IHAPAPTHMA |

MEPIAHYH TQN XAPAKTHPIZTIKOQN TOY ITPOIONTOX



1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Pazenir 5 mg/ml k6vi¢ yio Tapackev S1omopac Tpog £yxvon.

2. IOIOTIKH KAI TIOXOTIKH XYNOEXH

Kda0e praridro mepiéyet 100 mg mokAita&éAng ocuvoedepévn pe adfoopivn vmd popen
VOVOS®UOATIOIMV.

Metd v avacvotaon, kibe ml dtouomopdc mepiéyel S mg mokAItaEEANG cLVOEdENEVT te aABovpivn
VIO LOPPT] VOVOSOUATISIMV.

Mo tov TAnpn Katdloyo Tev exdoywmV, PA. Tapdypapo 6.1.

3. DOAPMAKOTEXNIKH MOP®H

Koévic ylo mapoaokevn) S1aomopdc Tpog £yyvon.

H avacvotabeica dtaomopd éxet pH 6-7,5 ko ocpmtikdtnta 300-360 mOsm/Kkg.

H 16vig etvan Aevkn éwg kitpuvn.

4. KAINIKEYX MTAHPO®OPIEX

4.1 OgpomevTiKég £vosielg

H povoBepoaneio pe Pazenir evdsikvotat yio tn Ogpaneio LETAGTATIKOV KAPKIVOL TOV LOGTOL GE
evIMkeG acBeveig ot omoiotl anétuyay otn Bepaneios TPAOTNG YPOUUNG Y10 T HETAGTATIKY VOGO KoL Y10

TOVG 0T010VE SV evdeikvyTaL 1) GLVNH NG, TTEPIEYoVoa avBpakvkAivy Bepancia (BA. Tapdypago 4.4).

To Pazenir oe cuvévaouod pe yepottafivn evdgikvotat yuo t Bepoameio TpdTNG YPAUUAG EVNAIK®V
0oOEVDV [LE LETAGTOTIKO 00EVOKAPKIVOLLL TOV TOYKPENTOG,.

To Pazenir o cuvévaoud pe kapPomiativny evdsikvotat yia tn Bepaneio TpdOTNG YPAUUNG UN
LUIKPOKVTTAPIKOD KOPKIVOV TOV TVEDLLOVO 0 EVIAMKEG 0oOEVEIC 01 0moiol deV elvat LTOYNE1OL Y10
duvnTikd BepamevTIKN XEWPOVPYIKN EMEUPOOT KOV akTivoDepameia.

4.2  Aocoloyio kor TpoOTOG YOPYNONS
To Pazenir tpémel va yoprnysitan poévo vd v emifAeyn €101ko0 0YKOAGYOV GE LOVADEG TOL

€101KeHOVTOL GTN YOPNYNOT| KLTTUPOTOEIKMV TTapaydvimv. Agv Ba mpénet va vrokabiotatal and N pe
OAAD GKELAGLLOTO TOKALTAEEANG.

Aocoloyia

Kapkivog tov uaotod
H cvviotdpevn 86om tov Pazenir sivoun 260 mg/m? yopnyoduevn evdopreing og ypovikd Stdotnua
30 Aemtodv k4O 3 gfdoudoses.

Tpooapuoyés dosoloyios kot t diapkelo TS Oepameiog Tov KapKivoy T0D UATTOD

Y& acbeveic mov eppaviovy coPaph ovdeteponevia (eminedo ovdetepdpilmv < 500 kdTTapa/mm? yio
pio efdoudda N TePLoGoTEPO) N cofapn asbntiky vevpordbeia katd T Oepamneia pe Pazenir, ) 660
Tpémet va petdvetan ota 220 mg/m? 6Toug emdpEVOVC kKukAovg Bepamsioc. Metd amd vroTpom
cofapnc ovdetepomeviag 1 coPaprg asOnTiKig vevporddetog, 1 606 TPENEL VO, LELDVETOL TEPUITEP®
ota 180 mg/m?. To Pazenir dev mpémet va. xopnyeitol ¢ OTOL TO EMIMESO TV OVLIETEPOPIAOV



emovéldet oty T > 1.500 wotrapo/mm?. To Ty ootk vevpomddeta 3ov Babpov, avacteilate
N Oepaneia Eog 6tov Pertimbel g 1ov 1 200 Babpov kot katomy peimote tn 6001 Yoo GAOVG TOVG

EMOUEVOVS KUKAOVG Bepameiog.

