.

'Oy ovyvég (Lmopet va emnpedoovy éog 1 otovg 100 acbeveic)

- Mvikn advvapio, GUGTAGELS KOUT UN PLGLOAOYIKOC KapdlaKog puOpog. Mmopel va mpdkettan
Y10 GUUTTAOUOTO UEIMONG TNG TOGHTNTAG KOAIOL GTO Qo GOg

- Konwon, avénpévo aictnua dlyoag ka/n cuyvotepn avaykn yio ovpnomn and 10 GLGLOAOYIKO.
Mmnopei vo TpOKELTAL Y10, GUUTTAOUATO 0VENONG TNG TOGOTNTOS GAKYAPOL GTO OO GOG.

- AlcOnuo Ttoipmv. Mmopel va TpoKeLtal yio OUTTOLO AoVVAOIGTO ToYE0C KOPOIOKOD TOAUOD 1y
L1 PLGIOAOYIKOV KapSLoKOL puOpon

Yrawvieg (umopei va emnpedoovv 1 otovg 1.000 aobeveic)

- Z0@VIKT 6VCKOAID GTNV AVOTTVON 1 TNV KOTATOG, OidNUA 6T YADGG, TOV AdLUd, T YEIAN 1
TO TPOGMOTO, dEPUATIKO £EAVONLO KAV KVNOHOG - WTOPEL VL TPOKELTOL Y10 GUUTTMLOTOL
AAAEPYIKNG aVTIOPOGTC

AlLeg avemBOUNTEG EVEPYELES TOV EVOEYETOL VO TPOKDYOLY pneg TN xp1ion Tov Brimica Genuair:
Yoyvég (umopel va ennpedoovv émg 1 otovg 10 acbeveic)

- ZUVOVAGHOC TOVOAULLOL KOl KOTAPPONG — UITOPEL VO, TPOKELTAL Y10, OMUEIR ptvoQapLyYiTIdag
- Kepolaryia

- Endovvn ka/m cuyvn obpnon — puropet vo tpoKettat Yo onueio ovporoipnméng
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- Brxog

- AlGppota

- Koazappon, pmovkopévn 1 foviouévn potn kavn novog 1 aicOnua wieong ota pdyovia 1 1o
UETOTO — Pmopel va TPOKELTOL Y10 GUUTTOUOTO LYHOPITIONG

- Zahn

- Mvikég Kpbipmeg

- Nowria (aicOnua adiabeciog)

- Avckolio oTov VIV

- Enpoctopio

- Mvuikdg movog

- Amnootiuata (Aoad&elc) og 16To0g mov Bpickovial ot Pdor doviidv

- AvEnuéva eninedo 6To aipo HoG TPOTEIVIG TOV AVELPICKETOL GTO [V Kot ovopdaletal
POGPOKIVACT KPEATIVIG

- Tpépovio/Tpdpog

- Ayyog

Oy ovyvég

- I'pyopog kapdrokdc maApds (Tayvroapdia)

- [Tovog oto othfog 1 6i&o oto othBog (ot Odyyn)

- ®oAn 6pacn

- Metafoléc oTov Mo TG POVNS (dvapavia)

- Avckolia oty obpnon N aicnuo 6tL 1 oVPOSOYOG KOGTN OeV £XEL AOELAGEL TANPMOGS
(KoTtakpdtnon ovpwv)

- Mn @ucloroyikd iyvog NAekTpoKapdOYpaeNUaTog (Tapdtoo Tov dtacthpatog QT) to omoio
duvntikd odnyel o€ U PLGLOA0YIKO Kapdlakd puOud

- Awrtoapaypévn aicOnon tng yevong (dvuoygvcia)

- Epebiopog tov pdpuyya

- dLeypovi| Tov otdpaTOG (oTOROTITION)

