ITAPAPTHMA 1

HEPIAHYH TON XAPAKTHPIZTIKQN TOY IIPOIONTOX



vTo @AapuraKo ovTd TEAEL LTO CLUTAN PO UATIKT TOPaKOAOVONGT. AVt Ba emTPEYEL TO YP1YOPO
TPOGIOPIoUO VEDV TANPOPOPLOV OGPAAELNC. ZNTEITAL 0O TOVG EXAYYEAUATIEG VYEING VO AVAPEPOVY
omoleconmote mBavoroyoOueVEG avemBOuNTeg evépyeteg. BA. mapdypapo 4.8 yio Tov TpOTO avapopis
OVETLOOUNTWV EVEPYELDV.

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Dovprela 200 mg diokio

2.  TIOIOTIKH KAI MIOXOTIKH XYNOGEXH
Ka0e diokio mepiéyet 200 mg mpeTopaviong.

"Exdoyo ue yvootn dpaon

Kdabe diokio mepiéyet 294 mg haktolng (g povoddpikn) kot 5 mg vatpiov.

T tov TApn Katdloyo tov ekddy®v, BA. mapdypago 6.1.

3. DOAPMAKOTEXNIKH MOP®H

Awokia.

Agvkd £mC VTTOAEVKO, MOEIEG SIOKIO YOPAYUEVO LE TNV EVOELEN «M» o1 pio TAevpd Kot «P200»

oTNV GAAN TAELPAL.

Awotdoelg diokiov: 18 x 9 mm.

4. KAINIKEX ITIAHPO®OPIEX

4.1 OgpamevTiKég EvOEitelg

To Dovprela gvdsikvutor oe cuvdvacuo pe Pedaxiiivn kot Aveloiidn yia tn Bepaneia

- eVNATK®V pe mvevpovikn eupotioon (TB) opetldouevn e Mycobacterium tuberculosis pe
avToy” 6€ OAQ Ta akoAovBa: 1oovialion, prpapmikiv, edpuaKo BoPLOKIVOAOVNG Kol EVEGILO
OVTYKPOPLOKO QAPLOKO dEVTEPTG YPOLLUNG Kot

- evnAikmv pe mvevpovikn TB opeilopevn oe M. tuberculosis pe ovtoyn 1660 oty wovialion
0G0 KOl OTN PLPAUTIKiVY, 01 0TTo{ot Elval SVCAVEKTIKOL 1] 6EV avTOTOKPivOVTaL 6T cLVHON

Oepamneia (BA. Tapaypdpove 4.2, 4.4 ko 5.1).

Oa mpénet vo Aapfavovtar vToYT ot emionueg KatevBuvthpleg odnyieg oyeTIK e TNV KOTAAANAN
YPNOM TOV OVTIPOKTNPLUKOV TOPAYOVI®V.

4.2 Aocoloyio kor TpOTOG YOPYNONS

H Oepaneio pe mpeTopavion Tpémnel va EEKvVA KoL Vo TopakoAovOeitol amd 1Tpd e umelpia o
Swyeipion TB opethduevng oe M. tuberculosis pe avtoyn oto @appoKa.

H mpetopavion mpémel va yopnyeitoan pécm aueca emprenopevng Oepanciog (DOT) 7 cdupova pe v
TOTIKT) TTPAKTIKY].



Aocoloyia

H ocvvietdpevn docoroyia givar 200 mg (éva d1okio) TpeTopoviong pic popd tv nUéEPa, yio
26 ePdopdoes.

Evoéyetan va e€etaotel peyaddtepn dudpketa Bepaneiog oe acbeveig o1 omoiot dev £xovv avtamokplOel
EMOPKOG ot Oepamneia oTig 26 efdopddeg ava mepintmon acdevn (PA. mapdypaeo 5.1).

H mpetopavion mpémet va yopnyeitan uovo ce cuvovacud pe Pedakirivn (400 mg pio opd tnv nuépa
v 2 efdopddeg axorovBovpeva amd 200 mg 3 popéc v efdoudda [pe tovAdyiotov 48 dpeg HETOED
TV d0GE®V] amd TOL GTOHATOG Yo £va UVOAO 26 gfdopddmv) Kot Aveloridn (600 mg tnv nuépa amd
TOV GTOUOTOC Y10, G 26 EPOOUADES).

Oa mpémet vo AapPavovtal VTOYT 01 TANPOPOPIES TPOTOVTOG Yia. TN Pedaxiiivn Kot T AtveloAidn yio
TPOGOETEG TANPOPOPIEG GYETIKA LE TN YPNOTN CVTAOV TOV PUPUAKEVTIKDOV TPOIOVIMV.

EmumAéov, PA. mapdypapo 4.4 yio mAnpogopleg GYeTIK [E TNV TPOTOTOINGT TG 600mMG TG AMveLoAIdNg
OV €QPAPUOGTNKE KATE TN O1ApKELD TNG KAVIKAG peAétng ZeNix kot A, Tapdypago 5.1 yia
AETTOUEPELEC TNG LEAETNG.

Aroxorn e OepamevtikniS aywyngs TPeTOUaVIons-fedokiivy-Aveloriong (PA. exions

ropoypapovs 4.4, 4.8 kot 5.1)

o Edv iakomel ) Bedakidivn | ) TpeTopavion Yo 0motovonmote Adyo, oOAOKAN PN 1| 0y®YN
oLVOLOC OV Ba TPEmEL va Stakomel.

o Edv 1 Aveloidn dtaxomel oploTikd Katd Tn SLOPKELN TOV OPYIKOV TECCUP®Y SL0d0Y KMV
ePdopddwv Bepameiog, oAOKANPN 1 ay@yn cuVILAGHOD B TPEMEL VoL SLOKOTEL.

o Edv 1 Aveloridn dwaxomel petd tig apyikés técoepic efdopdoeg dadoyikng Oepaneiag, n
AY®OYN UTOPEL VO GUVEXLIOTEL LOVO UE TN PESKIAIVY KOl TNV TPETOUAVION.

Adaoeis mov mopoieipOnkoy

Omnoleconmote 806elg TpeTopaviong Kot Bedakidivng Tov TapaieipOnkay o tpénet va avarinpmbovy
070 T€hog ¢ OBepamneiog. Adaeig MveloAidng mov TapadeipOniay AdY® OVETIBOUNTOV EVEPYELDV TNG
AveCOAIONG Oev TPEMEL VoL AVATTANPOVOVTOL 6TO TEAOG TNG Oepameiog.

Avazpére otig TANpoopieg mpoidvtog yio T Pedakiiivn ko T Aveloridn yia tpodcheteg
TANPOPOPIEC GYETIKA UE OVTA TO POPUOKEVTIKE, TPOTOVTAL.

Awapkera e Oepameioc

H ocvvolikn dudpxetla tng Oepaneiog pe mpetopavion oe cuvovacuod pe fedaxirivn kot AveloAidn sivat
26 ePdopddeg. Ta dedopéva amd Bepameio peyorvtepng didpkelag ival mepropiopéva. Evoéyetal va
eEetaotel peyavtepn dudpkela Bepaneiog oe acbeveig ol omoiol dev £ovv avtamokpifel ETOPKOS 61N
Bepaneia otig 26 gfdopdoeg ava mepintmon acevr| (PA. mapdypopo 5.1).

Hlriouévos tinboouog (niikiog > 65 etcv)

Yrhpyovv Teploploptéva, KMVIKA Oed0UEVE GYETIKA LLE TN YP1ON TNG TPETOUAVIONG € NAKIOUEVOLS
aoBeveic. Zuvemmg, 1 AGQAAELN KOl 1) OTOTEAEGUOTIKOTITA TG TPETOLOVIONG 08 NAKIOUEVOLG
aoBeveig dev Exouv TekuNPlOE.

Hrozikn dvolerrovpyio
H aocpddeta kot 1 amoTELEGHATIKOTNTO TG TPETOUAVIONG 6€ TANBVOUOVG LE NTOTIKT SVGAEITOLPYi
dev &yovv tekunplobel (PA. mapdypoao 4.4).

Neppixn dvalertovpyio,

H aopdleta kot 1 0moTEAEGUATIKOTITO TG TPETOUAVIONG 6€ TANBVOUOVG UE VEPPIKT SVGAELTOLPYia
dev &yovv tekunplmbel. Agv vapyovv dabéoiua dedouéva. H yprion oe acbeveig pe veppikn
dvoleltovpyia dev GUVIGTATOL.



THoudrotpios tAnBoouog

H aocpdAeta Kot 1 amoTEAEGUOTIKOTNTA TG TPETOUOVIONG G€ Tadtd Kot prioug dev £xovv aKopo
TekUnPLoOEt.

Agv vrapyovv dabéciua dedopéva.

Tpomog yopnynong

T'a amd otopatog ypnon.
H npetopavion mpénet va Aapfavetar pe tpoen (BA. mapdypago 5.2).
Ta diokio TPEMEL VO, KATOTIVOVTOL PUE VEPO.

4.3 Avtevosielg

YrepevoioOnoio 6t dpaoctikn ovcia, GALES vitpoipdaldres 1} o€ KATOL0 amd To £KS0Y TOV
ovVoQEPOVTOL OTNV TTaPAypaeo 6.1.

4.4 FE10kég TPOEIOOTOMGELS KO TPOPVAAEES KATE TN (p1jon

H aopdleia kot 1 aroTEAEGUATIKOTNTO TG TPETOUAVIONG deV ExovV TEKUNPLOOEL Yio0 T Yprion TG o€
GUVOLOCUO LE PAPUAKEVTIKG TPOTOVTO £KTOG amd Pedakidivn kot Avelodidn og pépog g
GUVICTAOUEVTG OOGOAOYIKNG OLYMYNG, EMOUEVMG 1 TPETOUAVION EV TPEMEL VOL YPTCLLOTOLEITAL MG LEPOG

0TO10.GONTOTE GAANG AYDYNC.

Hraroto&wkotnto,

Evdéyetar va mapovsilaoctel nmatotoSikdTnTa LE T XP1oN TNE Ay®YNS TOL amoteAeiton omd
TpETOUAVION, Pedakidivn kat Atve{oAidn. Ot epyactnploxéc eEeTdoelg Tov oyeTilovTat e To HTop
npénel va, mapokoiovBovvtal. Ta ovorvevpaTdon Kot To NTOTOTOEIKAE POPLOKEVTIKA TPOIOVTA
(coumepAOUPOVOLEVOV TOV QUTIK®Y GUUTANPOUATOV), EKTOC omtd ekeiva Tov Kabopilovial 6t
dNAmon evoeiewv (BA. Tapdypapo 4.1), Ba Tpémel va amopehyovtal evOSm AdpuPaveTal 1 aymyn,
Wiitepa o€ acbeveig e petopévn NIaTikn Aettovpyia.

Ta copmtopata Kot onueio (0nwg kOT®Oon, avope&ia, vavtia, IKTepog, GKOLVPOYP®LLO 0VPU,
gvototnoio Tov Nratog kot nratousyaio) Tpénel va avipetoniloviol ko' OAn TN S1dpKeLd TNG
Oepaneiog. O epyaoctnprokég e€etdoeig (aAavivikn apvotpavopepdon [ALT], acmaptikn
apwvotpovoeepdon [AST], alkaAiikn poceatdon kat yoAepvOpivn) Tpénel va mapaxolovdodvtal
Kkatd v évapén e Oepaneiog kot kat' eAdyiotov pio eopd kabe efdoudda Katd T d1dpKELN TOV
TPpMTOL UNva Bepaneiog, Kabe devtepn BdoUGdN KaTd T S1dpKELD TOV Uva 2, Kot Unvioic ot
ouveyela evoom Aappdveton n Oepameio, Kabng Ko Onwg anorteital. Edv mapovciactody evdeifelg
VEOC 1] EMIOEIVOVUEVIG NTUTIKNG SOVGAEITOVPYING, TPEMEL Va. O1evepyNOel EAeyy0C Yo 10YEVI NTTaTITION
Kot T GAAL NTOTOTOEIKA QapULaKEVTIKAE TpoidvTa Tpénet va Stokomovv. H Bepaneio pe to ohvoro g
ayOYNG TPEMEL va. S10KoTEl €6v:

o O1 avénoetg apvoTpavoPepdons cuvodevovTal omd aVENoT TNG OMKS yorepLOPivIC
UEYOADTEPN A0 2 POPEG TO OVMTEPO PLGIOAOYIKO OP1O.

o O1 avénoetg apvotpavopepdons etvar peyahitepes and 8 opES TO avATEPO PLGLOAOYIKO OP1O.

o Ot avéNoelg aUvVoTpavopePAoNS Elval LEYOADTEPES OO 5 POPEC TO AVATEPO PLGIOAOYIKO OPLO

KOl ETUEVOLV TTEPO, Ao 2 efSOUAdEC.
H Bepancio umopel va apyicet Eové vtd otevn| emtipnon Otav Ta NITATIKA EVELUO KOt TO KAVIKA
GUUTTMUOTO KOVOVIKOTTON 000V,

Tpororoinon/tpocwpvr dtokor) AOY®m avembountmy evepysl®v the AveCoAidNne

Evdéyetan va ypelaotel tpomomoinom N tpocwpiviy Stokonr| tng docoroyiag g AveloAong Katd
duapkela tng mopeiag tng Bepameiog yia tn dayeipton Twv Yvoot®dv toéikottov g Aveloiidng. Ot
TOPUKATO GUGTAGELG AVTIKOTOTTPILOoVV TIC S10d1KaGieg TOV YpMoloTotOnKay ot neAétn ZeNix
(mapdypagpog 5.1).



Moveloxaraotoin

ITAMpeg apodidypapiplo Tpémel va mapakorovdeital kot eldyiotov atnyv apyn g Bepaneiag, otig dvo
ePdoudoeg Ko ot cuvEXE unviaia o€ acbeveig mov Aappdvouv AveloAidn g LEPOS TNG OYWYNG
oLVOLOoHOV. Ot AUATOAOYIKEG TOPAUETPOL ElVaL HETOPAAAOUEVEG OO PETPTON OE PETPTOT, KO Ol
HELDGELS Ba Tpémer va aEI0A0YOVVTOL GTO TANIGLO TS GUVOAIKNG LATPIKNG KOTAGTACNG TOV ac0evoug.
O apokdto katevBovinpieg oonyieg pmopovv va Aappdvovtal vwoyn otav givor moavo n AveloAidn
va (el TPOKOAESEL TN UelmoT| oTIg petpioels aipatog. E&etdote tnv mavon 1 peiwon g d6omg g
AveloAiong ota 300 mg oTig aKOA0VOEC KATAGTAGELC.

. Avapia - €av n apocearpivn méoet katm and 80 g/l 1| mepiocotepo and 25% katw amd v
TN Katd v évapén g Bepomeiog.
o Agvronevia - €dv 0 andivtog aptdpudg ovdetepogilmv (ANC) néoet kétw amd 0,75 x 10%/17

ONUOVTIKA KAT® amd v Tiun Evapéng. EmPefaidote pe emavoinmtikd Ereyyo mpwv npofeite o
TEPOULTEP® amMOPAcel;, kKabmg ot ANC pmopei va €yovv nuepnota kot GAAN HeTaAntoTnTa.

. Opopfonevia - ebv Ta oponetdMa TEGoLY KaTm amd 50 % 10°/1 i oUAVTIKG KATO 0md TV Tiun
&vapénge. Idavikd, emPefordote pe emavalnmtikd EAeyyo Tpv TpoPeite oe TEPUITEP®
OnoPAcELS.

Oroav mopatnpndel fertimon otn poehokotactorn, eetdote T cvvéyion T MveloAidng otnv

apyKn 600M 1 6TO NUIGL TNS OPYLKNAG 0OGTG.