AdevorapKIvaiua To0 TOYKPEATOC

H ovviotdpevn d6om tov Pazenir oe cuvdvaoud pe yeporrafivn eivat 125 mg/m? yopryoduevn
evoopAePing ot ypovikod daoatnua 30 Aemtov tic Huépeg 1, 8 kot 15 ke kokhov 28 nuepdv. H
TOVTOYPOVY GUVIGTOEVT SO0 TNG Yepottaivng sivar 1.000 mg/m? yopryodpevn eviopreping oe
YPOVIKO dtdoTnia 30 AETTOV AUESMG LETA TNV OAOKANp®OT TG Yopnynong tov Pazenir tig Huépec 1,

8 kat 15 kabe khxhov 28 nuepdv.

Tpooapuoyés 6oons Katd, T d1dpkela TS OEPOTEIOS TOV QOEVOKAPKIVIOUATOS TOD TOYKPEATOS

Hivakoeg 1: Mewwoglg Tov enédov d0ong Y10 060eveig e 0OEVOKUPKIVONA TOV TAYKPEATOG

Eningdo d0ong Aéon tov Pazenir (mg/m?) Adon g yeporrafivng
(mg/m?)
ITApng d6on 125 1.000
1" pueimon tov emmédov 100 800
doong
2" peimon Tov emmédon 75 600
doong
Eév amotteiton
emMmPOGOeTN Awkonn Bepamneiog Awxonn Oepamneiog
ueimon d6ong

Mivakag 2: Tpomomwomoelg 6061G Yo 0v0£TEPOTEVIA KU Opopforevia kata Ty Evapén
£vOg KUKAOV 1] KOTA T1) O1GpKELD EVOG KUKAOL Y10 060EVEIS IE 0OEVOKAPKIVOID TOV

TOYKPEOTOG
. , AprOpodg ,
E{)lf){):n (:3:25 03 /ﬁ,lanS) OLLOTTETAA OV Ao6c1 Tov Pazenir c (,Al::;gi:ng
P (xbTTapa/mm?®) TER s
Hpépa 1 | <1.500 " | <100.000 KoabBvotepiote e d00ELg PEYPL TNV
avappwOoN
Hpépa 8 3 iOé)ogMa 'H | >50.000 oArd < 75.000 Mewnote 11¢ 860¢1g 1 eminedo d6oMg
<500 'H | <50.000 Avaoteilete TIg 00GE1g
Hpépa 15: Eav o1 660g1g T Hpépag 8 yopnyqOnkay yopic tpomomoinen:
Xopnynote to eninedo d66MC TG
Hpépog 8 kot cuveyiote pe avénticong
. TAPAYOVTEG AELK®V OLLOGPOLPiV
Hpépa 15 | = 200 M4 H | >50.000 a}é < 75.000 (WBC)
< 1.000 H
Mewwote t1¢ 660¢1c 1 eminedo d6ong amd
T1¢ d6oelc e Huépoc 8
<500 'H | <50.000 Avooteilete T1c d00EIg
Hpépo 15:  Edv o1 66ce1c T Huépog 8 peidOnkay:
Emotpéyte ota enimeda d60MG TG
Huépag 1 kat cvveyiote pe avéntikoie
TOPAYOVTEG AEVKDV OLUOGPALPiY
Hpépa 15 | >1.000 KAI | >75.000 (WBC)
'H
Xopnynote Tig i1d1eg 00GELG UE TNG
Huépag 8
> 500 cdAd Xopnynote ta enineda 660G TG
<1.000 'H | >50.000 airé < 75.000 | Huépog 8 xat cuveyiote pe ovéntikong
) TOPAYOVTEC AEVKDV OUOGPAIPIY