- AvEnuévn aptnplokn wieon

- Atéyepon

- E&avOnpua

- Kvnouog oto déppa

Ava@opd avemOOuNTOV EVEPYELADV

Edv mapotnprioete Kamoo avemBOUnTn eVEPYELL, EVILEPDOTE TOV YIOTPO, TOV QAPUAKOTOL) 1) TOV
VOGOKOWO 6aG. AVTO 1oyveL Kot Yio kébe mbavr avemBountn evépyela Tov 6gv avapEPETAL 6TO TAPOHV
@OALO 00MYIDV Yprionc. Mmopeite emiong va avaeépete avembounteg evépyeleg anevbeiog, LEow ToV
€0VIKOO GLGTNUATOG AVAPOPAS TTOL avaypapeTal oto [lapdpue V. Méom g avapopag
avemBOUNTOV eVEPYEIDV PUTOPEiTE va fonBnoete 6T GLALOYN TEPIGGATEPMV TAT|POPOPLDY GYETIKA
UE TNV 0CQAAELL TOV TOPOVTOG PUPILEKOV.

5. IMog va puidssete To Brimica Genuair

To @appoko ovTd TPETEL VO PLAACCETOL GE PEPT) TOV OgV TO PAETOVV Kal OV TO POAVOLY TOL TOdLAL.
Noa pn ¥pnoomoteite avTod T0 PAPIAKO HETE TNV NUEpOUNVIia AENG TTOL aVOPEPETAL TNV
EMONLOVGT], GTO KOVTL KOl GTNV EGOTEPLKT] GLOKEVAGIN TG CLGKELNG El6TVONG petd TV «AHZEH». H
nuepopnvio Anéng etvor 1 tedevtaio nuéPO aVTOH TOL PAVA.

To @apuokevTikd ovTd TPOIOV dev amattel WLiTEPEC GLVONKES PUAAENC.

dvidooete T cuokevn lonvong Genuair TPOGTATELHEVT] EVTOG TNG COPAYIGUEVTG ECOTEPIKNG
ovoKevaciag uExpt v Evapén yopnynone.

Na ypnoonoteitor evrog 60 nuep®V amd To AVOLYLO TG ECMTEPIKNG GLCKEVAGIOGS.
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No un ypnoiponoteite to Brimica Genuair edv mapatnpriogte 011 1] cvokevooia £xel vootel EOopd N
oépel evoeifelg ahloiwonc.

Metd ™ Aqyn g teAevTaing 00GMC, 1| GVCKELN EIGTVONG TPETEL VoL omoppinteTol. Mnv metdte
QAapUOKa 6TH GKOVTIOW. POTNOTE TOV QOPLOKOTOLO GOG Y10t TO TAOG VAL TETAEETE TA PAPLLAKO TOV OEV
ypnoonoteite ma. Avtd ta pétpa Ba fonbncovy oty mpoctacio tov mepPdAiovtog.

6. Iepreydpeva g cvokevaciag Kol Aoutég TANpopopieg

T gpiéyer o Brimica Genuair

- Ot dpaoTtikég ovoieg gival To akALdivio Kat 1) S1HOPIKT POVUAPIKT POpROTEPOAN. Kabe
TapeXOUEVT] 60T (1] 006 OV PEHYEL OO TO EMGTOWMIO) TEPIEXEL 396 LKPOYPOLLAPLOL
Bpopotyov axiidviov Tov 1oduvapel pe pio d6om 340 pikpoypappapioy akAdviov Kot
11,8 pukpoypoppopiov SHdpKng GOVIAPIKHG POPLOTEPOANC.

- To dAho cvotatikod givar  povobdpikn Aaktoln (PA. oto téhog g mapaypdapov 2 pe titho «To
Brimica Genuair mepiéyet Aoktodln» yio mepIocOTEPES TANPOPOPIES).

Ep@avien tov Brimica Genuair kot gpieyopeva g 6V6KELOGI0G

To Brimica Genuair givot A&k 1 6y£00V Aevkn KOVIC Y10 EIGTVOT.