Leprpepixy vevpordlera kou ortixy vevporddela.

[Teprpepikn vevporddeio oyetilouevn pe ™ AveloAidn sivor yevikd ovactpéyiun 1 PeEAtidveTal pe
TNV TPOCOPIVN SIUKOTN, TN UEI®GN TNE OGNS N TNV OPLOTIKT SL0KOTT TG 00G0A0YING TNG
AveloAiong. Otav mapotnpnbei Pedtioon oty mepipepikn vevpomdOela, eEETAGTE TN CLVEYLOT] TNG
AveloAiong ota 300 mg (610 NGO TG APYIKNG 000MG). XTIG KAVIKEG peEAéTeG (Tapdypapog 5.1), 1
EMIMTOON TNC TPOSWOPIVIE SLOKOTN G/ UEImONG/0pIoTIKNG Stokomng TG AveloAidng AMOy® TEPLPEPTIKNG
vevpondbeiag avéndnke otabepd and nepimov 2 punveg amd v Evapén tng Bepomeiog péypt tv
oloxAnpwon g Oepaneiag. [Tapakoiovdeite Ta onTIKG CLUTTONOTO GE OAOVG TOVG 0cBevelg oL
Aappévouy Ty oy@yn cuvdLacoD TpeTopoviong, Pedakiiivng kot AtveloAiong. Edav évac acbevig
TOPOVGIACEL COUTTMOTO OTTTIKAG SLOTOPAYNG, SLKOYTE TN 6000A0Yi0 TNG AtveloAidNg Kot AaPete
apeom opBaiporoykn eE€taon Yo a&loloynon yio onpeio onTikNg vevpomdetac.

Todaxtikn oléwon

H yoloxtikn o&éwon amotedel o yvomotn avemBountn evépyela g Atve(oAidng. AcBeveic ol omoiot
avanrTOooovV LTOTPOTMALovsa vavTia 1 £UeTo TPEMEL va AapPdvouy dpeon 1aTpikn a&toAdynon,
ocopmeptAapPoavouévne aElohdynong ToV ETTES®Y SITTOVOPAKIKOD Kot YOAOKTIKOD 0£E0G, Kt Oa
npénel va, e&etdleTon 1 Tpoowpivy dtokom ¢ Aveloiidng. H Avelodidn umopei va apyicel Eava og
YOUNAOTEPT 0OGT e GTEVH TAPOKOAOLONGT OTAV VITOYMPTICOVV TO. GNUELD KOl GUUTTMLOTOL
YOAOKTIKNG 0EEMOTG.

ITopdtaon tov QT

TTapdraon tov QT £xel avapepbet e v aywyn cuvovacoHoD TPETORAVIONGS, PEdaKIAivig Kat
AveloAiong. H mapdraon tov QT amotedel o yvoot) avemBount evépyeta g Pedakidivng. H
Bedakidivn og cLVOVAGUO e TpETOLOVION aiveTal 0TI 0dnyel og LYNAOTEPN Ttapdtacn Tov QT and
eketvn mov avapévetar pe ™ Pedaxidivn povo. Qotdco, 1) ETLOPACT TNG TPETOUAVIONG OEV EXEL
YOPOKTNPIGTEL TANP®G.

"Eva, HKT Oa mpémel va Aappdveton mpv v évapén g Oepameiog kot TovAdyiotov unvicio Katd T
duapkela g Oepameiag pe v aymyn cuvoVAGHOL TPETOUAVIONG, Pedakidivig kot Avelolidng. To
KGA10, AGPECTIO KOl LoyVAGLO 0poD TTPETEL Vo, Aapfdavovtal katd tnyv Evapén Kot va dtopbdvovton edv
dev givan puotoroyucd. [Tapakoiovdnon TV NAEKTPOAVT®V TPEMEL VoL SlevePYELTOL AV OVIYVELTETL
nmapdtacmn tov QT.

Ta akdlovba propovv va avéRcovy Tov Kivovvo mapdtacng tov QT:

o 16TOPIKO KOWMOKNG Toyvkapdiog diknv putdiov (Torsade de pointes),
o TPOCMTIKO 1 OLKOYEVELNKO 1GTOPIKO GLYYEVOVS GLVOPOLOL pakpov QT,
. 16TOPIKO 1} cLVENLLOEVT TTOPOLGin LTTOBVPEOEISIGHOD,



. cuveylopevn Ppadvappudpia,

o KOPOKN OVETAPKELN 1] YVOOTY OOLKT Kopdtomadsia,

o ddotnua QT 6mwc dopBmbnke péow g pebddov Fridericia (QTcF) > 450 ms (emBePormpévo
UEC® EMOVOANTTIKOD NAEKTPOKAPIIOYPAPTLOTOC) 1)

. enineda aoPeotiov, payvnoiov 1 KaAiov 0poDd KAT® amd TO KATDTEPO GUCIOAOYIKA OPla.

OAOKAN PN M ayoy"| TpeTopoviong, fedakiiivig kot AtveloAidng mpénel va dtakomel €dv 0 acBevig
ovOTTTUEEL KAMVIKG onuavTikh kKothokn appubuia 1 dtdotnpoa QTCF ico pe 1 peyaAvtepo and 500 ms
(emPeparopévo péow emavarnmrucod HKT). Edv mopovciactel cuykonn, tpénet vo Anebei HKI yia
v aviyvevon mopdroacng tov QT.

O «ivévvog mapdtacnc tov QT ya v aymyr cuvdvacuov dev Exel Tekunplobel o exBéoelg
VYNAOTEPEG Ao Ta Bepamevtid emineda. O kivovvog pumopel va givar ovEnpévog €6V 11 GLGTNUOTIKY
éxbeon g TpeTopaviong eivar ovénuévn (BA. mapaypagovg 4.5 kot 5.2).

"Exdoya

To Dovprela mepiéyel Aaxtoln. Ot acbeveic pe omavia kKAnpovopukd tpofAnuata dvcaveéiog ot
YoAokTOLN, TANPT OVETAPKELD AOKTAOTG 1] KOKT aoppOenoT YAVKOLNG-YoAaKTONG eV TPEMEL VOl
TPovVV avtd T0 EAPLOKO.

To Dovprela mepiéyel Aydtepo amd 1 mmol vatpiov (23 mg) avd diokio, givar ovtd Tov ovopdlovue
«ehevBepo vatpiovy.

4.5 Almiemopdocseig pe GAlo QUPUIKEVTIKE TPOTOVTO Kol GAAES pOPPES aAAnAemiopaong

Emdpdoeic GAAOV QopUOKEVTIKGOV TPOIOVI®MV GTNV TPETOLOVION

Enoywyeic tov CYP3A44

H mpetopavion petaforileton ev puépet amd to CYP3A4. Q¢ anotéheoua, 1 €kBeon otny TpeTopovion
umopel va glvar pHeElpEVN Katd T SLapKeLn cuyyopnynong e enaymyeic tov CYP3A4. Xtic peréteg
OAANAETIOPAGE®Y TG TPETOUOVIONG TOAAATAGDY dO0CEWMV L pLpapmikivi 1 epafipévin TOALUTAGY
d0cemv, 1 AUC-24n TNG TPETOUAVIONG NTAV PEIOUEVT KOTA 66% 1) 35%, avTioTorya. AdYm TG
mBovotnTog peimong tng BepamevTiKng EniOPAOG TNG TPETOHOVIONG AOY® HEIMONG TNG GUGTNUATIKNG
£€kBeomg, 1 GLYYOPNYNOT TPETOAVIONG Kot HETPL®V 1 1oyvp®dV emaywyéwv CYP3A4 (n.y. epafipévin,
eTpafipivn, proapvkivec COUTEPIAOUPAVOLEVIC PLOAUTIKIVIG, PLPATEVTIVIG KO PLOOUTOVTIVIG,
kapPapalenivn, eavotoivn, vrepikod [St. John’s wort - Hypericum perforatum]) ypnGUULOTO00UEVOY
GLOTNHOTIKA Bo Tpémetl va amopevyeTol (PA. mapdypago 4.4).

e o PeAETN OAANAETIOPACEMVY TG TPETOUOVIONG TOAAATA®DY SOGEMV e EVIGYVUEVT Ue prtovaPipn
romvofipn toAhamAdv 60cewv, 1 AUC.24n TNG TPETOROVIONG TOV petwpévn katd 17%.

Emdpdoeic tne mpetouovione o€ GAML QOPUUKEVTIKA TPOTOVTA,

Enidpoon oro vrootpouara twv CYP2CS, 2C9 kot 2C19

In vitro nerétec deiyvoouv 611 | TpeTopavion etvan emaywyéag tov CYP2CS, evd ot peréteg gival
ATELECPOPEG GYETIKA LE TN duVATOTNTA TNG TPETOHOVIONG Yo enaywyn Twv CYP2C9 ka1 2C19. H

in vivo enaymyn dev umopel vo, amokAeloTel, kabhg dev Exovv deaybel Khvucég ueréteg. Edv n
TPETOLLOVION cuyyopnyeitan pe vrootpopata Tv CYP2CS8, 2C9 kot 2C19, m.y. makMta&éln,
Bappapivn, peparvotoivn, ol cuvtayoypaeobvTeg Kal ol acbeveig Toug Oa Tpémel va mapatnpody yio
TOOVOS LEIOUEVT] UTOTELEGUATIKOTITO OLTAOV TV VITOCTPMUATOV.

Enidpoon oro vroopouara twv OAT3, OATPIB3, P-gp kou BCRP

H mpetopavion etvan évag avaotoréag tov petagopéa OAT3 in vitro, To omoio umopel va 0dnyNoeL o€
OVENEVEC GUYKEVTPMOCELS POPUAKEVTIKOV TPOTOVI®V VTOSTPOUAT®Y Tov OAT3 Khvikd kot propet
v ENCEL TOV KIVOUVO aVETIBOUNT®V EVEPYELDY OVTOV TOV PUPLEK®V.

Edv n mpetopavion cvyyopnysitot pe @appakevticd tpoiovta vrootpopeto tov OAT3 (w.y.
pebotpearn, PevivhomevikiAdivn, wdopebaxivn, curpopro&acivn), TPENEL VO, TPUYUATOTOLEITOL
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TopaKoA0VON T Yo oYETILOUEVEC LE TO QAPLLOKO OVETIBVUNTEC EVEPYEIEC TOV VITOGTPOUATOV TOL
OAT3 kot va e€etdlovion HEIMGELS TNG S0COA0YING Y0 TO PUPUOKEVTIKO TPOIOV VITOCTPDLATOS TOV
OATS3, gav yperaletor (BA. Tapdaypapo 4.4).

In vitro nerétec vmodetkvbovv 4L n TpeTopovion eivarl avactoréag tov BCRP, OATP1B3 kot P-gp.
Agv &xovv deayBel KMVIKES LEAETEG Y1a TN SIEPEVVTION OVTOV TWV OAANAETIOPAGE®Y. XVOVENHDGS, OV
umopel va 0moKAEIGTEL TO EVOEYOUEVO 1] CLYYOPNYNOT TG TPETOUAVIONG e EVOIGONTO VTTOCTPDO AT
tov OATP1B3 (n.y., Bolcaptdvn, otativeg), vrootpouata tov BCRP (w.y., pocovpactativn,
npaloacivn, YAvBovpidn, covApacaralivn) kot vrootpduata Tov P-gp (m.y., dtyo&ivn, eteihiky
dafryatpavn, Pepamoapiin) va avéncet v Eékbeon toug. Edv 1 mpetopavidn cuyyopnysiton pe
vrootpdpoto Tov OATP1B3, BCRP 1 P-gp, Oa npénet va die&dyetan mapakorlovOnon yia

o T OUEVEC UE TO PAPUOKO OVETIOVUNTEG EVEPYELEG TOV GLYYXOPTYOVUEVOD PUPUUKEVTIKOD
TPOIOVTOC.

4.6 T'ovipétnTo, KONON KAl Yorovyia

Kvnon

Eivow moAd mepropiopéva ta dedopéva, amd Ty ypnon TPETOUAVIONG oTic £YKLEC Yuvaikec. Meléteg o¢
Coa dev Katédel&av apeoeg N Eppeceg emiPAaPeis emdpacelg TNy avantuén Tov eUPPHOV-KVILATOG
(BAéme mapaypoeo 5.3).

H mpetopavion mpémet va ypnoipomoteiton Katd T S1apKeL TG EYKLVUOGVVIG LOVO €AV TO OQPEAOG YO
v acbevn Bempeitarl 0TL vIepTEPEL TOL THAVOV KIVOVUVOL Y10 TO EUPPLo.

OnAacpos

Agv glvar yvootd edv 1 TpeTopavion/ ol petafolriteg amexkpivovial ato avBpamvo yoda. Ta dabéciua
QOPLLOKOOLVOALIKE/TOEIKOAOYIKA dedopéva. o€ (Do, £3e1E0V OMEKKPIOT TNE TPETOUAVIONG 6TO YAAM
(BAéme mapdypapo 5.3). O xivduvog oto madi mov Onidalel dev punopei va anokAeiotel. [Ipénet va
amopactotel edv Ba dakomel o InAacpog 1 Ba dwaxomnel 1 Oepaneia pe v TpeTOpaVidn, AapuPavovTtog
VITOYT TO OPEAOC TOL ONAAGLLOD Y10, TO TOILdT Kot TO OPEAOC TNG Bepameiag yio TNV yuvaika.

Tovipdémra

Agv vrapyovv dtabécipo dEd0UEVA GTOV AVOPM®TO Yo TNV EMIOPOCT) TG TPETOLAVIONG GTN YOVILOTNTA.
H am6 tov otopatog 1opnynon e TPETOUAVIONG TPOKAAESE EUPOVMG LEIMUEVT] YOVILOTNTA GTOVG
apoeviKovg apovpaiovg (BA. mapdypapo 5.3).

4.7 Emopacsig 6TV IKavVOTNTA 001]Y1|61G KL (EIPICHOD PUNYOVI|LATOV

H mpetopavion umopsi va £xet LKpn €Xiopon TNV IKAVOTNTE 03NYNONC KoL YEPICUOD UNYOVILATOV.
76 éxel avoeephel og oplopévoug acbeveic ol omoiol Emapvoy TPETOUOVION KOl OPIGUEVOL 0o0EVELG
Tapovsiacay onTiKn dtatopoyn. Avto Oa npénet va Aappdvetor vroyn Katd v a&lohdynon g
KOVOTNTOG TOV 0i60gvoDC Yo 0N yNoN N XEWPIGUO unyovnuatov (BA. Topdypao 4.8).

4.8 AvemOOunreg evépyereg

O1 710 oLy VEG aveTIBOUNTEG EVEPYEIEG TOL POPLAKOV KT TN d1dpKeLa TG Depomeiog pe tnv
npeTopovion o cuvdvacud Le Bedaridivn kot AtveloAdn Mtav vauTio, £LETOG KOl TPOVOAULVAGEG
avénuéves. AcbBevelg mapovoiacav TepLpepikn vevpomadela Kot avaorpio, ol 0Toies amoTeAoVV YVOOTEG
avemBounteg evépyeieg g AveloAidng, avtiototya. Navtia, EHETOC KO TPAVGAUIVACES QVENUEVESG
glvar SuvnTIKEC avemBOUNTEG EVEPYELES KA TOV TPIOV PAPUUKEVTIKMDY TPOTOVTOV GTNV ay®YN.
AvatpéEre oty [epiinym tov Xapoktnpiotikdv Tov [1poidvrog tng Pedakiiivng kot tng AtveloAidng
Y0 TEPLOGATEPES TANPOPOPIEG TYETIKA LE TIG AVETIBOUNTEG EVEPYELEG TOL TPOKOAOVVTOL OO AVTA TA
00 QUPUAKEVTIKG TPOTOVTAL.