(WBC)
'H
Mewwote t1¢ 660¢1c 1 eminedo d6ong amd
T1¢ d6oelc e Huépoc 8

<500

‘'H | <50.000

Avooteilete TIc d00EIg

Hpépo 15:  Edv o1 d6c€16 1)

¢ Huépog 8 avestaincav:

Hpépa 15 | >1.000

KAI| >75.000

Emotpéyte ota enimeda d60MG TG
Huépag 1 kat cvveyiote pe avéntukoie
TOPAYOVTEG AEVKDV OLUOGPALPiY
(WBC)

'H
Meiwote t1c dooeig 1 eminedo ddong amd
T1¢ 6001 g Huépag 1

> 500 oAl
<1.000

‘H | >50.000 aArd < 75.000

Mewwote 1 eninedo d6ong kot cuveyiote
HE aENTIKOVE TAPAYOVTES AEVKADV
apocoapicov (WBC)

'H
Mewwote T1¢ 060¢€1g 2 emineda 66oNg amd
T1g d6oelc e Huépog 1

<500

‘'H | <50.000

AvaoTteilete TIg 00GE1g

Zvvrunoeis: ANC=Anoivtog ApBuog Ovdetepdeirov (ANC=Absolute Neutrophil Count), WBC=Aevkd ayocaipio

(WBC=white blood cell)

ivaxoeg 3: Tpomomomjcelg 0061G Yo GAAeS AvEMOOUNTES AVTIOPEGES PUPUIKOV GE
000gveig nE 0OEVOKUPKIVONE TOV TOYKPEATOG

AvemO@opntn Avtiopaon

3ov 1} 4ov Babpov

®appdxov Aéon Tov Pazenir Abon g yeportafivig
(ADR)

Epmdpetn AvooTteilete TIG SOGEIC PEYPL VO VTTOYWPNGEL O TVPETOG KOl O

Ovoeteponevia: apBpoc tov ANC va yiver > 1.500, Eavapyiote 610 apEcmg

YOUNAOTEPO EMITESO dOONGu

Ieprpepuci] Nevponddera:
3ov 1 4ov Babpov

BeAtiobei og
< lov BaOpov,

eninedo 66oNCa

Avaoteilete T dO0M PEYPL VAL

EavapyioTe 6TO AUECMS YOUNAOTEPO

Xoprnynote v id1a
doom

Agppatikn ToSikétnta:
20v 1 3ov BaBpov

Meldote 610 apEcmG YUUNAOTEPO EMITEDO OGN Gy,
dwakoyte T Oepamneio €dv n avemBOuNT
gvépyela papuaxov (ADR) dgv voywpsi

Factpevrepucn
Toglklgg\f\?(;yovirtéa Avaoteilete Tig 000e15 PéYPL va PerTiwbel og < 1ov Babpov,
300 Bafiod 1 Eavapyiote 6To aUEC®G YOUNAOTEPO EMIMEDO dOOT|GA
dbppota

“BA. ITivaxa 1 yio peidoelg Tov enmédov d6omg

Mn 1ikpokvTTOPIKOC KOPKIVOC TOD TVEDLOVO.

H cvviotdpevn d6om tov Pazenir sivar 100 mg/m? yopnyovpevn g evopALPia £yxvon oe xpovikd
dtiotnua 30 Aemtov Tig Huépeg 1, 8 ot 15 kébe xhxhov 21 nuepmv. H cuvietdpevn 866m g

kapPomrativng eivar AUC = 6 mgemin/ml povo v Hpépa 1 xéBe korhov 21 nuepav, Eekvavtag
apECMC LETA TO TEAOG TNG YOopNYNoNG tov Pazenir.

Tpooopuoyss 60ons Katd, ) didpxela T GEPOTEIOS TOV U HIKPOKVTIOPLKOD KapPKIVOD TOD TVEDUOVO,

To Pazenir dev Ba mpémel va. yopnyeital tnv Huépa 1 tov kOkAov £m¢ 6Tov 0 amdAvTog aptOpoc
ovdetepdPlav (ANC) givar > 1.500 kdTTapa/mm?® Kot 0 aptBpodc Tmv oponeTaliny

givon > 100.000 kvttapo/mm?, Ta k6Oe emdpevn epdopadiaio d6om Tov Pazenir, o1 acOeveic mpémet va
éyovv ANC > 500 xvttope/mm?® kon opometdto, > 50.000 kbttapa/mm?® 1 1 601 va ovacTéAAETOL




€mg 6TOV avoKApyoLV ot TIES. Otav ot Tég avakdpyouv, Eavapyiote T S0coA0Yin TNV EXOUEVN
efdopdda, coppova pe ta kprrnpo otov [ivaka 4. Meuwote v endpevn d66m HOVO av T KPTnplo

otov [livaka 4 TAnpovvtat.