H ovokevn| ionvong Genuair eivat AEVKT [LE EVEOUOTOUEVO TANIGIO £VOEIENG TNG 0OGNC Kot v,
moptoKaM xovumi docopétpnong. To emioTopmo KoAdTTETAL Od APOLPOVUEVO TOPTOKOAAL
TPOOTOTELTIKO KA Avpupa. H cuokeun eiomvong dlatifetal o€ cppaylouévn TPOGTATEVTIKY ECMOTEPIKN
GLOKELOCIO OTTO PUALO AAOVLIVIOL TTOV TEPLEYEL EVOV POKEAGKO LE amoénpavTikd pHéco. Metd tnv
OTOULAKPVVOT] TNG GUCKEVNG EICTIVOTG OO TNV ECAOTEPIKT GLCKEVOGIA, 1| ECOTEPIKT GLGKELAGI KOl O
QOKEAIOKOG LLE TO ATOENPAVTIKO LEGO TPEMEL VO, ATOPPITTOVTOL.

Awtifevton ta €€Ng peyédn cuokevaciog:

Xaptvo kovti mov mepiéyel 1 cvokevn glomvong pe 30 ddcelg.
Xaptvo kovti Tov TEPLEYEL 1 cLuoKkeLT| El6TTVONG He 60 ddGELC.
Xdaptivo kouti ToL TTEPLEYEL 3 CLOKEVEG €10TTVOTG Le 60 dOcelg 1) KAbE pia.

Mmopei va unv Kokho@opohv OAEG Ol GLOKEVAGIEG.

Kéroyog ddcrog kuokrogpopiag:

Covis Pharma Europe B.V.

Gustav Mahlerplein 2

1082MA Apctepvtap

OAMavoio

Hopaokevaotic:

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

08740 Sant Andreu de la Barca, Barcelona
[oravia

I"o omoladnmote TANPOPOPIo. GYETIKA LE TO TOPOV PUPUUKEVTIKO TPOoioV, TapakoieicOe va
angevuvOeite GTOV TOTIKO OVTITPOCHOTO TOL KATOYOV TG GdELnG KuKAOPOpiag:

Belgié/Belgique/Belgien Lietuva

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

Bouarapus Luxembourg/Luxemburg

“Bepnun-Xemu/A. Menapunu beirapus” EOOJ]  Covis Pharma Europe B.V.

tein.: +359 2 454 09 50 Tél/Tel: 80024119
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Ceska republika

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

Tel: +420 267 199 333

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

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

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

France
MENARINI France
Tél: +33 (0)1 4560 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
Laboratori Guidotti S.p.A.
Tel: +39- 050 971011

Kvmpog
Covis Pharma Europe B.V.
TnA: 80091079

Magyarorszag
Berlin-Chemie/A. Menarini Kft.
Tel.: +36 1799 7320

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

Romania
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



Latvija United Kingdom (Northern Ireland)
SIA Berlin-Chemie/Menarini Baltic Covis Pharma Europe B.V.
Tel: +371 67103210 Tel: 08004334029

To mapév evAro 0dNYLOV YpfioNS avaBemp1Onke Yo TELEVTALO POPA .

Agntopepeic mAnpoeopieg yia to pappako avtd etvar drabéoipeg oto diktvakd Tomo Tov Fupmraikov
Opyavicpov Papudkmv: http://www.ema.europa.eu.

Odnyies Xpnong

H evotnta avtn mepi€yet TAnpopopieg GYETIKA LIE TO TAOS VO (PTCLUOTOLEITE T1 GVOKELN EIGTVONG GOG
Genuair. Eivor onuavtikd vo, S1oacete avtég Tic TAnpopopieg, kabng 1 cuokevn Genuair propel va
Aertovpyel S10popeTIKA amd TIG GLGKEVES EIGTVOTG TOL £XETE YPNCLoTomacel maiadtepa. Edv yete
TEPICCOTEPEG EPOTNCELS GYETIKA LLE TO MG VAL YPNCLOTOLEITE T1 GLGKELY] EIGTVON|S, {NTNOTE T
BonBetla Tov ylaTpov, TOL PAPUAKOTOLOD T TOL VOGOKOMOV GOC.