Kotdroyoc avemBountmv evepYEIDY TNC TPETOLOVIONC GE LOPON TIVOKQ

O avemBounteg evépyeteg Tov papudikov (ADR) mov avagépbnkay oe 109 acbeveic mov Elafav
Oepaneia pe TpeTopavion oe cuvdLAcUO pe Bedaxiiivn kot Avelolidn (1.200 mg nuepnoing) ent

26 gfoopdoeg amd T un ereyyouevn soxkiun eaong 3 Nix-TB, pall pe tic ADR mov avaeépbnkay og
45 acBeveig mov ElaPav Bepaneia pe TpeTopavion oe cuvdovacud pe Pedakiiivn kat Atvelolion
(1.200 mg nuepnoimg) eni 26 efdopddeg kot og 45 acheveic mov EhaPav Bepaneia pe TpeTOUAVION GE
cuvdvaoud pe Pedaxtiivn kot AtveloAidn (600 mg nuepnoing) eni 26 efdopddeg otn dokiun edong 3
ZeNix, cuvoyilovtol 6Tov Tivaka, TapoKATo KoTd Kot yopio/opyavikd chotnua kot cuyvotmta. O
aKOAovB0¢ KaTAAOYOS AVETIOVUNTOV EVEPYEIDV TOV QOPLAKOV OVTUTPOCMOTEVEL EV UEPEL TO TPOPIA
aoQAAELNG TOV BepamenTikod oynuatog TG pekétng BPal, kafmg etvat duckoro v dloymploTei 1
artiokn oyéon petald Tov empépoug eapudkmv. Ot ADR mov Oempeitat 6Tt opgilovtor ot

AveloAion emonpoaivovton pe A.

Iivakog 1: AvemOOUNTES EVEPYELEG TNG TPETONOVIONG 0O KAVIKEG NELETES

OLLLOTIOUTIKOV KOl TOV

ovdetepomevia® A,

Koatmyopia/opyaviké | Iord cuyvég Yoyvég Oy ovyvég
cooTNO >1/10 >1/100 ¢mg <1/10 >1/1.000 g <1/100
Aodéelg kot Ytopatikn Kovtwvticon™®

TOPOCITOCELS

Awotapayéc Tov Avopio* A Agvkomevia A, Agpoomevio A

TOVKLTTOPOTEVID A

AELPUCOD GLGTNOTOG Opoupomevia* A

Awtopayég Tov Mewopévn 6peén Yroyhlvkopio, Apuddtmon,
UETAPOAICUOD KOl TNG YOAOKTIKN o&Eman™ A, vracBectiaipia,
Opéymg VITOLLOLYVI|GLOL vrooykapia,
Yoyrorpucé Admvia Ayyoc, katdfinym
SloTapoy€C

Awotapayéc Tov
VELPIKOL GLGTILLOTOG

Ieprpepucn
vevporadeia* A,

Avcyeveia, (oAn,
Kepaadyio

OpBolpuég
SloTapoyéC

Ontikn dSwTapayn’™,
0PBoAUIKOG £peBIoOG,
0POoALIKOG TOVOC,
OTLTIKY| VEVPOTAOela*A,

Alotapoyi Tov eaKov,
KVIGUOG TOVL

opBoApov, oidnuo Tov
0pBaAL0D, o1dMpLa TNG

Enpopboipia omTIKNG ONANg,
nmpecfuomio
Awotapoyn Tov ®TOG Koopwon
Kot Tov Aafopiviov
Kaopdiakég dratapoyés AloOnuo modpmv,
oAeforopfikn
TaLKopdia
Ayyelaxég dratopoyég Ymnotaon

Awotapoayéc Tov
OVOTTVEVLGTLKOV
GUOGTNHOTOG, TOV
Bdpaka Kot Tov
pnecobwpdxiov

Bnyag, eniotadn




Kotmyopia/opyaviké | Iord cuyvég Yoyvég Oy ovyvég
cvoTNA >1/10 >1/100 é¢m¢ <1/10 >1/1.000 ¢cg <1/100
Awotapoyég Tov Noawvtia, £petoc, Taotpitoa*, didppoia, Kothioxn dudtaon,
YOG TPEVTEPIKOV dvomeyia dvokoot T, YA®ocoduvia,
YOG TPOOIGOPAYIKT| OLLOTELEST
TOAMVOPOUIKT] VOGOG,
TOYKPEOTITION™®, KOIAOKO
dAyoc*™
Awtopayég Tov Tpavooapuvaoceg YrepyorepvOpvaripio™ Hratopeyaia,
NROTOC KoL TOV avénpévec* {ktepog
YOI POP®V
Awtapoyég Tov Axpn* Enpodeppio, odomexia, | AAAepyikn
d€pLOTOG KOt TOV Kvnopog*, eEavonuo* depporitida,
VIOdOPLOV 16TV VIEUELAYYPWOT) TOL
dépuaTog
Awotapoyég Tov MvooKeAeTIKOC TOVOCH,
HVOCKEAETIKOD pvikoi ctacpoi*
GULGTNLOTOG KOl TOV
oLVOETIKOD 16TV
Awotapoyég Tov Avciertovpyia g
OVOTTOP Oy Y KOV oTHoNg, Untpoppayio
CULGTNLOTOG KOl TOV
LOGTOV
I'evikég dratapayés kot Konwon* Koakovyia
KOTOGTAGELS TG 0000
xopnynong
[Mopaxiivikég Téppa ITapovoia
eketdoelg YAOVLTOUVAOTPOVOPEPAOT] | AEVKOUOTIVIG GTA
avénuévn, Tapdtacn Tov | ovpa,
QT o10 KPEATIVOPOGPOKIVACT
niektpokapdoypaenua, | MB aipatog
OAKOATKT OGEATACT) avénuévn, ovpkd 0&n
aipatog avénuévn, aipatog avénpévo,
KPELTIVOPWGPOKIVAOT veppIKn Kabapon
aipatog avEnuévn, ovpila | kpeaTviviig petdpévn
aipatog avEnuévn,
Amaon ovénuévn®,
aULAGON avENUEVN*,
Kpeativivn aipotog
avgnpévn

*Or emideypévol 6pot Exovv coumtuybel g eENG: mepLPEPKi] vevpomadsera (aicOnpo Kavsov, vraistnocia,
VIOAVTAVOKAUGTIKOTTA, TEPLPEPIKT VEVpOTADELD, TapalcONGia, TEPIPEPIKT KIVITIKT VEVPOTADELD, TEPLPEPIKT|
aleOnticokvnTikn vevpomddeta, mepipeptkn aicOntiky vevponddeia, moivvevponddela): yooTpitidoa
(yaotpitda, ypévia yaoTpitida): akpn (okun, deppotitida opotdlovoa e oK) HVOCKELETIKOS TOVOG
(apBpakyia, mévog otnv TAdTH, TAELPOYOVIpiTIdQ, Luadyio, TOVOG 6T GKPa, LVOCKEAETIKOG

OVoG): Tpaveamvaces avénuéves (aiavivikn apvotpaveeepdon (ALT) avénpévn, acmaptikn
apwotpaveeepdon (AST) avénuévn, pappoakoemaydpevn nratikn PAARN, avEnpuéva nratkd Eviupo, Nratikn
Agrrovpyio U GUGLOAOYIKT, ATOTEAEGLLOTO EEETACEMV NIATIKNG AEITOVPYLOG QVENEVA, TPAVCAULVAGES
avénpéveg): eEavinpa (e£avinua, eEbvinua epubnuatddes, dvinua knAdopratdmdec, eEavona
BAratdddeg, eEGvOnpa QuoaAMdDOES, e&avON o 0lddEg): KYNGROG (KvNoUdS, KNoUOg YEVIKEVIEVOS, eEAVOT LA
KVNOUMOES)" KOLAMOKO aAyog (Kothokd dAyog, GAlyog 6TV KOT® KOWMOKN XOPa, GAY0G GTIV GVe KOIALOKT|
YOPa, Kotlakn gvotodncin): omtikn dwatapoyr) (Dol dpacn, ortikn 0EVTNTO LELOUEVT], OTTTIKN

Sdwtapoyn): apoiden avénuévn (apvidon avEnuévn, vrepapviacoitio): Amwaon avénuévy (vrepimocaipio,



Mmdon avEnuévn)- otk vevportddsila (ontikn vevpondoeta, onTiky vevpitidn): TOYKPEATITION
(ToykpeaTitido, ayLoppOyIKY TOYKPEATITION)  avapio (avaipio, ayoceopivn petwpévn)- Opoppomevia
(BpopPomevia, aplOudc aOTETOMOV LEIOUEVOS): OVIETEPOTEVIA (0VIETEPOTTEVIDL, OPLOLOG OVIETEPOPIAMY
LEW®NEVOC)- VITEPYOLEPLOpIVaLLiD (VITEPYOAEPLOpIVALLiaL, YOAEPLOPIVY AULOTOG AVENUEVT])" YOAUKTIKNY
o&émon (yoroktikn o&Emon, 0EEmaon): puikol eracpoi (Luikol omacpol, LLOCKELETIKT SVCKAYIN): KOTMON
(xomwon, eEacbévnon): oTORATIKY] KAVTIVTIOGT] (CTOLOTIKY KOVTIVTIOGT), GTOUATIKY LUKNTIOGIKN Aolpmén,
YOVIOKT (EMTION).

A: ADR mov Bswpeitar 6T1 opeirovtar ot AveloAion

TIeprypaen emieyuévav ovemfountwy EVEPYELMV

Avénuéves poavoouivaoes

2 dokiun Nix-TB otnv onoia 109 acBeveig éEhafav Bepaneia pe mpetopavion oe GuvILAGUO LE
Bedaxidivn kai AveloAidn, oe cuvovacuo pe Toug acbeveic g dokung ZeNix mov éhapav Bepaneia
pe MveloAidn 610 TAOIG1O TV dOGOLOYIK®OV GYNUATOV didpkelog 26 efdouddwv, 19% tov acbevov
nmapovciacay v ADR avénuéveg tpavoapuvaces (moAd ouyvég). Extoc and Evav acBevi o omolog
KkatéAnée AMoyw mvevpoviag kol onyotpiog, 6Aot ot acbeveig ol omoiol Tapovsiacay avEnUEveg
TPOVOAIVAGEG UTOPECAY VO GLVEYIGOVVY N va apyicovv avd tn Bepaneia petd and Tpocmpvi
SLOKOTTN Kol VO, OAOKATPOGOLY TOV TATp1| KOKAO Ogpameiog.

Taparaon tov dwaotiuaros QT oo HKI

H mapdraon tov QT amotedel o yvootn avemOount evépyeia g Pedakidivng. H Pedakiiivn og
GLUVOLOCUO UE TPETOUAVION QaiveTal OTL 00NYEl o VYMAGTEPN TTapdtacT tov QT amd ekeiv mov
avapévetol pe  Pedoakidivn povo. Qotdc0, 1 EXLOPAC TNG TPETOUAVIONG OEV EXEL YAUPOUKTNPIOTEL
mpog. Ztn doxyn Nix-TB, 6 acbeveig (5,5%, cvyvég) mapovsiocay mapodtkd eLeaviCOUEVa KOTA
) Ogpamneia avemBounta cupPavia (TEAE) napdraong tov QT 610 nAektpokapdioypaenua. Xe
oAGKANPT T dokiun Nix-TB, kavévag acOeviig dev avapépOnke 6Tt mapovoiace QTcF katd ™
Bepaneia Tov va vrepPaivel ta 480 ms. ‘Evag acOevig avapépOnke 611 mapovcioce petafoin tov
QTcF and v évapén mov va vrepPaivel To 60 ms.

21 doxiun ZeNix dev mapatnpnonke mapdtacn tov QT niektpokapdioypapikd otovg acheveic oto
okéhog Oepameiog S1aprelag 26 efdopadmv.

Moelokaraotoln

H pvelokaractodn amoterel o yvoot avemBount evépyeta g Awvelodiong. Xt dokiun Nix-TB,
37% (moAd GuyVEC) TV 0lebEV@V Tapovciacay avaluio, mg Ty mo cuyviy ADR aipomomtikng
KuTTOpoTEViaG TOL amodidetol otn Atve(oAidn. H mAelovotnta v Kuttapormevidv Eekivnoay petd
ano6 2 gfdouddeg Oepameing. Xvvolkd, Tpelg achevelg mapovsiocay KLTTOPOTEVIES O 0TOleg
OewpnOnrav coPapéc: ovdeteponevia o 1 acbevn ko avopio og 2 acBeveic. Kot ta 3 coPapd
avemBounta cupfavo odynoay gite oe TPocmPv dlakomh TG AveloAidng gite o Tpoc®PIVA
SLOKOT TNG TPETOUAVIONG, TNG Pedakiiivng kot Tng Ave{oAidng, Kot dha vIOYMPNoAV.

¥t dokun ZeNix mapatnpndnke avénuévn enintwon cvouPaviov pwerokataotorng, 28,9% Evavtt
13,3% ywo ) 6601 twv 1.200 mg og ovykpion pe tn d6on 600 mg AtveloAidng otnv opdda Bepameiog
26 gfoopddwv. Ta nepiocotepa TEAE pvelokatactorng nrov fabpod coPfapotntog 1 1 2. Zvvoiikd,
n mAelovotnto TV Tpdtov TEAE puelokatactodng ekdnimbnie evioc tov tpdtov 9 foopddmv
Oepaneiog, pe e€aipeon v opdda Oepameiog 1.200 mg dudpkelag 26 efSopdd®v, Gty onoio TePimov
T ped cvpPavta ekdniadnkay petd v EBdopdda 9.

210, GLVOVACTIKA dedOpEVA PLEAETMV, 2 aobeveig avépepav coPapd avemBOunTo cLUPAVTH ovaLpiog
pe AveloAidn 1.200 mg, evd dev avaeépnke kavéva copufdav oty opdda twv 600 mg.

LHeprpepixn vevpordbera

H meprpepikn| vevpondBeia amotedrel o yvoot) ADR g Awveloridne. Xt dokun Nix-TB, 81%
(moAb cvyvég) TV acbevdv mapovciacay TeEPLPePIKT vevpomdeia. Xt dokiun ZeNix, 17 acBeveig
(37,8%) avépepav epoavifouevn kotd tn Oepomeio meprpepikn vevpomddeia oty opdado Bepomeiog
1.200 mg Siapketog 26 gfdopddmv. Eva and avtd to cupPdavta 0dnynoe o dtokonn g Oepaneiog.
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v opdida Bepaneiag 600 mg didprelag 26 efOoUAdMV avapépdnKe TePLEEPIKN vELPOTADELN 0T
pkpdtepo apBpd acbevov, 11 (24,4%), kot ya kavévay acBevn dev ypeldotnke SLOKOT NG
Oepaneiog pe Ave(oAidn N oploTikn drakonr tng Oepameiog.

O1 tep1o60TEPEG OO AVTEG TIC OVETIBOUNTEG eVEPYELEg 1Tay Pabuov 1 kat eppavioTnkay petd amod
8 efooudioec.

Ontixyy vevporddeio

H ontikn vevpomdbeia amotelei pia yvoot avemBountn evépyeto e MveloAidng. Avo acBeveic
(2%, ovyvég) atn dokiun Nix-TB avéntuéav omtikn vevporddeia, kot ot 500 peTd amd 16 efdopdoeg
Oepaneiog. Kot o1 d0o mepumtmoeic ntov coPapés, enifePourmbniay katd v e&étoon
AUPIPANGTPOELSOVG (OC OTTTIKY VEVPOTADELN/VEVPITION KOl 0OTYNGOV GE OPLOTIKT] SLOKOTT TNG
AveloAIONG" Kal 01 0VO AVETIOVUNTEG EVEPYEIEG DTTOYDPT|CAV.