Mivakag 4: Mel®oELg 600G Y10 GO TOAOYIKES TOSIKOTITES 6€ A60EVEIG P U PKPOKVTTAPIKO

KOPKIvo TOV TVELOVA

Awparoroyikn Toikotnra Epeavien Adon Tov Adon ¢
Pazenir Kapporrativig
(mg/m?)* (AUC mgemin/ml)*
Nadip ANC < 500/mm® pe Ipodtn 75 4,5
0VOETEPOTEVIKO TVPETO > 38°C
'H
Kabvotépnon tov endpevou kbxlov Agbhtepn 50 3,0
AOYO EMUEVOVGOG 0VSETEPOTEVIOG?
(Nadip ANC < 1.500/mm?)
'H Tpitm Awoxoyte ™ Ogpameio
Nadip ANC < 500/mm?
vy > 1 gBdoudida
Nadip oponetariov < 50.000/mm? [Ipd 75 45
Aglhtepn Alokoyte ) Oepameio

Tnv Huépo. 1 tov kokhov 21 nuepdv petdote tn §6om tov Pazenir kot tng kapPomhativng tavtdypove. Tic Huépeg 8 1
15 tov kOKhov 21 nuepdVv peidote T d6om Tov Pazenir. Meuwote T d60n g KapPomAativig GTOV ETOUEVO KUKAO.
2Méy16t0¢ oplOpdg 7 NUEPOV LETE TNV TPOYPAUUOTIGHEVT 601 Te Huépag 1 Tov emduevon kdxAov.

IMa ) deppatikn To&ikdtTnTa 200 1 300 BaBpov, ) didppoia 3ov Babpov 1t Aevvoyovitida 3ov
Babpov, dtakoyte ) Oepameio mc 6tov 1 ToéikdtnTa Pertimbel oe < 1ov Babuov, kot katdmy
Eavapyiote tn Bepaneio copva e Tig katevbovinpieg ypapupég otov Iivaka 5. [Na v teppepikn
vevpondBelo > Babpov 3, avaoteilate t Bepancio Emg dtov vroywpnoetl o€ < 1ov Babpov.

H Oepancio pumopet va Eavapyicel 610 apécc yoUnAdTePO NITEdO dOOTG GTOVG EMOUEVOVS KUKAOVG,
ocOppova pE TIg KatevBuvtnpieg ypoupég otov [ivaxa 5. o kdbe GAAN un aipatoloyikn To&ikotnTo
3ov 1 40v BabBpov, daxdyte ) Bepancia Eog 6tov 1 To&koTNTA PedTinBE 68 < 200 Babpoo, kot
Katomy Eavapyiote T Bepaneio cOpP@VA LE TIC kKaTevBuvinpieg Ypouuéc otov [ivaka 5.

Mivakag 5: Meidoelg 0061G Yo P o toroyikés ToSIKOTNTES 6€ a60gveig pe pun

HIKPOKVTTUPIKO KOPKIVO TOV TVEDHOVU

dudppoto 1 Brevvoyovitida

Mn aaparoroykn ToikotnTa Epeavien Adon Tov Adon ¢

Pazenir Koppomrativng
(mg/m?)* (AUC mgemin/ml)*

Agppatikn to&ikotnta 200 M IIpot 75 45

3ovBabuov Algppoia 3ov Babuov Agbtepn 50 3,0

BAevvoyovitida 3ov Babpov

[epupepicn vevpomabeia > 3ov

BaBpot Tpim Awkdyte ) Bepameio

Kda0e aAAN pun opotoroykn

to&ikotnTa 3ov i 40v Babuon

Agppatikn toikotnta 4ov Babpov, Tpom Ataxéyre ™ Oepaneio

ITnv Huépa 1 tov kokhov 21 nuepdv petdote T §6om tov Pazenir on tng kapPomhotivng tantdypova. Tic Huépeg 8 1
15 tov kdKhov 21 nuepodv peidote ™ d6omn tov Pazenir. Mewdote ) 8601 g KapPorhativng 6Tov eTOUEVO KUKAO.