O1 Odnyieg Xpnong yopilovtor otic akoAovbeg mapaypdpovg:
~ 'Evapén
- Bnua 1: IIpogtowpdote T d6oM cog
- Bnua 2: Ewonvedote 10 odppokd cag
- Emumpdchetec mAnpopopieg

"Evapln
Awpaote avtéc Tic Odnyieg Xp1ong Tpiv apyicETE vV P GLUOTOLEITE TO PAPIIKO.
E€oweimbeite pe o pépn g ovokevng slomvong cag Genuair.

HapaBopo gréyyov

[Ipdovo = cuokevn €16TVONG
grotum ya ypnon

AgikTng
06061g

IMoptoxaii
Kovpumi

IpootatevTikd
Kaioppa
MapdBuvpo eréyyov

Koxkivo = emPepaidvel T oot
glomvon

Emotépo

Ewova A

IIpw amé ™ yp1on:

a) Ipw and v Tpd Ypnomn, avoilte oyiloviag TV CEPAYIGUEVT ECMTEPIKT) GLOKEVOGIN Kot
aQupEoTE TN cLoKeLn glomvon|s. [leTdéte TV Ec®TEPIKN CLOKEVAGIN KOt TO ATOENPAVTIKO
néco.

B) Mnv mélete 10 mTOpTOKAAL KOVUTL PEYXPL VAL EIGTE ETOLOL VO, TAPETE Uio dOOT).
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v) Tpapné&te to kdAvppa mélovtag eErappd ta fEAN oL givor onUEI®UEVO GTV KAOE TAELPA
(Ewova B).

ITiéote dm Kou
| tpaPnéte

rd ) L | \ 4 | i
< v
oWV -

Ewoéva B
BHMA 1: [Ipogtoipdaote 1 6601 00g

1.1 Kowtd&re to dvoryua tov emicTopiov kot Pefaiwnbeite 6TL kavéva avtikeipevo dev eumodilel
v wpodcPacn og avtd (Ewdva I).

1.2 Kowutdére to mapdBupo eréyyov (mpémet va ivarl kokkivo, Ewova I).

KOKKINO

EAéyEte To Gvorypa
TOV ETLGTORIOV

/

Ewova I

1.3 Kpoatote T 6ueKeLT| E16TVONG 0PILOVTIO LE TO EMGTOUIO TPOG TO UEPOG GOG KO TO
moptokaAi kovpni exdve (Ewkova A).

Ewoéva A

1.4 TThéote evieA®dG TPOS T KATM TO TOPTOKOAL KOVUTL Yo TN (OpToT TG 06ong cag (Ewova
E).
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Ortav mélete eviehdg mPog Ta KAT® TO KOV, TO TopaBupo eA&yyov oALALEL and KOKKIVO GE
TPAGLVO.

Befoiwbeite 611 t0 TopTokaAl Kovuni gival endve. Mn YEPVETE TN GLOKELT.

1.5 Amelevbepiote 10 moptokarl kovumni (Ewova ZT).

Befarmbeite 611 anehevbepdoate T0 KOVUTL, MOTE 1) GLOKELT EIGTVONG VO UTOPEL VoL AEITOVPYRGEL
cOGTA.

Ewova E Ewova XT
Yraporiote kou EAéyEre:
1.6 BePowwbeite 611 10 TOpaBUpO ELEYYOVL givar Tdpa mpdcivo (Ewdva Z).
To pdppoxd cag eivor £TOO Yo EIGTVON.

[Inyaivete oto «BHMA 2: Eionvevote 10 oappokd cogy.

/
MPAXINO

Ewova Z

T va kdvete Gy To TapdBupo eréyyov givar aKOPO KOKKIVO 0.0V £(ETE TIEGEL TO KOV
(Ewova H).

=

Ewoéva H
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H 0601 b¢v givan mpogtopacpévn. Minyaivere mico oto «BHMA 1 Ilpogtoipdacte T 60061
60c» Ko emavarafere to frpata 1.1 £0g 1.6.