2 dokun ZeNix cuvolikd, 4 (2,2%) acbeveig avépepav epeavifopevn Kota ) Oepomeio 0mTTIKN
vevporabeia. Kat ot 4 acBeveic rav oy opdda 1.200 mg Awvelolidng diapkelag 26 gfdopdadmv
(8,9%). H péyiotn coPapdmra frav Pabpod 1 (Mma) ywo 1 acBevn, fabupod 2 (uétpra) yro 2 acheveic
ka1 Baduov 3 (coPapn) ya 1 acbevi. Xe 6Aovg Tovg acbeveig Eyve oplotikn dtakonn g AveloAidng,
ue e€aipeon 1 acbevn, o omoiog giye NON ohokAnpmacel T Oepameio KaTd TOV YPOVO EKONAMGCNE TOL
ovppavrog. H exkdnhwon tov cupfdavioc onpeimdnie petd and 3 unveg Bepaneiog kot OAo To
oupupavta vroydpnoav. Aev avagépbnkav coppdvta ontikng vevpomdbelag og d6ce1c AMveloAidng
600 mg ot dokiun ZeNix.

Avopopd Thavorloyoduevev aveTOOUNTOV EVEPYELDY

H avoapopd mBavoroyoduevmy avemiBountmy evepyeumy HeTd amd T YopyNnom Adeluc KuKAOPopiag
TOV PAPUAKELTIKOD TPOIOVTOG elvar onuavtikn. Emtpénet tn cuveyn mapakoiovdnon g oyéong
0PEALOVC-KIVOHVOL TOV QOPHOKEVTIKOD TPOTOVTOG. ZnTeital amd Tovg enayyeAIaTieg vyeing va
avaQEPOLY 0TOIEGONTOTE TOUVOALOYOVUEVES aVETIOOUNTEG EVEPYEIEG LEGH TOV €BVIKOD GLOTNUATOG
ovaeopds mov avaypdestor oto Hopdptmua V.

4.9 Ynepdocoroyia

Agv vapyet epmeipio 0&glag VTEPOOGOAOYING LE TNV TPETOUAVIOT. Oa TpEmel va, Aapfdvovtar yevikd
HETPA Y1 TV VTOGTHPIEN TOV PAGIKOV (OTIKOV AELITOVPYLDY GUUTEPIAAUPOVOLEVIG
mapakoAovOnong TV onudtov (otikdv tapapétpov Kot tov HKT, o mepintwon exovaoiag 1 toyoaiog
vEPdOGOLOYiNG.

5. DOAPMAKOAOT'TKEX IATOTHTEX

5.1 @oppokodvvopKES 1O10TNTES

Doppokobepamentikn katnyopio: AviipvkoBaktnpidlokd, eappoka yio tn Bepomeio g pupatioong,
kodikog ATC: JO4AKO8S.

Mnyoviopoc dpaong

O unyaviopog dpdong g mpeTopaviong Bewpeitar 6TL TEPAAUPAVEL TNV AVAGTOAN TN 6VVOESNC TV
AMTSI®V TOV KLTTOPIKOD TOLYMUATOG VIO aepOPleg GUVONKEG Kot TN dNUIOVPYIL AVTIOPUCTIKOV E10MV
almtov vrd avaepoPieg cvvOnkec. H avaywyikn evepyomoinon tng mpetopaviong amod o
pokoPaxtnprokn eEaptdpevn and  dealaprapivn (F420) vitpoavaywydon amotteitol yio
dpactnproTNTo 1060 VIO 0EPOPIE 660 Kal VO avaepoPiec cuvinkes (BA. exiong Tov UNyavicuo
AVTOYNG, TAPUKATM).
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

Avtoym

H evepyomnoinom g mpetopaviong, 1 omoia Aapupdavel xdpo vToOg TOL POKTNPLOIKOD KLTTAPOUL,
e€aptator amd Eviupo Tov KmIKoTolouvTol arnd 5 yovidia: tov copmapdyovta F420-eEaptopevn
vitpoavaymwyacn mov ovoudletol Ddn: pia agodpoyovaon g 6-¢mc@opikng YAvkolng mov
ovopdleton Fgdl- kon ta évlvpa g F420 BroocuvBetikhg 06ov (FbiA, FbiB kot FbiC). MetaArdelg
ota 5 yovidia mTov k@dukomolovy avtd ta Eviuua (ddn, fedl, fbid, fbiB, fbiC) £xovv GLGYETIOTEL Ue
VYNAOD ETTESOV AVTOYN OTNV TPETOLOVION in Vitro.

Agv €xovv 60 TO ATOLOVOUEVA GTEAEYN LE OVENLEVES EAAYLOTES AVACTOATIKEG cuykevIpmoels (MIC)
UETAALAEELG GE OVTA TO YOVidLa, TO 0TO10 VTOJEIKVOEL TNV VTTaPEN TOVAGYLGTOV EVOC AAAOV
UNYXAVIGLOU VIO,

H mtpetopavion dev epeavilel SlootovpodUeVn avToyn UE OTOUONTOTE OVTLPLUATIKE OAPLLOKA, TTOV
YPTOULOTOLOVVTOL ETTL TOV TOPOVTOC, EKTOG A0 TN SEAAUOVION OTTOV 1 SUCTOVPOVUEVT] AVTOYN EXEL
KkatadeyOel in vitro. Avtd givan TBavo Tl 0OPEIAETOL GTNV EVEPYOTOINGT TNG TPETOLAVIONG KoL TNG
delopaviong pécm g id1ag 0800, PA. Tapamdve. Movo pio TepinTmon amdKToNG AVTOYNG OTNV
TpeTOUAVION £xel TapaTtnpNOel uéypt oNuepa 6T dokuéEG e xopnyo v TB Alliance.

‘Op1o doxiunc e evoucnoiac

Ta epuNVveLTUKH KPITAPLOL VIO TNV EAGYLOTN AVOCTOATIKY cLYKEVTpwon (MIC) tng dokiung
gvoioOnoiag Egovv BeomioTel O TNV EVPOTAIKT EMTPOTN EAEYYOL evaicOnciag TV
pikpoopyoviopmv ota, avtiptkpoPiakd (EUCAST) yia tnv mpetopavion Kot wapotifevion £0m:
https://www.ema.europa.eu/documents/other/minimum-inhibitory-concentration-mic-
breakpoints_en.xIsx.

KAk ommoteAeouotikOTnTo. Kot 0o@AAEL

Aoxapn Nix-TB:
H npetopavion a&loroyndnke o€ pia TOAVKEVTPIKY, OVOIKTNG ETICHUAVOTG LEAETN TTOV dlevepynOnKe
o€ aobeveig ue

- nvevpovikn TB opeildopevn oe M. tuberculosis pe avtoyn o€ 1oovialion, proapmikivn, eapuoko
@OOPLOKIVOAOVIG KO EVEGIHO AVTIUIKPOPBLOKO QAPLOKO dEVTEPTG YPAUUNG [EXTETAUEVA
avOektikn ota edppoka TB (XDR-TB), katd tov tpo tov 2021 opiopd tov Iaykodouion
Opyaviopov Yyeiog (ITOY)],

- nvevpovikn TB opethdpevn oe M. tuberculosis pe avtoyn otnv 1oovialion Kol 6Tn pLoaumikivn,
01 0moiotl NTOV SLCAVEKTIKOL 1] deV avTamokpivovtay ot cuviOn Bepaneia (TI/NR MDR-TB).

Ot acBeveic ELapav Tnv evdetkvoouevn aymyn tpetopovions-fedakiiivng-AtveloAidng yia 6 unveg (pe
duvatotnTo TepdTaonc o€ 9 unveg) pe 24 unveg mapakorovdnong: n d6om Evapéng g AveloAidng
ntav gite 600 mg dvo popég v Nuépa gite 1.200 mg pia popd v nuépa. 'Eva cvvoro 109 acbevav
éhapav Bepameia koTd T O1dpKela TG LEAETNC.

To Tp®TEVOV KATAANKTIKO GNUEID ATOTELEGLATIKOTITOG Y10, T LEAETN NTay BepamevTiKn amoTuyio,
oplopevn g N eminT®ON POKTNPLOAOYIKNAG ATOTVYING, POKTNPLOAOYIKNG VITOTPOTNG (ULETATPOTT| TG
KOAMEPYEWNG GE OETIKN KATAOTOON UETA TNV OAOKANpmon TNE Depameiog (e To 1610 oTéle)0C
Mycobacterium tuberculosis, peté amd PETOTPONY GE aPVNTIKN Katd TN dtdpkela g Oepameiag) N
KAk g amotuyiog HES® mapakolovOnong péxpt 6 unveg Petd to téhog tng Bepameiag. O aobeveig
7o Kpidnkoav ¢ Oepanentikég amotuyieg Kotnyopromomnkay g oti iyav un evvoikn EkPfaocn.

H péon nlio tov acBevav nrov ta 35,6 £t pe to 48% va givan yovaikeg kot 1o 52% avdpeg. H péon
duapkela omd Vv apyikn dtdyvoorn TB Ntav 24 unveg. 47%/38% twv acBevav siyov

LOVOTAEVPEC/ AUPOTEPOTAEVPEC KOLOTNTEC Kot 51% TV acbevav Ntov HIV-Ogtikoi (ue péso aptOuod
CD4 xvttdpov 396 kOttapa/pl).

H éxpaon g xbplag avaivong amoTEAEGUATIKOTNTOC TaPOVCLALETOL GTOV TIVOKA TOUPUKATO.
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Mivakog 2: Kopra avdivon aroterespotikotntog yro tn perétn Nix-TB

XOvohro XDR TI/NR MDR
N 109 71 (65%) 38 (35%)
Mn a&loroyroyiot 2 1 1
aéloig\;?ﬁ};?pmv 107 70 37
Evvoikn 98 (92%) 63 (90%) 35 (95%)
Mn guvoik| 9 (8%) 7 (10%) 2 (5%)

XDR (xatdé tov mpo tov 2021 opiopd tov ITOY): extetapéva avBektikn ota edppoxa (avtoyn o oovialion,
PLPOUTIKIVT), PAPLOKO OBOPLOKIVOAOVIG Kol EVEGILO OVTILIKPOPLOKS QApLLaKO dEVTEPNS YPALLUNG)

TI/NR MDR: un avektikn ot Ogpomeio 1 Un aviomokpivopevn ToAOVOEKTIKT 6TO APHOKO (0VTOYT TOGO OTNV
oovialidn 660 katl ot preoumikivn Kot e ducavesio 1 P avtandkpion ot cvvion Bepaneio)

Ot exBaoeic ntav mapduoieg toco yroo HIV apvnticd 66o kot yio HIV Beticote acBeveic. Amo tig

9 un evvoikég ekPacelg, 6 frav Bavatol evoocw AauPavay Bepaneia. Avo tpochetol acheveic
VTOTPOTIACAY GTNV TAPUKOAOVONGN HeTA TO TEAOC TNG Bepameiag, amd Tovg omoiovg 0 £vag apyotepa
KatéANEe.

Aoxipn ZeNix

H mpetopavion a&lohoyndnke ce pio LEPIKMOC TVQAOTOINUEVT], TUYOLOTONUEVT] OOKLUN PAGNC 3 Yo
NV a&0AGYN O TNG AGPAAELNG KOl TNG OMOTEAECUATIKOTNTASG JULPOPOV dOGEMV Kol SLOPKEIDY
Oepamneiog pe Ave(oAidn ovv Pedakiiivn ko mpetopavion (BPal) oe acOeveig pe

- nvevpovikn TB opeildpevn oe M. tuberculosis pe avtoyn o€ 1oovialion, proapmikivn, eapuako
©BOPLOKIVOAOVNG KO EVEGILO AVTIUKPOPLOKO PAPLAKO SEVTEPNC YPALUNG [EKTETAUEVT
avBektikn ota eappoka TB (XDR-TB), katd tov wpo tov 2021 opiopd tov [aykdopiov
Opyaviopov Yyeiog (ITOY)],

- N mvevpovikny TB opeldpevn oe M. tuberculosis e avtoyn ot pLoaumIKivn kol gite o
@apurako PHOPLOKIVOAOVIC 1) OE EVEGIUO OVTYKPOPLOKO QAPHOKO SEVTEPTG YPOLUNG
[rponyoduevn XDR-TB, katd tov tpo tov 2021 opiopd tov Iaykocuiov Opyavicpov Yyeiog
(IIOY)],

- N mvevpoviky TB opelduevn oe M. tuberculosis pe avtoynq 1660 otnv 1oovialidn 600 kol o

PLPOUTIKIVY, Ol 070101 TaV dSvoaveKTIKol 1) Ogv avtamokpivovtay ot cuvion Bepancio (TI/NR
MDR-TB).

Yvvolika 181 acBeveig ToyotomomOnkay o€ éva amd ta 4 okéAn Bepaneiag, ek TV onoimv o1 45
élaPav 1.200 mg 1} 600 mg Aveloridng £kaotog 6To Bepamevtind oynua g perétng BPal et

26 efdopdoeg, evm 46 ko 45 acBeveic ElaPav 1.200 mg 1) 600 mg AtveloAidng oo BepamevTiKd
oynuo g nehétng BPaL eni 9 efoouddeg, avtiotorya. H péon nikio tov acBevav ftoav 37,1 €1 kot
10 67,4% Mtav dvopec. H miglovotnta TV cupueteyoviov ntov Aevkoi (63,5%) kot ot vdoromol
ocvppeteyovteg Nrav povpot (36,5%). O teplocdTEPOL GLULETEXOVTEG ElY AV TpEYOLGO dLdyvmoN
ovuatioonc (évog cLVTEAESTNG JLIGTPOUATOONG) VIO Hopen Tvevpuovikng TB opeilouevnc oe M.
tuberculosis e ovToyN 0TN PLPOUTIKIVY Ko €iTte 6€ PApPUAKO POOPLOKIVOAOVNG T} GE EVEGIUO
AVTYIKPOPLokd eappako devtepng ypapung (47,0%) n tvevpovikng TB opelopevng oe M.
tuberculosis pe ovtoyn o€ wwovialion, pLeaumikiv, eApLoKo pOOPLOKIVOLOVIG KoL EVEGLUO
avTYKpoPlokd eapuako devteprg ypapung (41,4%) Kot o1 VTOAOUTOL GUUUETEYOVTEG Elyav
nvevpovikn TB opeilouevn oe M. tuberculosis e avtoyn oty 1oovialion Kot 6T pLpopmikivn Kot
Ntav ducavekTikoi 1 dgv avtamokpivoviav otn cvvnon Bepameia (6,6% kot 5,0%, avticTorw).

To Tp®TEVOV KATAANKTIKO GNUEID ATOTEAEGLATIKOTTOG TOV 1] ETATMOOT TNG OEpamevTIKNG

amotvyiag (1N guvoikn £kPfaon), opilopevn ®G PaKTNPLOAOYIKT aTOTLYI0 1] VITOTPOTY| 1] KAMVIKY
amotvyia 6tovg 6 unfvec (26 gfdopnadec) uetd v olokAnpwon g Oepameiog. Ot GLUUETEXOVTES
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ta&vopnOnkav e facn TV €uvoikn, un €uvoikn N Un a&loAOYNGIUN KATACTAON GTOVG 6 UMVEG
(26 gBdopadeg) petd v oAokAnpwon g Bepoameiag.

H éxBaon g xdplag avaiuong amoTeEAEGUATIKOTITOS TAPOVCIALETOL GTOV TIVOKO TUPUKATO.