Ewwoi tAnbvopuoi

Hromixy dvoierrovpyio

Agv amo1tovvToL TPOGOUPUOYEG 000G Yo 000EVELG e ITio. NTaTikn ducAeitovpyio (GUVOAKNY
yoAepvBpivn > 1 éwg < 1,5 x ULN «at aomaptikh apwvotpavopepdon [AST] < 10 x ULN),
aveEdptnrta amd v Evoeltn. Xopnynote 006¢€1C 116G e TOVG AoOEVEIC LE PUGIOAOYIKT NTOTIKN

Agttovpyia.




Mo aoBeveic pe pHeTaOTATIKO KOPKIVO TOL HOOTOD Kot aGOEVEIC e UN LIKPOKVTTOUPIKO KOPKIVO TOV
vevpova pe pétpa £og cofapn Nratik] Suvoieitovpyia (cvvoriky xoiepvOpivn > 1,5 émg <5 x ULN
kot AST <10 x ULN), cvvictdtot peimon g d0omng katd 20%. H peiouévn doon umopei va ovénbei
KMUAK®OTE £0¢ T 6001 TOV acHevdVY [LE PLGIOAOYIKT NTATIKN AEITOLPYia, EAV 0 0GOEVAG AVEXETAL TN
Bepameio yio TOLAGYIOTOV dVO KOKAOVG (BA. Tapaypdpovg 4.4 kot 5.2).

IMa acBeveig pe petaoTatikd 0dEVOKOPKIVOLO TOL TAYKPEATOG TOV EXOVV LETPLO £0C GOPapT NITOTIKN
duciertovpyia, Ta Sabécia dedopéva Eival AVETAPKT MOTE VO, EXITPETOVY GVOTACELS 00G0A0Yi0G (PA.
napaypdeovg 4.4 kot 5.2).

INo acBeveic pe ovvorikn yorepvOpivn > 5 x ULN 1/ AST > 10 x ULN, 1o droféoipa dedopéva givat
OVETOLPKT] MOTE VO, EMTPEMOVY GLGTAGELS 00GOA0YING, ave&apTnTa amd TNV £voeldn
(BA. mapaypdeovg 4.4 kot 5.2).

Negpixn dvolertovpyio

Agv amorteitol Tpocapoyn g 00omng Evapéng tov Pazenir ylo acOeveic e Ao E0¢ HETPLO VEPPIKN
duodertovpyia (extipdpevn kéBapon kpeatvivng > 30 £og < 90 ml/min). Ta dwwbéoya dedopéva
glvar avemapkn yuo va cuatafolv tporonomoelg 06cewmv Tov Pazenir e acleveic e coPapn veppikn
dvoierrovpyio 1§ vepponddeia telikov otadiov (extiuduevn kdbapon kpeatvivig < 30 ml/min)

(BX. mapdypago 5.2).

Hliiowuévor
Agv GUVICTOVTOL TEPALTEPM LELDOELS TNG 00GOAOYING, EKTOG OO EKEIVEG TOV 1GYVOVV Y10, OAOVE YEVIKA
Tovg acsbeveic, Yo aoBeveic nhikiag 65 eTdV KoL dvo.