BHMA 2: ExotvevoTe T0 QAPROKO GO

| Awpdote TANpwg ta Ppata 2.1 Eog 2.7 mpwv amd ™ xpnor. Mn yépvete T cuokevn.

2.1 Kpatnote T GUGKEDT] EIGTVONG LOKPLH OTO TO GTOLO. GOG KOl EKTVEDGTE EVIEAMG. MV
EKTVEETE TOTE PEGO 0T cvokeun elomvong (Ewova ©).

r R
<

y

N,

Ewova ©

2.2 Kpoatote 10 ke cog o€ 0pOia 0£om, TOT0OETGTE TO EMOTOUO AVAUESH GTA YEIAT GOG
kot KAgloTe ta xeiln oag epuntikd YOopw amd ovtd (Ewodva I).

Mnv kpoTdTE TATNNEVO TPOS TO KATO TO TOPTOKOA KOVUTL KAOMDG EVOTVEETE.

Ewova I

2.3 Tldaprte pio dvvaryy, Padia etorvon and 10 GTOUN 0OG. ZVVEYIOTE VO EIGTVEETE OGO TO
duvatdv TePIoGOTEPO.

"Eva «iihuo» Ba oag emPefardoet 0Tt EIGTVEETE COGTA. ZUVEYIOTE VL OVATVEETE OGO TO SVVOTOV
TEPIOCOTEPO, APOV AKOVGETE TO «KAK». Mepikol acheveig umopel va Pnv akovGouvy To «KAK».
Xpnoiporomote to Tapdbupo eAEyyov yia vo Pefaimbeite 011 £xeTe £16TVEVGEL COGTA.

2.4 AmopoxpOVETE T GLOKELT| EIGTVONG OO TO GTOWUN GOG.
2.5 Kparfote v avamvor] 6o 660 10 SuvaTov TepIocOTEPO.

2.6 Exmvedote apyd pokpid amd T GLGKELT EIGTVOTG.
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Opiopévor acBeveig pmopet vo arsBavBovv pia kKokkmdn aichnon oto otope Tovg 1| pio ELaPPAOC
YAvKd 1} Tkpn yevor. Mnv ndpete emumAéov 60om o€ mepintmon mov dev acBavBeite Kdmown yevon 1
aioBnon petd v elomvon.

Yraporiote ko EAéyCre:

2.7 BePawmbeite 611 10 Tapabupo ehéyyov givar topa koxkivo (Ewkdva K). Avtd onpaivel 0t
éxete €10mVENGEL TO PAPLOKO GOG COGTA.

—
KOKKINO

. A

Ewoéva K

T vo. KaveTe €0V TO TaPaOVPo eLEYOV givar akopa Tpacivo petd v ewentvon (Ewova A).

¢)

Ewéva A

AvTo onuaivel 0TL dev £YETE EIGTVEVGEL TO EAPLOKS cag cmotd. IInyaivere wicw oto «BHMA 2
Ewonvevote 10 0appoké cac» kon emavarafere to pripata 2.1 £0g 2.7.

Edv 1o mopabupo eréyyov e&akolovbel va unv oAralel oe KOKKIvO, pumopet va £xete Eeydoel va
amelevfepdaETE TO TOPTOKAAL KOVUTE TPV 0T TNV EI0TVOT| 1] UTOPEL VL PNV €XETE EIGTVEVCEL APKETA
dvvatd. Eqv cvpPel avtod, tpoonadnote Eavd. Befoiwbeite 0T £xete amelevbepmdaoet To moptokaii
KOVUTTL KO OTL £XETE EKMVEVOEL TANPWOC. TN CUVEXELD, TAPTE Lo duvath, Pabid elomvon péca and 1o
EMOTOLO.

MMopokoleicOs va EMKOIVOVI|GETE PE TOV Y0.TPO 60G €V TO TOPAOLPO ELEYYOV e€aKkorovOEl va.
givor TPacivo petd amd eraverknquuéveg mposnddeiec.