Mivakog 3: Kopra avédrivon aroterespotikOTnTog Yo T perétny ZeNix

Awvelorion Awvelorion Awvelorion Awvelorion Ydvolro
1.200 mg 1.200 mg 600 mg 600 mg (N=181)
26 spoopdocs | 9 spoopadsg | 26epoopddss | 9 efoopdocg n (%)
(N =45) (N =46) (N =45) (N =45)
n (%) n (%) n (%) n (%)
Mn a&ohoynioipon 1 1 0 1 3
20voro alloloyfoumy 44 45 45 44 178
Evvoikn kataotaon 41 (93,2%) 40 (88,9%) 41 (91,1%) 37 (84,1%) 159 (89,3%)
Mn guvoiki] KaTdoTaon 3 (6,8%) 5 (11,1%) 4 (8,9%) 7 (15,9%) 19 (10,7%)
95% CI y10 guvoikn 81,3% g 75,9% €m¢ 78,8% éwg 69,9% éwg 83,8% énc
KOTAOTOON 98,6% 96,3% 97,5% 93,4% 93,4%

CI = duwotpa epmiotooivig, N = cuvolkog optBdS GUUUETEXOVTIOV GTOV GXETIKO TANBVGLO avaAvong, n =

apBpog cvppeteydvtov o kabe Katnyopio.

Evvoikn kot pn guvoikn katdotaot), 6mwg opileTtal 6To o510 GTATIOTIKNG AVAAVOTG Y10, TOV TPOTOTOULEVO
mnBoopd pe tpodbeon Bepamneiog.

Toudrorpikdc TAnOvoude

O Evponaikodg Opyoviopoc Oapudkmy Exel dmoel ovooAn amd TNV LTOYPEWGCT VIOBOANG TV
OTOTEAECUATOV TOV LELETMV LE TNV TPETOUAVION GE LD 1) TEPICCOTEPEG VITOKATIYOPIES TOL
modtoTpiko TANBvo oD otn Bepameio TG TOAVAVOEKTIKNG 0T PApUaKa pupoTioong (PAEre
TopAypaeo 4.2 yio IANPOPOPIeC GYETIKA LE TNV TOUOLUTPIKN (PN IoN).

5.2 ®@appoxoxivTikEG 1010TNTES

Ol QOPUOKOKIVITIKEG IOIOTNTEG TNE TPETOUAVIONG vl TAPOUOIEG GE EVAAIKEG VYIEIC acOeveic Kat o€
eVNAIKeG acBeveic HOAVGUEVOVG LE PUUATIOOT).

Amoppdonon

H amolvt Brodiabecipotnto e TpeTopaviong oev £xet tekunplmbel. Avo peAiéteg iooppomiog nalog

€xovv vrodeitet 6t n amdlvtn Prodiabesipotnta etvon peyorvtepn amd 53% kot 64%.

O1 J18PECEG TYEG fmar KOPOIVOVTOL 0TTO 4 £00C 5 DPEG.
H yopriynon 200 mg mpetopaviong pe Eva YEVLLO LLE VYNAT TEPLEKTIKOTNTO G€ Amapd Kot Oeppideg
avénoe t p€om Chax kaTd 76% Kot T péon AUC.inr Katd 88% o€ c0yKplon Le T Yopnynon otnv

KaTdoTao™ vnoteiag.

Koatavoun

H obvdeon g Tpetopaviong pe Tpmteiveg Tov aviponivov mAdcpatog eival 86,4%, emOUEVOG TO

adéopevto khdopa (fu) etvar 13,6%. H cbvdeon pe m Aevkopativi avBpdrivov opod fTov topdpota
(82,7%), vmodetkvoovTag 0Tt 1 GOVIEST] L€ TN AEVK®UOTivY Elvar vtevbBouvn yio T cHVIEST TG
TPETOUAVIONG LLE TPOTEIVEG TOL OVOPAOTIVOL TAAGIATOC,

O péoog owvopevog dykoc katavoung (VA/F) petd amo epdmna 66om 200 mg oty KaTtdoToo UETA
amo TpdoAnyn Tpoenc nTav 97 1 dtav 1o péco Papog tav 72 kg.

Buougtooynuatiopde

To petaforikd Tpodil TN TpeTopavidNg dev £xel dievkpviotel TAnpwc. H mpetopavion petaforileton
EKTETAWEVO e TAVD 0t 19 petaPoliteg avayvmpiopévous HEGH TOALUTAGY LETARBOMKOV 00mV. Xg
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pa peAétn wooppomiog palag, n petopavion giye nuiceia Lon 16 wpdv, eved ekelvn TS OMKNG
padievépyetag frav 18 nUEPES, LITOJEIKVOOVTOC TNV TOPOVCIN LEPIKADG (1] OVAYVOPIOUEVOV
HoKpOPLov HeTaBOATOV.

In vitro, n mpetopavion petaporiotnke petping and to CYP3A4. 'Evag pdhog tov CYP3A4
vrooTNPixONKe TEPAITEP® A0 Liat KMVIKT LEAETT OAANAETIOPAGE®MV PUPLAK®V [LE ETOYWYEIC
CYP3A4. H alwoavaywyn gviog Tov Mycobacterium tuberculosis ka1 SuVITIKA GTN YUGTPEVIEPIKN
UIKPOYA®PISO GUUUETEYEL EMIONC OTOV UETAPOAIGIO TNG TPETOUAVIONC.

H mpetopavidn dev givor vrdotpope tov kutoyxpdpetog P450 (CYP) 2C9, 2C19 1y 2D6 in vitro.

Amofoin

H avéktnon g olkng padievépyetag petd omd pa epdnal §oon “C-npetopavidng frov mepinov
90% pe mepinov 53-65% va anekkpivetar ota ovpa kot 26-38% ota KOTPAVA.

H mpetopavidn, oe KAVIKA GYETIKEG GUYKEVTPMGELS, OEV EIVOL VTOGTPOA 1 AVAGTOAENS Y10, TOVG
petoeopeis aviiia eEaywyng yolkol dratog (BSEP), mpwteivn e£dOnong TOAATAGY QUPUAK®OV Kot
to&ivav (MATE)1, MATE2-K, petagopéag opyovikav avioviov (OAT)1, OAT1IB1 kot petagopéag
opyavikev katiovtov (OCT)1. H tpetopavion dev givar vrootpopa tov OAT3I, e npmteivng
avToyNg oTov KapKivo tov pactov (BCRP), tng P-yAvkonpwteivng (P-gp), Tov OCT2 ko tov
TOALTENTIONOL HETOPOPAC opyaviK®V ovidvtav (OATP)1B3. H dvvatotnto e mpeTopaviong yuo
avaotoAn tov P-gp, OATP1B3, OCT2 kot BCRP dev €xet diepguvnbei og KAviKA oyeTicég
GUYKEVTPMOOELS.

H @owvopevn kabopon (CL/F) petd amd o epdma 66on rav 7,6 ko 3,9 I/h otnv katdotoon
yNnoTelog Kot PHETA amd TPOSANYT TPoPng, avtictoyya. H nuiceia {on arnoPfoing tav 17 dpec.

Mn ypoupkotnTo,

2V Kotaotaon vnoteiag, 1 frodadeciuotnto peimdnke pe avEavopeveg d0cetg (50 mg

1.500 mg/mpépa), pe kopeoud amoppdenons tdve arnd 1.000 mg. Xtnv koTdoTooT HETA Ao
TPOGANYT TPOPNS, OV TapatnPNONKaY onUavTikéG LeTaBoAég otn ProdiabesiudtnTa 6T dOCELS Ao
50 mg éw¢ 200 mg.

Edwoil mAnbvopuol

Hrozikn dvolerrovpyio,
H poppoaxokivntiki g mpetopaviong dev €xel tekunplobel oe acbeveic pe pel@puévn NToatiKy
Aettovpyia.

Negpixn dvalertovpyio,
H @oppakoxivntikn g mpetopaviong dev £xel tekunplobei oe acbeveic pe pHelwuévn veppikn
Aettovpyia.

Houdrorpixoc ninQvouog
H @oppakokivntiki g mpetopaviong dev £xel tekunplobei otov Toaudiatpikd TAn0veuo.

Himawuévor
Yrdpyovv meploptopéva KAVIKA dedopéva (n=5) oyeTIKG, LLE TN XPNOT TG TPETOUAVIONG O
NAkiopévoug aobeveic (=65 etav).

Doy

Agv v p&ay KAVIKA GUOVTIKES SLOQOPEC OTN QPOPLOKOKIVITIKT TNE TPETORAVIONG peta&d Madpov
Kot Agukdv acBevav. H poppokokivntikn g npetopaviong oev £xet tekpunpimbel o€ GAAOVG
QUAETIKOVG TANBLGOVC.

15



5.3 IIpoxivikd d€dopéva Y10, TNV 06QALELN

Koatappakteg avantoydnikav g apovpaiovg 6Tovug omoiovg yopnynodnke tpetopavion ota

300 mg/kg/muépa yia 13 gfdopddeg pe 06omn 7-TAdcIo TNG HEYIOTNG CLUVIGTMOUEVNG AvOp®OTIVIG SOCT|G
(MRHD) ka1 ota 100 mg/kg/muépa yia 26 efdouddeg pe 3-4-mhdoia £ékbeon otny MRHD. Ot
KOTOPPAKTESG OV NTAV TOPOVTEG GTO TEAOC TG 00COA0YING GE TBNKOVE GTOVE OTOioVg YopT Y ONnKe
amd Tov oTopaTog TpeTopavion ota 450 mg/kgmuépa (10,5-mAdoia g éxbeong otnv MRHD) yia

4 gfdopadec kar 300 mg/kg/muépa (5,4-tAdoia g ékbeong otmv MRHD) ywo 12 emumiéov efoopddec,
oAAG TapatnpnOnkay o€ 2 and 12 monfKove Katd tn S1apKeLn TG TEPLOd0V avakauyng 13 efdopadmv
petd tn Oepaneio. Te po emakdlovdn perétn og mBKovg, dev TapaTnpNONKay KaTappaKTES HETA
amo 13 efoopddeg Bepanciog pe £wg kot 300 mg/kg/muépa omd 1oL GTOUATOG TPETOUAVION (S-TAGCIOL
¢ ékBeomng otnv MRHD) 1 katd ) didpketa TG meptodov avdxapuyng 20 efdouddownv petd
Oepancia. EmmpocOétmc, dev mapotnprnkay katoppdites otig pehéteg To&komrag
enovolopPavopevav d0cemv £mg kot 9 unvav og mBnKovg (tepintov 2-3-tAdota tng ékbeong oty
MRHD). EmimtAéov, o€ puo 26T PeAETT KOPKIVOYEVEGT|G GE 0POLPAIOVG, 1 TPETOLOVION 00N yNoE GE
avénuévn enintoon kotappaktn ota 10 mg/kg/muépa, to omoio eiye wg amotérecua Ekbeon ato id10
g0pog pe mv MRHD. H xAvikn oyetikdtnTo duTo TOoL EVPTILOTOC ELVOL AyVOOTH.

2116 peréTeg emavalapBovOIEVOY SOGEMY GTOVE 0POVPaioVg, TapatnpninKay crocuoi oe
ovotnpatikég ekbéoelg 4 £mg 10 popég vyniotepeg amod v kKAviky| £kBeon otnv MHRD tov

200 mg/muépa (Cmax = 3,1 pg/ml xar AUCo.24 = 57 hxpg/ml). Z1ig peréteg emavalapfavouevov
d6cemv g TOMKOLG, TapatnpOnKay omacLol o€ ekBEaelg 2 Em¢ 8 Popéc vYNAOTEPES amd TV £kbeon
otmv MHRD. Kot ota dvo €idn, Topatnpndnkav onacuoi o youniotepeg ekBécelg katd tn diapKeia
TOV HEAETOV PEYOAVTEPNG IAPKELNG (6 UNVAOV GTOVS apovPaiovg Kot 9 unvedv otovg mofkovg). O
UNYOVICUOG TV GTOCUMY OTIC I KAVIKEG LEAETEG e TNV TTpETOUAVION elval dyvmotog. H KAvikn
GYETIKOTNTA VTOV TOV EVPNLLOTOG Elval AyvmoTn.

H mtpetopavion £xet 10 SLVOLIKO VO ETNPEACEL TNV KOPOLOKT ETAVATOAWDGT) LECH ATOKAEIGHOD TMV
StwAiwmv kKodiov hERG 1/kat GAA@V KapdlakdV 10VTIKGOV S1avAmv cupureptiopufavouévey tov Navl.5
kot KCNQ1/minK.

To&wdtnta v Opyemv mapatnpnnke o€ apovpaiong Kot TovVIiKovg Ywpig tepldmplo Ekbeong oty
MRHD. Mewopévn yovipdmmra ¢ mANpng otelpdtnta Topatnpiinke 6€ apoevikons apovpaiovs Tov
éloPfav amd Tov GTONNTOC TPETOUAVION. Agv vINPEAV ApECES EMOPAGELS TNG TPETOUAVIONG GTA
AVATOPUY®YIKE Opyava 6€ TIONKOVG GTOVE 0TT010VG YOpNYNONKE 0t0 TOV GTOUNTOC TPETOUOAVION Yid.

3 unveg ko 9 uveg. Metopévn kivntikdtnto, oreppotolmapiov, olkoi aptduoi oreppotolmapiov
Kot aLENUEVT U puotoloykn avaioyio orepuatolmapiov mapatnpnnkav otovg mbnkovc. Me Bdon
T TPOKAVIKG OEOOUEVA, TO TPOKTIKA EVaL EMPPENN OE EXOYOUEVT amd TNV TPETOHOVION PAEPN TV
opyewv. Ta eninedo 0pov TOV OPUOVAV TOL UPGEVIKOD OVATOPUYDYIKOD GUGTNUATOSG OATOTEAOVY
Brodeixkteg o1 omoiot aAAOUDVOVTOL GE GLGYETION UE QLTI TN PAAPN. TNV TpoKAVIKY| PHEAETN OF
TpmTeEHOVTA, OEV TapaTPNONKAV oYETILOUEVES LE TNV TPETOUAVION AALOIDGELG GTOVS OPYELS 1] OTIG
OPUOVEC TOV OPGEVIKOD OVOTAPUYM®YIKOD GUGTNLOTOG,

Ta pn KAvikd dedopéva dev amokaAvTToLY 11itepo Kivovvo yia tov dvBpomo pe Bdon Tig
oLVUPUTIKEG HEAETEC avATTVENG TOV EUPPVOV-KVLOTOG KO TEPLYEVVITIKNG-LETOYEVVITIKNG
avamTuéng.

H petagopd g mpetopaviong amod ) untépa 6to ONAGlov pikpd HEG® TOV UNTPIKOL YOAOKTOG
peAetndnie otoug apovpaiovs. Metd and docoroyia 20 mg/kg/Mmuépa yio 14 nuépeg, n péom
GLYKEVTPMOT] TAACLOTOG TNG UNTEPAS 6 MPEG LETA TN 0Oom NTav 2,84 pg/ml, o onoio gival mapodpoo
pe ™ péon Cmax oT00EpOTOMUEVTS KATAOTOONG Yia 200 mg TpeTOpAVIdNG 6TOVG AVOPDTOLG.
Tavtdypova, N pEsT cVYKEVTPOON 6To YoAa ftay 4,07 ug/ml kot 1 HEGT GVYKEVIPWOGOT TAAGLOTOS
ota Onhalovta pikpd tov apovpaiov ftav 0,119 pug/ml. H cuykévipoon e npetopaviong 6to yaia
TOV apovpaimVv 6gv TPOPAETEL AmAPAiTNTO TN CLYKEVTIPMON TNG TPETOUAVIONG 6TO AVOPAOTIVO YAAQ.

Agv aviyvedtnray HeToAaELOYOVES 1| KAOGTOYOVEC EMIOPACEIC OTIS GVUPATIKEG UEAETES
Yovoto&koTnTag Le TNV mpetopavion. Evag kukhoeopmv petafolritng g mpetopoviong, M50, ntov
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UETOAAAELOYOVOG OE Ll BOKTNPLOKT SOKILAGIO OVAGTPOPNC LETAAALAENC. AEV ATOKAADPONKE
evdgyOLEVN KAPKIVOYOVOG dpdior o Lol LEAETN 6 UNvOV 6€ S10ryoVISLOKOUE TOVTIKOVE OOV TOPEyETOL
avToG 0 peTafoAitnc. Ze o 26T HEAETT G€ apovpaiovs, TapatnpiOnKe avénpévn eminTtwon
adevoudtov kuttdpov Leydig og 66om 10 mg/kg/muépa. Avti 1 mapatipnon mlovog dev eivat
1010UTEPOL GYETIKT Y10 TOVS OVOPDOTOLG,.

6. DOAPMAKEYTIKEX IAHPO®OPIEX

6.1 Kaotahloyog ekddymv

Aoktoln povoidpikn

MikpoKkpLGTOAAIKN KLTTAPiv

Apvrodyo yAvkohkd vétplo

2TEUTIKO LAYVIGl0

0&gid10 Tov TLPLTION, KOAAOEIDEG

Natpro Aaovporobeukd

[ToP1ddvn

6.2 Aocvpparéotnreg

Agv epapuodletat.

6.3 Awgpkera {ong

4 ypovio

6.4 Iowitepes mpourdiers katd T @OLAEN TOV TPOIOVTOG

To pappokevTikd ovtd TPoidv dev amartel Wwitepeg cuvlnKeg Beppokpaciog yio tnv eOAAEN TOV.

6.5 @von Kol GLOTATIKA TOV TEPLEKTT

Duikeg amd vynANg TokvoTnTag ToAvaBVAEVio (HDPE) pe Bdwtd modpa amd moAvcpomurévio e
EMEVOLON OO YOPTOTOATO KOl ATOPPOPNTIKO PapPAKL 1] CUUTANPOLO KEVOD.

Yvokevaoio: 26 dokio.

Yvokevaocieg koyéAng amd PVC/PVAC-pOAlo adovpviov.
Yvokevaociec: 14, 14 x 1 (novadiaiog 600omg), 182, 182 x 1 (novadiaiog doong) diokia.

Mmropei va, unv KoKAOPOPOUV OAEG Ol GLOKEVAGIES.
6.6 Iowitepeg TPOPLAGEELS UmOPPLYNG
Koapia 181k vroypéwmon yuo amdppym.

Ka0e ayxpnoipomointo Qoprakevtikd Tpoidv 1| VITOAELLO TPETEL VO, ATTOPPITTETOL GCOUPDVA LE TIG
KOTO TOTOVG 10YVOVGEC GYETIKES SLOTAEELG.
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7. KATOXOX THX AAEIAYX KYKAO®OPIAX

Mylan IRE Healthcare Limited
Unit 35/36 Grange Parade
Baldoyle Industrial Estate
Dublin 13

Iphovdia

8. APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/20/1437/001

EU/1/20/1437/002

EU/1/20/1437/003

EU/1/20/1437/004

EU/1/20/1437/005

9. HMEPOMHNIA ITPQTHX ET'KPIZHX/ANANEQXHY THX AAEIAX
Hpepounvia mpdtng £ykpiong: 31 loviiov 2020

Huepounvia televtaiog avavémong: 23 lovviov 2023

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agntopepeic TANpoopieg yio 10 Tapdv POPUAKEVTIKO TPoidV givor d1abécies oTov dSKTLAKO TOTO
tov Evpomnaiko Opyovicpod ®apudkov http://www.ema.europa.eu.
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ITAPAPTHMA 11

MAPAXKEYAXTHX(EZ) YHIEY®YNOX(OI) I'IA THN
AINIOAEEIMEYZH TOQN MAPTIAQN

OPOI'H IIEPIOPIXMOI XXETIKA ME TH ATIAOGEXH KAI
TH XPHXH

AAAQOI OPOI KAI AITAITHXEIX THX AAETAX
KYKAO®OPIAX

OPOI'H IEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHEZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. HAPAXKEYAXTHX(EX) YHLEYOYNOX(OI) I'TA THN AIIOAEEMEYXH TQN
IHAPTIAQN

Ovoua kot d1evfvven tov(tmv) ToPooKeLUoTR(MV) TOL ivor VTeLOVVOC(O0L) Y10 TNV OTOSEGLUEVCT) TOV
ToPTId®V

Mylan Hungary Kft.
Mylan utca 1.
Komarom

2900

Ovyyapia

Rottapharm Limited,
Damastown Industrial Park,
Mulhuddart,

Dublin 15,

D15 XD71

Iphavdia

210 évtumo OUAAO 0ONYLOV YPNONG TOV PUPUOKEVTIKOD TPOIOVTOG TPETEL VOL AVOrYPAPETOL TO OVOLLL

Kat 1 S1ebBvvon ToV TAPACKEVAOT TOL Etval VTEVBVVOG Y10 TNV OTOJEGHUEVOT| TNG CYETIKNG TAPTIOOC.

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

DoppokevTikd TPOIOV Yo TO 0TTOI0 OaLTEITOL TEPLOPIGUEVT 1oTPIKT) cuvTayT| (PA. mapdptnuo I

[TepiAnym tov Xopaktnplotikev tov [Ipoidvtog, mapdypapog 4.2).

I AAAOI OPOI KAI ATTAITHZEIX THX AAEIAY KYKAO®OPIAX

o Ex0¢oc1g Teprodkig mapakorovdnong g acpdaieias (PSURs)

Ot amortioelg yio v vroPoin tov PSURS yo to ev Adym @apuakevtiko mpoiov opiloviol otov

KaTdAoYo e TG nuepounvieg avapopds s Evoong (katdrloyoc EURD) mov mapatifeton otnv

mapdypoo 7, Tov dpBpov 107y, tng odnyiag 2001/83/EK kot kdOe emakdlovdng emkaiporoineng

OTMG OMLOCIEVETAL GTIV EVPAOTAIKT OUCTVAKT TOAT Y10l TO POPLLOKOL,

O Kdroyog Adetag Kvkhogpopiag (KAK) Oa vropaiier tv mpdtn PSUR yia 10 mpoidv péoa oe

6 uveg amod Vv Eykpion.

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

. Yy€010 orayeiprong Kivovvov (ZAK)

O Karoyog Adelag Kukiopopiag (KAK) Ba die&aydyet Tig amoitodpeveg SpacTnploTnTeS Kot

TOPEUPACELS POPUOKOETOYPOTVNONC OTTMC TapovGtdlovial 610 cuppovn iy XAK mov

mapovctdletar otny evdtnra 1.8.2 g ddetog KukAogopiog Kol omolesdNmoTe emaKOA0VOEC
gykekpiuéveg avabempnoeig tov ZAK.

20



‘Eva emkatpomompévo ZAK Oa mpénet va katotedet:

e  Metd and aitnua tov Evpondaikod Opyavicpod @oppdxov,

e OmotedNTOTE TPOTMOTOLEITAL TO GVGTNUA OLaYEIPIONG KIVODVOD, E0IKE MG TOTEAEG O ANYNG
VE®V TANPOQOPLOYV TTOV LITOPOVV VO ETLPEPOVY GNLLOVTIKT] OAAYT GTN OXECT] 0OQEAOVG-
KIvOUVOL 1] 0 OMOTELECLLO TNG EMITEVENG EVOG GTUOVTIKOD OPOCTILOV ((QPOPUAKOETAY POV
N EAOYLOTOTOINGT KIVOUVOU).
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ITAPAPTHMA 111

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

KOYTI (KYYEAH)

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Dovprela 200 mg diokia
TPETOLLOVION

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

Ka0e diokio mepiéyet 200 mg mpeTopaviong

‘ 3. KATAAOTI'OX EKAOXQN

ITepiéyet Aaxtdln.
Awfaote T0 PUALO 0INYIDV Y10 TEPIGSOTEPES TATPOPOPIES.

‘ 4. DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Atoxio

Koyéleg:
14 doxia
182 dwoxkia

A16pnTeg KOWEAES Hovadlaiag 00oNS:
14 x 1 dwokio
182 x 1 dokio

‘ 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

Awfaote T0 PUALO 0INYIOV XPNOTG TPV O TN (PNOT).
A6 oTOUATOC YPNIOT

6. EIAIKH ITPOEIAOIIOIHEH XYM ®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION ITPEITEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAEIMTOYN KAI
AEN ITPOZETITIZOYN TA MITAIAIA

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

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

‘ 8. HMEPOMHNIA AHEHX

AHZEH
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9. EIAIKEYX XYNOHKEX OYAAZEHX

10. IAIAITEPEX IPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTON ®APMAKEYTIKON ITPOIONTQN 'H TQN
YIHOAEIMMATOQN ITIOY NPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Mylan IRE Healthcare Limited
Unit 35/36 Grange Parade
Baldoyle Industrial Estate
Dublin 13

Iphovdio

12. APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/20/1437/001
EU/1/20/1437/002
EU/1/20/1437/004
EU/1/20/1437/005

13. APIOMOZX ITAPTIAAX

Moptida

‘ 14. TENIKH KATATAZH I'TA TH AIAOEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. IAHPO®OPIEX XE BRAILLE

Dovprela 200 mg diokia

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

A160106T0TOC YPOUU®TOS KDdKaG (2D) mTov gépel Tov TEPIANPOEVTO LOVOITKO aVOyVOPIOTIKO KOOIKO.

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

PC
SN
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EAAXIXTEX ENAEIZEIX IIOY PEIIEI NA ANAT'PA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER)

KYYEAH

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Dovprela 200 mg diokia
TPETOUAVION

2. ONOMA KATOXOY THX AAEJAY KYKAO®OPIAX

Mylan IRE Healthcare Limited

3. HMEPOMHNIA AHZHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

S. AAAA XTOIXEIA
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ENAEIZEIX TIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTI (PIAAH)

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Dovprela 200 mg diokia
TPETOLLOVION

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

Ka0e diokio mepiéyet 200 mg mpeTopaviong

‘ 3. KATAAOTI'OX EKAOXQN

ITepiéyet Aaxtdln.
Awfaote T0 PUALO 0INYIDV Y10 TEPIGGOTEPES TATPOPOPIES.

‘ 4. DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

26 dokio

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Awfaote T0 PUALO 0INYIOV XPNOTG TPV O TN YPNOT.
Ao otoHaTOC YpNOT

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION MPEIEI NA ®YAAXXETAI E OEXZH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na puAdooetol og 0éom, TV omoia dev PAETOLY KoL dev Tpoceyyilovv Ta TadLd.

‘ 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIX), EAN EINAI ATTAPAITHTH(EYX)

‘ 8. HMEPOMHNIA AHEHX

AH

[1]

H

9. EIAIKEYX YYNOHKEX OYAAEHX
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10. TAIAITEPEX IPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHOAEIMMATON ITIOY IPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Mylan IRE Healthcare Limited
Unit 35/36 Grange Parade
Baldoyle Industrial Estate
Dublin 13

Iphovdia

12. APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/20/1437/003

13. APIOMOZX ITAPTIAAX

Moptida

‘ 14. TENIKH KATATAZH I'TA TH AIAOEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

Dovprela 200 mg diokia

17. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A160106TOTOC YPOUU®TOS KDdKAG (2D) Tov pépel Tov TEPIANPOEVTO LOVOITKO aVOyVOPIOTIKO KOOIKO.

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

PC
SN
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ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

EIIIXHMANXH ®IAAHX

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Dovprela 200 mg diokia
TPETOLLOVION

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

Ka0e diokio mepiéxet 200 mg mpetopavionc.

‘ 3. KATAAOTI'OX EKAOXQN

ITepiéyet Aaxtdln.
Awfaote T0 PUALO 0INYIDV Y10 TEPIGSOTEPES TATPOPOPIES.

‘ 4. DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

26 dokio

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Awfaote T0 PUALO 0INYIOV XPNOTG TPV O TN (PNOT).
Amo6 otOUaTOC YpNOT).

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

Na puAdooetol og 0éom, TV omoia dev PAETOLY KoL dev Tpoceyyilovv Ta TadLd.

‘ 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIX), EAN EINAI ATTAPAITHTH(EYX)

‘ 8. HMEPOMHNIA AHEHX

AH

[1]

H

9. EIAIKEYX YYNOHKEX OYAAEHX
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10.

IATAITEPEX ITIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHOAEIMMATON ITIOY IPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

11.

ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Mylan IRE Healthcare Limited
Unit 35/36 Grange Parade
Baldoyle Industrial Estate
Dublin 13

Iphovdia

12.

APIOMOZX(OI) AAEIAY KYKAO®OPIAX

EU/1/20/1437/003

13.

APIOMOZX ITAPTIAAX

Moptida

| 14.

I'ENIKH KATATAZH I'lA TH AIAOEXH

| 15.

OAHT'IEX XPHXHX

| 16.

IHAHPO®OPIEX XE BRAILLE

17.

MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

18.

MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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B. PYAAO OAHI'TQN XPHXHX
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@vAiro oonYLOV ypions: IIinpoopics Yo Tov a.60evi)

Dovprela 200 mg dwokia
TPETONAVION

vTo @AapraKo ovTO TEAEL LTO CLUTAN PO UATIKT TOPAKOAOVONGT. AVt Ba emTPEYEL TO YP1YOPO
TPOGOIOPIOUO VEDV TANPOPOPLOV acPireloc. Mmopeite va fondnoete LEcm TG avapopdic Thovmy
AVEMIBOUNTOV EVEPYEIDV TOL EVOEXOUEVMG TTapovatalete. BA. T€Aog Tng mapaypdpov 4 yio Tov TpOTo
avaQOPAG AVETIOOUNTOV EVEPYEIDV.

AwPacTe TPOGEKTIKA OAOKAN PO TO GVAAO 0ONYIAOV YP1|ONG TPV UPYICETE VU TAIPVETE AVTO TO
PapPROKO, O1OTL TEPLAAUPAVEL CNUAVTIKES TANPOPOPIES Y10 GUG.

o Durd&te avtd To EOALO 0dNYIBV Yprone. Towg xpelaotel va to dofdcete Eavda.
o Edv éxete mepartépo amopieg, poINoTE TOV Y10TPO, TOV PAPLOKOTOLO 1) TOV VOGOKOUO GOLC.
. H cvvtayn yio avtd 1o papprako xopnyndnke amokAeloTiKd yio 6og. Agv TPENEL Vo dDGETE TO

QAapUOKO 6€ GAAOVC. MTopel va TOVG TPOKAAEGEL PAAPT], OKOUO KoL OTOV TO GUUTTOUOTO TNG
ac0Eveldg Tovg gival 1010 e Ta O1Kd Gag,.

. Edv mapotmpnoete kKamoto avemBOunT evEpyeLa, EVILEPDOTE TOV YIOTPO, TOV PAPUAKOTOL0 1)
TOV VOGOKOUO 6a¢. AVTd 1oyvet kat Yo k6Oe mbovr avemBOUnTn EVEPYELD TOV dEV AVAPEPETOL
670 TTOPdV PUALO 0dNYIBV xpNong. BAére mopdypago 4.

T Tepréyer 1o Tapév VAo 00N YLOV:

1. T etvon To Dovprela kot ot givat ) yprion Tov

2. T mpénet va yvopilete mpv mapete t0 Dovprela

3. [g va mdpete to Dovprela

4, [MBavég avemBOuntec evépyeteg

5. Iég va puidcoete t0 Dovprela

6.  Ilepigydpeva g CLOKEVAGIOG KO AOTES TANPOPOPiES
1. Th givar To Dovprela kot wowa givat 1 gprion Tov

To Dovprela mepiéyet tn dpactiki ovoia TpeTtopavion, Evag tomog avtiflotikov. Ta avtifrotikd eivoe
QAPLOKA TO OTTOI0 YPTCLLOTOLOVVTOL Y10 TNV KATAGTPOPH TV Baktnpidiny mov tpokaioly achéveles.