[Tiéote T0 TPOOTUTELTIKO KAV U THOM 6TO EMGTOUIO UeT amd Kabe yprion (Ewkova M), yuo va,
OTOTPEYETE TNV EMUOAVVOT| TG GUCKEVNG EIGTVONG e okdvN 1] dAAa VAIKA. [Ipémel va amoppiyete
GUGKEVT EIGTIVONG GO, EAV YAGETE TO KAALLLA.
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Ewoévo M
EmnpéoOeteg minpoopisg

T pémel va KAveTe GV TPOETOWAGETE Kotd AdBoc o doon;

DvAAETE T GVGKELN EIGTVONG LLE TO TPOGTATELTIKO KAV 6T B€cm Tov PéYPL va £pBel | dpa va
€10TVEVGETE TO PAPUAKO GOC, GTI GLVEXELD APALPESTE TO KAALUUA Kol EeKvnote amo to Brjpa 1.6.

TIoc Aertovpyei o deiktng ddonc;

e O deikng do60Mg deiyvel Tov GUVOMKO aplBUd TV HOCEMY OV ATOUEVOVY GTT) GUGKELN
etonvong (Ewova N).

o Katd v mpd1n ¥pnon, kabe cuokevn e16Tvong TepLE el TovAdyiotov 60 dOGEIC 1
TovAdyiotov 30 docelg, avdAroyo pe To péyefog TG CLGKEVAGING.

o KdBe popd mov poptdvete (o 6601 TELOVTAG TO TOPTOKOAL KOV, O delkTng 600N
petaxveitol eEMaylota Tpog Tov Endpevo apuo (50, 40, 30, 20, 10 1 0).

[1ote mpémet va mhpeTe tio VEO GLGKEVT ELGTTVONC,

Oa wpémet va mdpete pio vED GUCKELT EIGTVONG:
e Edv 1 cuokeun €16TVOT|G GOIG POIVETOL KATEGTPAUHEVN 1| €4V XAoETE TO KAAVPLA 1)
o  Ortav eugavileton pio KOKKIVY Touvia 6Tov deiktn dOoNg, avtd onuaivel 6Tt TAncldlete oty
terevtaio 06on cag (Ewova N) 1
e Edv n ovokevn slonvong oag givar adeta (Etkova E).

O dciktng 660MG peraxiveitar o.pyd améd To
60 £mg 7o 0: 60, 50, 40, 30, 20, 10, 0.

AgikTtng
o601

Kéxxivn tawvia

Ewoéva N

Tloc uropeite vo yvaopilete 6TL N GLGKEVN EIGTVONC GacC ival GdELd:;

Oroav 10 moptokar kovumi dev enavélBel oty avmtepn duvotn Béon kot acporicel g pia evdldpeon
0¢om, 101 Exete OTaoEL TNV TeEAevTaia 06on (Ewdva E). Mmopeite va 16TveDoETE KAVOVIKA TNV
TEAEVTOIO, GO 0OCT), TAPOAO TTOV TO TOPTOKOAL KOLUTT €Yl ao@aAicel oe authy TN 0éom. Metd and
LTIV T 600T|, OEV UTOPEITE VOl EMAVALYPTGLLOTOUCETE TI GUGKEVT EIGTVONG KO TPETEL VAL OPYICETE
Vo YPNOYOTOLEITE Uit VEX GUGKELT] ELGTTVOTC.
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Oéon acpdrong

W J

Ewova =

Tloc mpéner vo kobapilete TN CLOKEVT EIGTVONG GOC,

Mnv ypnotponoteite IIOTE vepd yia va kabapicete T cuoKeLT| E16TVONS, KOOGS avtd pmopel va
KOTOOTPEYEL TO QPAPLOKO GOG.

Edv embBopeite va kaBapioete T GLGKELT EIGTVONG, AMAL CKOLTIGTE TNV £EMTEPIKT EMPAVELN TOV
emoTopion pe éva oTeyvO YAPTOUAVINAO 1 pio GTEYVY] YOPTOTETGETA.
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