To Dovprela ypnouonoteitol oe eviikeg (nAtkiog 18 et@v Kot Gve) 6€ GLVOVAGUO (e 600 GAAY
@appoxa wov ovopdlovron AMveloiidn kou Bedakidivn yio T Bepoameio TG upatioong mov ennpedlet
TOVG TVEVLOVEC:

o N omoia eivar avBexTIKy og TOAAEG AAAEG KaTnyopieg avTIloTikadV (1oovialidn, prpopmikivn,
0T0100NTTOTE PAPLAKO POOPLOKIVOLOVTG KOl OTTOLOONTTOTE EVEGLULO OVTIUKPOPLOKO PAPUOKO
devTepNg Ypappng), 1

. N omoia eivar avBekTIK) HOVO TNV 1ooviadion Kal Tn PLOOUTIKIVY, OTAV OV OVTOTOKPIVEGTE N
glote duosavektikol otn cvviOn Bepameio.

2. T péner va yvopilete apwy napete 1o Dovprela

Mnyv napete To Dovprela

o o€ MEPInTOON aALEPYiOG TNV TPETOUOVION, OTA OVTIBLOTIKG TN OUAdNC TOV OVOUALETL
VITPOTUIOaLOLES, 1] GE OTTOLOONTOTE AAAO OO TO. GLGTOTIKE CLTOV TOV PUPLAKOL (AVAPEPOVTOL
otV Topdypoeo 6)

KaBbg n mpetopavion mpénetl va ypnoiponoteitor € GuvOLOCSUO e GAAL PAPLAKO KOTA TNG
ovpatioong — Ave{oAion kot fedaxirivi — Tapakoleiote va dtooporicete 0Tt £xete SloPacel TNV
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TOPAYPOPo «Mnv TAPETEN TOV GUALDY 0ONYLOV ¥PNONE Yo ALTA TO AapLaKa enions. Eav &xete
OUEIPOMES GYETIKA LLE OTOLEGONTOTE TANPOPOPIES GTOL PUAAL OINYLDV XPNONC, EMKOIVOVINOTE LLE TOV
Y1aTpd 1] TOV GOPLUAKOTOL0 GOG.

IIpog1domonoEls Kol TPOPUAGEELS

AmevBuvheite oToV Y10TpO, TOV POPLAKOTOLO 1] TOV VOGOKOUO Gag Py whpete to Dovprela edv:

. €YETE PELMUEVT] MTTOTIKT|] AELTOVPYiaL

o KOTOVOADVETE OVOTVELLOTMON € TAKTIKY Pdom

. €XETE PELOUEVT] VEQPIKT AELTOVPYiaL

o €xete M eiyote KOTA TO TOPELOOV datapayEg TOL Kapdlakoy puduov, 1| €AV KATO10G GTNV

01KOYEVELD Gog Exel TPOPANUE, KapdiakoD puOuo
€xeTe KOPIOKT AVETAPKELLL

. €xete 1 elyote katd to ToperBOV vTodpacTiplo BuPeoEldn|
. €xete pelopéva enineda acfeotiov, payvnoiov 1§ Kaiiov 610 aipa
Hratikn fAafn

Yrdpyet kivdvvog nrotikng PAGPNE otav AapPavete Oepaneia pe Dovprela, AveloAidn kot PedakiAivn.
SVVETMS, 0 YIoTpOg cag Ba cog Tapakoiovdel yio onpeio nmatikng PAAPNS kot Oa yivetor Aqyn
derypdrov aipoatog Tpwv amd v Evoapén e Bepaneiog kot TakTikd katd T ddpKea TG Bepaneiog.
Evnuepdote tov ylotpd 6og GV TopoUCIAGETE CLUTTOUOTO OTWG:

KOTWON

EMenym 1 ammAiela Opeéng

vavtio

KITpIVIGHO TOV SEPLOTOC Kt TV 0QOaANDY

GKOVPOYPOLLOL 0OVPOL

. KOWMaKO GAyog

O yatpdc Bo Tpocappocel T Bepaneio oag GV EANPEAGTEL TO NTOP GOC.

Meiwuévog opiBuog kotrapmy aioTog

H Bepoaneio pe Dovprela, Atve{oAidn kot fedaxiriiviy umopel va peiwoel cofapd Tov apltiud tov
KUTTAP®V TOV OiOTOG, OTTMG AUOTETAALY, EpLOPA a1LOcPaipLo KOl AEVKE OUOGEAipLa TOV
ovopagovtat ovdetepoPira. Emucotvoviote pe tov yuorpd cog apécms GYETIKE [LE OTOLONTOTE O UEl
LOA®TICUDV, Qpoppayiog 1 AOUmEE®V.

O yatpoc cag o mapakoiovdel Ta TANPN crpodiaypappoata Tpw oxd Ty Evapén g Bepaneiog Kot
TOKTIKE KoTd TN O1dpketa g Bepaneiag. O yiatpdg Ba mpocappocet ) Beponeia cog edv pelwbei o
aplOUOG TOV KVTTAP®Y TOL OiHaTOC GG,

Nevpikég d1atopoyes oo, arpa. xepia, Gxpa oo, § T1ovs oplaluois

Nevpikég dratapayés oto dkpa xEpla, akpo T 1 ToOVS 0POUALOVE LITOPEL VO ELPAVICTOVY KUTA TN
Suapxeta tng Bepaneiog. Emucotvoviote pe tov yuotpd oag edv £xete mpofAnpate 6pacnc
LoVdOGHa, pupunKioon i aicOnuo kaboov oto dkpa ¥xEpto 1 oTa dKpa TS oG KOTA TN JdpKELN
¢ Oepameiog. O yotpdg cog Oa Tpocapudcset ) Oepaneio cog oe avTég TIC TEpTTOCELS. Edv
EUPAVIGTOVV TPOPANUATE OPOUCTC, EXMKOIVOVIOTE LE TOV YLOTPO GOC Yo (Lol dpeon o@OaAoAOYIKN
e&étaon.

Avénuévo erimedo yoloxtikod oléog oo aiua

Kotd ™ dibpkela g Oepaneiog, pmopei va eLQOVICTEL [ dtoTapoyn VIEP-0EEMONG TOV CULOTOG M)
omoia ovopdletot yodaktiky o&éwor). Emucovmviote pe tov yiatpd cag edv £xete vrotpomidiovca
vavtio 1 €ueto. O yotpog 6o Umopel vo Tpocapurocet ) Oepaneio 6og 68 QVTES TIG TEPUTTOGELC.

Kapadioxa mpofinuozo

Katd m ddpketa g Oepaneiog, umopei va EUQOVICTEL L0 GUYKEKPIUEVT] OVOUOAIC TOV KOPOLOKOD
pLOUOY M omoia gival yvomot og tapdtacn tov QT. O yiatpdc cag emopévac Oa dievepynoer HKIT
npwv amod v Evopén g Bepaneiog kot TaxTikd katd T didpken g Oepanciog. H Oepaneia cag Oa
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TPOGUPUOGTEL EAV TAPOLGLUGTOVV AVOLAieg TOL Kapdlakoh puOpov. EmmAéov, ta enineda kaAiov,
aoBeotiov kat payvnoiov Ba mapakoiovBovvtot kai Ba dtopbdvovtol dv givol U QUGIOAOYIKA.

H aocopddeia kot n arotelecpatikotnta Tov Dovprela dev €xet peretnBel 6 cuUVOLAGHO LE PAPLOKQ
€KTOG amd TN MveloAidn kot T Pedakiiivn Kot ©¢ €K TOVTOV dev Ba TPEMEL VoL YPTCLUOTOLEITOL (G
UEPOC OTO1OVLONTOTE GALOV BEPUTEVTIKOD GLVIVAGILOV.

oo kor £éenpor

AvT0 TO PAPUOKO dEV GLVICTATOL Y1 TOLOLA Kot Eprfovg nAkiog Katw Tov 18 etdv. O Adyog givar
O10TL dev €xel peretnBel oTN GUYKEKPIUEVT] NAIKIOKT] OLADA.

Alho @appoko kot Dovprela

Evnuepmote tov yiatpd 1| TOV opUaKoTold cag edv maipvete, £xete mpOGPUTA TAPEL ) WITOPEL VoL
ThpeTE GALD PAPUOKO CUUTEPILOUPAVOUEVOVY QUTIKOV BEpomEId®V. AVTA UTOPEL VoL EXANPEAGOVY TOV
Tpomo e Tov omoio Aettovpyei to Dovprela 1 va av&noouvv tov kivéuvo avemBountmv evepyeldv.

Amo@uyete ™) Ogponcia pe Dovprela kot omotadnmote and Ta akolovbo appaka TovTdYpova. AvTtd

evO&yeTOL VO, LEMGOLY TN dpdom Tov Dovprela éto1 wote ) Oepaneio cog pmopet va

LN AgLtovpyel: EMOUEVMG, EVILEPDOTE TOV YIOTPO GG OUECHS CYETIKA LE T ENG:

o PLPOUTTIKIVY, PUPOLVKIVY, PLOOTEVTIVI], PLOAUTOVTIVY: GAAL @dpuaKa Yio T Bepaneio TG
QLUATIOONC 1| OPIGUEVOV GAL®DY AOUDEEDY

o epaPpévin, etpafipivn: edpuaka yio ™ Bepomeio g Aoipwéng amd tov 16 HIV

. kapPapalenivn, pavotoivn: eapuaka yio T Bepameio TG eTANYiag Kol OpIGUEVOV
KOTOOTAGE®DY TOVOL
. vepko (St John’s wort): éva euTIkd @appako yia tn Oepameio g KaTdOAYNC Kot TOL AyYovg

[pénet eniong vo, amo@EOYETE TN XPpNOT POPUAK®V To omToia uTopei va £xovv emPAafpn enidpoor 6to
Nrap cag (extdg amd T Pedakidivn kot tn Atve(oAion). Amevbuvbeite otov yloTpd cag o omoiog Oa
pmopel va GOG TEL G€ TOLL PAPHOKA EPAPUOLETOL AVTO.

Evnuepdote tov yiotpd cog edv ypnoiponoteite:

. pebotpe€dtn: éva pappoko yio T Bepomneio coPfapng pAeYUOVIS TOV apBpdoE®VY, KOPKIVOL Kol
™G OEPUATIKTG BN oNG Yopiaom

. BevlulomevikiAdivn, curpopro&acivr: papuaka yio T Oepomeio foktnprok®v AoudEewmy

. woouebakivn: éva pappako yio ™ Bepomeio Tov TOVOL KoL TNG PAEYUOVNAG

. prrovafipn: éva eappako yia tn Oepaneio g Aoipwéng amo tov 10 HIV

To Dovprela pe owvorrvevpatmon

ATOoQEVYETE TNV KOTOVAAWDGT] OVOTVELLOTOOMV vOo® AapPavete Bepameia pe to Dovprela, kabbg
avtd avEAveL Tov Kivovvo cofapng nratikng PAAPNG.

Kdnon kot Onhaocpog

Edv giote éyxvog 1 OnAdlete, vopilete 0TL umopei va giote £yKvog 1 oxeO14LETE VO ATOKTOETE TTOUDH,
{nthote ™ GVUPBOLAN TOL YITPOD 1 TOL PUPLAKOTOLOD GOG TPV TAPETE AVTO TO PAPLUAKO.

. Kinon
Y7rapyovv ToAD TEPIOPICUEVEG YVADGCELG GYETIKG e TN xpnor g Dovprela katd tn didpreia tng
gyKupooHvne. Zuvendc, To Dovprela ypnoiponoteiton katd tn S1dpKelo TG EYKLHOGHVIG HOVO
€V T0 6QeAOC Y10, TNV acbev) VITEPTEPEL TOV SLVNTIKOV KIVdUVOL Y10, TO £uPpuo. O YiaTpog oag
Ba anogaocicet eav Oa Tpénet va AaPete Oepaneia pe to Dovprela.
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o Onlaocpdg
Agv glval yvootd edv n TpeTopovion tepva 6to avBpdmivo yaia. O yotpog cog Ba amopaciost
€dv Oa mpémel va dokdyete Tov Onlaoud 1 va amoevyete T Bepomeio e To Dovprela.

001yN o1 Kot LEPIOROS PNV LATOV

Evdéyetan vo ancOavOsite {aAn agol mtapete To Dovprela 1 umopei va mapovoidoeete mpofAnuato pe
v 0pacn cac. Mnv odnyeite N yepileote unyaviuota v coppel avto.

To Dovprela wepiéyer Laktoln Kol vaTpro

Av 0 yuTpdg Gag, oG EVUEPMTE OTL £xeTE duoavein € OPIGUEVH GAKYAPO, ETIKOVOVIOTE LE TOV
Y1Tpd oG TPV TAPETE OLTO TO PAPLLOKO.

To gdppoxo avtd mepiéyet Ayotepo and 1 mmol vatpiov (23 mg) ava diokio, glvar avtd mov
ovopdlovpe «erebBepo vatpiovy.

3. Ilog va wapere 10 Dovprela

[Tévtote Vo TaIPVETE TO QAPIOKO CVTO AVGTNPA GOUPMOVA, LLE TIC 00T YIEC TOL YIOTPOV 1 TOL
Qapurokomolod cog. Eav éxete appifolies, potnote Tov Y1aTpd 1 TOV GOPLAKOTOL GOG.

To Dovprela ypnouonoteitol oe cuvovacud pe Aveloiidn ko Pedakidivn. [Mopakareiote va
dwPdoete emiong To PUALA 0N YLDV YpNoNG Ao avTd Ta Pdpuaxa. Edv éyxete amopieg, potiote Tov
YTPo 1) TOV POPUAKOTOLd GO,

H ovvictopevn 6601 givor

o Dovprela: 1 diokio pio opd v nuépa.

o AwveloAion: 600 mg tnv nuépa

o Bedaxidivn: 400 mg pio popd TV Nuépa yia 2 efdopddes, axorovBovpeva amd 200 mg 3 popéc
v efdopdda (e Tovidyiotov 48 dpeg puetaly tv d6cewv). ['a mapdderypa, pmopeite va
nhpete ™ Pedaxihivn T Aevtépa, Tetdapn kot apackevn kdbe efdopdada amod v efdopdda. 3
Kot €€NG.

Tpomog ypiong

[aipvete To Dovprela tavtoypova pe tn Aveloiidn kot t Pedakirivn. No kotomivete ta diokio Pe
éva motnpt vepd kat vo to maipvete pali pe tpoon.

Ta dioxia AapPdvovtar vo v dueon enipreyn evog emayyeipatio vyeiog 1| COUE®VA LE TNV TOTIKY
TPOKTIKT.

Algpkela ypnong

H o1Gpketa g Bepaneiag pe tov cuvovaoud Dovprela, Atvelohiong kot fedakiiivng ivar

26 gfdouddes. O Y10TpOg 00G UWTOPEL VO OTOPUCIGEL VO, TOPOTEIVEL AVTAV TNV TEPTOO0 1 VO SLOKOWEL
TPOGMPIVA T 00GoA0YIO Yo va Stac@aricel 6TL 1) Bepameio elval aGEAANC KAl ATOTEAEGLLOTIKT Y10l
c0G.

Eav népere peyordtepn 66on Dovprela amd tnv kavovikn

Emkowvmviote apécmg pe Tov yiotpo oog kot Tépte pali oag T GVoKELOGIO TOV PUPHAKOL.

Eav Eeydoete va wapete To Dovprela

Mnv tapete SmAn 8601 Y10 Vo AVOTANPOGCETE TN 0061 oL EEYACOTE.

Onowdnmote 060N TPETOLOVIONG Ko Pedakidivig Tov mapaleipOnke cuvieTtdrtal vo avaminpmdel 6to

téhog NG Bepaneiag. Adoelg AveloAidng Tov TapoleipOnkoy AOy® avemBOUNTOV EVEPYEIDVY TNG
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AtveloAidN G dev cuviaTdTal vo avamAnpmvovtal. ArevBuvieite oTov YiaTpd 1| TOV QOPUAKOTOLO GO
e &yete mapoadeiyel pio 0661 Kol 0V £10TE GLyoLPOL TL VO KAVETE.

Edv octapotioete va naipvetre to Dovprela

Mn otapatioete va maipvete to Dovprela 1 to dppoko cuvovacspod AtveCoiidn 1 Bedaxiiivn yopig
TNV adgla Tov ytpov cag. H mapdietym d6Gemv 1 1 U1 0AOKANP®GT TOL TANPOoVG KOKAoL Bepameiog
EVOEYETOL VO, KOTOOTNOEL T Ogpameio ovamoTEAEGUATIKY KOl 1| LUATIOCN G0 HTopel vo emdevmbei.
Emum\éov, katt tétoro Oa prmopovce va avéncetl Ty milfovotnto, to, faKTiplo. Vo KOTaeTouy avOEKTIKA
G€ OTA TO PAPLLOKOL.

Edv éxete meplocdTepeg EpOTNCELG OYETIKE LLE T YPTOT AVTOV TOV PAPUAKOV, POTHGTE TOV YIATPO,
TOV QOPLOKOTOLO 1] TOV VOGOKOUO GOLG.

4. IIBavég avemBOUNTES EVEPYELES

Onwg 6ha To eappoKa, £TGL KOL 6VTO TO QAPUOKO LITOPEL VO TPOKAAEGEL AVETIOOUNTEC EVEPYELES, AV
Kot 6gv Topovctdlovtal 6€ OAOLG TOVG AVOPMOTOVC.

Orav to Dovprela ypnoponoteiton pali pe Aveloiidn xor Bedokiiivn, £xovv avaeepOel ot akdrovbeg
avembounteg evépyeleg:

Emkowvovijote pe Tov Yiatpo 60g Opéocms 0V TOPOVCLICETE OTOLOONTOTE 0o To. akOAovDaL:

IloAb ovyvéc (Lmopel va emmpedoovy mepiocdtepa amd 1 ota 10 dropa)

o LE®PEVOS aplBpog epuBpdv alpoceapioy
[MBovd onuadio eivor aictnuo KOT®ONS, advuvapio, SOVGTVOLN, OTOAELN TOV dlcONcE®Y Kot
avénuévn diya.

. avénuéva enineda NTOTIKGOV EVEOUMV GTO O To 0010 OVOUALOVTOL TPAVOAUIVAGES, OTMG
ALT, AST
Evnuepdote 1oV y10Tpd Gog €AV TAPOVGLAGETE GUUTTMOLATA OTWS KOTMOT), EAAELYT 1] ATOAELN
openg, voutia, KITPIVIGHO TOV dEPUATOG KOl TOV 0POUAL®Y, GKOLPOYPOLE OVPA 1] KOIAOKO

&yog.

Yoyvég (umopet va emmpedoovy émg 1 ota 10 dropa)

o LELOUEVOS 0plOUOG AEVKDV apoceaipioy 1 oponeToliny
Ta mBavé onuddia givor poAiomicuol, opoppayio 1 AOU®EELS.

. ovénuéva enimeda oTo aipa evog nratikov evidpov mov ovopdletot yaupa GT (mov vmodetkviet
OG0 KOAA AEITOVPYEL TO NP GOG)

. avénuévo eninedo yolaktikod o&€og 6To aipa

Emcowvmviote pe tov y1atpo cag edv €ete vToTpomidiovso vavtio 1 ELETO.

AMeg avemBOUNTEC EVEPYEIEC UTOPEL VO TAPOVCLAGTOVV UE TIG akdAoVOEG GLYVOTNTES:

IoAd ovyvég (Lmopel va emnpedoovy tepiocdtepa omd 1 ota 10 dropa)

. vavTio, EUETOG, dvoTeyia

* oKk

. pelmpévn opeén

. VELPIKA TPOPANLATE GTO AKPa YEPLA 1} OTA AKPO TOJ0, OTTMG TOVOG, aichnua Kadcov,
Un eLGIOA0YIKTY aicOnon 1 LovdIC U

Yoyvég (umopel va emmpedoovy émg 1 ota 10 dtopa)

. poknteciky (cvurepthapfavopévov tov Qupopdknta Kvtivia) Aoipmén oto otopa 1 6ToV
Aoupod, n omoio eppaviletonl mg AeVKEG KNAIdEG

. dvokolieg oTov HTVO

o KOTWOM

. dtatapoyn TG YeEVoNG
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Can

Kepaiadyio

LUiKOG OTAGUOC, LVTKOG Kol GKEAETIKOG TTOVOG, OTMG TOVOS OTLG apBpdoELg, 0opLAAYia, LUiTKOG
moOVO(

duappota, SLGKOIAMOTNTA

QAEYLOVT TNG EMEVOVOTG TOV GTOUAYOV, PAEYLOVT] TOV TOYKPEATOG

TOAVOPOUNOT| TOV VYPDOV TOV GTOUAYOV GTOV 01G0PAYO0

KOWALOKO AAYOG

TPYOTTOOT, ENPOJEPIa, KVNGLOG TOL dEPHOTOG, eEAvON L

gpebiopog 1 Tévog Tov 09BaAov, Enpoebaipic, TpofApoata 6pacTg

BAGPN TOL OTTIKOV VELPOL 1)/KOL PAEYHLOVT] LLE OONILOTOL KL OLOTOPUYES TNG OPALOTG
1N GLGLOAOYIKT] NAEKTPIKT dpacTnpLoTNTa TNG Kapdds (tapatetapuévo diaotnpuo QT oto
NAEKTPOKAPIIOYPAPTLLOL)

avénuéva eminedo oTo aipol yio:

- OpLAGOT

- yorepuBpivn, wa Kitpvn ovcia S1IACTACTG TNG YPOOTIKNAG TOV OULOTOC

- Mmdion

- OAKOAIKT QOGPATACN

- KpeaTvivn

- KPEATWVOPOOPOKIVAGT

- ovpia

UEMUEVO ETITEDO CAKYAPOVL GTO QL0

UELMUEVO ETIMEDO LayVNGIioL 6TO aipa

‘O ovyvég (umopet va ennpedcovy €o¢ 1 ota 100 dtoua)

LUKNTIOKT Aoipnmén

VREPPOAIKY| OTMAELD VYPADV, UEIWHEVOS OYKOG COUATIKOV VYPOV

ayyoc, Katdoiwym

SloyKOUEVO Mo

KLITPIVIGUO TOV JEPUATOC, TOV ECAOTEPIKMV 0pYaveV 1/Kat ToV ALKV TV 0pBaAu®V (iktEPO])
dlatapoyn ToL EAKOL TOV OPHUALLOV

EMOEVOON NG IKOVOTNTAG KOBOPNC E0TIOGNG GTO KOVTIVEL OVTIKEILEVOL

KVIOUOG TOL 0@OaAL0D, 010MLa TOV 0POUALLOD

01oN e TOL OTTIKOV dioKOL (TTOV 00NYEL GE AMMAELN OPACTG)

KOPWOoN

aioOnua ovénpévou kapdlakoH TAAIODH

aLENUEVOC KOPIIOKOG TOAUOG

YOUNAY apTnploKn Tieon

Prixas, pvopparyio

aicOnpo eovVeKOUATOG

aiocOnua Kahoov TN YAOCGTO, SI0YKMOT TOV HIKP®V 00UOV Tov Hotdlovv pe OnAgg
OTNV ENAVO ETLPAVELN TNG YADGGOG

éxlepa, vIepPOAIKT] HEAAYXP®OT) TOV EPUATOG

advvopio emitevéng 1 dlatpnong otHong

apoppayio omd TN PATPO G AKOVOVIOTA S10GTILOTA, 10101TEPO UETAED TOV AVOUEVOUEVOV
Euunvov pvoemv

aicOnpa adrobeciog

U1 QUGIOAOYIKT TOPOLGIN TNG TPWOTEIVNG AEVKOUATIVI) GTO 0V paL

£UETOC PE aipla

UELOUEVT aOBOAT TOV TPOIOVTOG OAGTACT|G LVTKOD 16TOD KPEATVIVI] HECH TOV VEQPOV
AVETAPKELD AEVKADV KoL EPLOPDOV ALUOGEUPIOY KOl ALUOTETAMMY
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. UELOUEVO EMIMEDO 0OPEGTION GTO ALl

o avénpéva eminedo oTo aipo Yo
- 16oévlupo kpeatvopmspokvacns (MB)
- ovptkd 0&H

Ava@opd avemOOUNTOV EVEPYELOV

Edv mopoatnpnoete kamoto avemifOunt evEPYELN, EVILEPDCTE TOV YIOTPO, TOV QAPUAKOTOLO 1) TOV/TNV
VOGOKOWO GaG. AVTO 1oyYvEL Kot Yio kdOe mhav avemBountn evépyela Tov OgV AVOPEPETAL GTO TOPOY
@OALO 00Ny Yprionc. Mmopeite emiong va avapépete avemBounteg evépyetec omevbeiog, HEow Tov
€0VIKOO GLGTAUATOG AVAPOPAS TTOV avaypaeTol oto [opdptnuae V. Méom g avoapopac
avemBouunTOV evepyeldv uropeite va fondnoete ot GLALOYY TEPIGGOTEPWOV TANPOPOPLOV GYETIKA
LE TNV 0CQAAELD TOV TOPOVTOG PUPILAKOV.

5. Hog va gvraccete 10 Dovprela

To @dppoako avTtd TPETEL VO, PUAACGETOL GE PEPT TTOL OeV TO PAETOVY Kot dgv TO OEvVOLY Ta TAdIdL.
No pn ¥pMoLHOTOoLEITE AVTO TO PAPOKO LETE TNV NUEpOUNVIa AMENG TTOL AVOPEPETOL GTO KOVTI, 0N
QLA N otV KuyéAn petd v «AHEH»/«EXPy». H nuepounvio Anéng sivai n televtaio nuépa tov
LUNVO. TTOV OVOLQEPETOL EKEL.

To @appaxo avtd dev amattel Waitepeg cuvOnNkeg Oeppokpaciog yio v UAAEN TOL.

Kda0e aypnoiponointo eopuokevtiKd Tpoidv 1 VIOAEUO TPETEL VO ATOPPITTETOL COUPOVO LE TIG
KOTO TOTOVE 1GYVOVGEC GYETIKEC SLOTAEELG.

6. Iepreydpeva TS 6LVOKELAGTIOG KO AOTTEG TANPOPOPieg

T epréyer to Dovprela

o H dpaotikn ovoia givar 1 mpetopavion. Kabe diokio mepiéyel 200 mg wpeTopaviong.

o Ta GAha cvotatikd givar Aaktoln povobdpiKn, IKPOKPLGTAUAALIKY] KUTTOPIVY], AHLAOVYO
YAVKOAIKO VATPL0, GTENTIKO LoyVIG10, 0E€Id10 TOV TLPITiov KOAAOEIDES, VATPLO A0OVPLAODELKO,
ooV

Epg@avion tov Dovprela kot wepieyopeva g 6V6KELAGIOG

To Dovprela givar Aevkd g VTOAEVKO, MOEEG O10KI0 Yapayuévo pe v Evoeldn «M» otn pia
migvpd kot «P200» otnv dAAn mhevpd. Alaotdoelg diokiov: 18 x 9 mm.

Ta diokia mopéyovtor Ge:
Yvokevaoieg KuyéANG mov epéyovv 14, 14 x 1, 182 1 182 x 1 diokia
[MaoTikég praiec mov mepiEyovv 26 dokia

Mmropet va, unv KuKAOPOPOLV OLEG Ol GUGKEVAGIES.
Karoyog Adsrwog Kvkhogopiog

Mylan IRE Healthcare Limited

Unit 35/36 Grange Parade

Baldoyle Industrial Estate

Dublin 13
Iphovdio
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IMopaockevaotic

Mylan Hungary Kft.
H-2900, Komarom
Mylan utca 1
Ovyyapia

Rottapharm Limited,
Damastown Industrial Park,
Mulhuddart,

Dublin 15,

D15 XD71

Iphovdio

I"a omoladnmote TANPOPOPIo. GYETIKA LE TO TOPOV PUPUAKEVTIKO TPOIOV, TUPUKOAEIGTE VO

amgvbuvbeite otov Tomikd avtimpdésmmo tov Katdyov g Adelag Kvkiogpopiag:

Belgié/Belgique/Belgien
Viatris
Tél/Tel: + 32 (0)2 658 61 00

Bbuarapus
Maiinan EOO/{
Ten.: +359 2 44 55 400

Ceska republika
Viatris CZ s.r.o.
Tel: + 420 222 004 400

Danmark
Viatris ApS
TIf: +45 28 11 69 32

Deutschland
Viatris Healthcare GmbH
Tel: +49 800 0700 800

Eesti
Viatris OU
Tel: + 372 6363 052

EALGda
Viatris Hellas Ltd
TnA: +30 2100 100 002

Espaiia
Viatris Pharmaceuticals, S.L.
Tel: + 34 900 102 712

France
Viatris Santé
Tél: +33 1 40 80 15 55

Lietuva
Viatris UAB
Tel: +370 5205 1288

Luxembourg/Luxemburg
Viatris

Tél/Tel: + 32 (0)2 658 61 00
(Belgique/Belgien)

Magyarorszag
Viatris Healthcare Kft.
Tel.: +36 1465 2100

Malta
V.J. Salomone Pharma Ltd
Tel: +356 21 22 01 74

Nederland
Mylan BV
Tel: +31 (0)20 426 3300

Norge
Viatris AS
TIf: + 47 66 75 33 00

Osterreich
Viatris Austria GmbH
Tel: +43 1 86390

Polska
Viatris Healthcare Sp. z o.0.
Tel.: +48 22 546 64 00

Portugal
Viatris Healthcare, Lda
Tel: + 35121 412 72 00



Hrvatska
Viatris Hrvatska d.o.o.
Tel: +385 1 23 50 599

Ireland
Viatris Limited
Tel: +353 1 8711600

island
Icepharma hf.
Simi: +354 540 8000

Italia
Viatris Italia S.r.l.
Tel: +39 (0)2 612 46921

Kvnpog
GPA Pharmaceuticals Ltd
TnA: +357 22863100

Latvija
Viatris SIA
Tel: +371 676 055 80

Romania
BGP Products SRL
Tel: +40 372 579 000

Slovenija
Viatris d.o.o.
Tel: + 386123 63 180

Slovenska republika
Viatris Slovakia s.r.o.
Tel: +421 2 32 199 100

Suomi/Finland
Viatris Oy
Puh/Tel: +358 20 720 9555

Sverige
Viatris AB
Tel: + 46 (0) 8 630 19 00

United Kingdom (Northern Ireland)
Mylan IRE Healthcare Limited
Tel: +353 18711600

To wapdév UAA0 00N TLOV Yp1ioNS avaBepOnke Yo TELEVTOIO Popd oTic {MM/EEEE}

Adreg INYEG TANPOYOPLAOY

Aemtopepeic TANpoeopies yio 10 GApLaKo avtod givat d100c1EG 6TO OIKTLOKO TOTO ToV Evpomaikohd
Opyaviopod @apudxmv: https:/www.ema.europa.eu
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