Am6 tovg 229 acbeveic otV TuYOOTTOMEVT peAéTn TTov ElaPav povoBepaneio pe vavosmpotida
avBpdmTvng aABovpiving opov-TakAtaEéAnG Yo Tov KapKivo Tov pactov, o 13% ftav nikiog
TovAdIoTOV 65 €TV Ko < 2% MTav Nhkiag 75 €TV Kol Ave. Agv ToPOVGIAGTIKAY TOSIKOTNTEG e
peyardtepn cvyvotnTa HeToEd achevdv nhikiog TovAdyioTov 65 etV Tov EAafav vavocopatidln
avBpdmvng aAfouvpivng opol-takira&éAng. Qotdco, pia petayevéstepn avdivon o€ 981 acbeveic
7ov éhafav povobepameio pe vovocsopatiotn avOpamivng aifovuivng opov-takitaéing yio
UETAGTATIKO KOPKIVO TOV HOGTOV, €K TV 0Ttoiv To 15% ftav nlikiag > 65 etdv kot 10 2% Ntov
niwiag > 75 e1dv, £0e1&e LYNAOTEPT CLYVOTNTO ELPAVIOTG EMIGTAENG, OLEPPOLUG, APLIATWOOTG,
KOO KOl TEPLPEPIKOD 0101 L0To¢ 6€ aobeveic nAikiog > 65 etdv.

Am6 toug 421 acbeveic pe 0dEVOKAPKIVOLLO TOV TYKPEATOG GTNV TUYOLOTONUEVT LEAETN TTOL EAafav
vavosmuatidw avOpodmving aifovpivng opod-takMta&éAne o€ cuvdvacspo pe yepottapivn, o 41%
ntav nikiog 65 etV kot dve kot o 10% Ntav nhkiag 75 et@v kot Gve. L acbeveic nAkiog 75 etdv
Kol Gveo Tov EAafov vavoosmpotidio avpamivng aAfovpivng opov-takittaéing kot yepottafivn,
vnpée o VYNAGTEPT GLYXVOTNTA ELPAVIONS GOPaPDY aveTBOUNT®V OvVTIOPACE®V Kot ovemBounT®V
avTIOPAGE®V TOL 00N YNGOV Ge dtakomn ¢ Oepaneiog (PA. mapdypapo 4.4). Acbeveic pe
A0EVOKOPKIVOLO TOL TayKpENTOG NAKiaG 75 eTdv kot ave Ba Tpémel va a&loAoyodvVToL TPOGEKTIKA
npwv e€etaotel To gvdgyduevo yopnynong Bepanciag (BA. mapdypago 4.4).

A76 tovg 514 acbeveic pe pn KPOKLTTAPIKO KOPKIVO TOV TVEDUOVO GTNV TUYOLOTONUEVT] LEAETN
7ov Ehafav vavocsouatiotn avlpdmivng aAfovpivig opov-mtakAMTaEéAng 68 CUVOVAGUO pE
kappomiativn, To 31% ftav nAikiog 65 etdv Kot ave kot 1o 3,5% fTav nAkiog 75 €TdV Kot Gve.
SopuPapoto PLEAOKOTAGTOANG, CUUPGIATE TEPIPEPIKNG VEVPOTADELNG KOl apBpadyia NTaV L0 GUYVA
og aobeveig nAikiog 65 et@v Kot dvo og ovykplon pe acbeveic nlikiog kdto TV 65 eT@v. Yapyet
TEPLOPIOUEVT eumelpia amd TN ypnon vavosouatidiov avlporvng aiPovuivng opod-
mokAMTaEEAns/kapPomiativig oe acBeveig nlikiag 75 eTdv kot dvo.

DoppoKOKIVNTIKA/ QOPULAKOSVVOALIKG LOVTEAD TO OTTolo XPNoLoTotovV dedopéva omd 125 acbeveic pe
TPOYWPNUEVOD 6TAOI0V GVUTAYELS OYKOVE, VITOONAGVOLY OTL 01 acbeveic nAtkiog > 65 etdv umopel va
glvan o emppeneic oty avanTuén oVdETEPOTEVING EVTOC TOV TPMTOL KVKAOV Oepameiag.



Houdrozpiog ninBvouog

H acpdlelo kot 1 amoteAeGUOTIKOTNTO TOV VAVOSOUOTIOI®MV avOpdmivng aifovpivng opov-
TOKAMTAEEANG o€ Tadd Kot eproug nAikiog 0 éoc kbTm Tov 18 etdv dev Exovv tekunpiwbei. Ta
napovTa dabéaa dedopéva Teptypdpovtal otTig Tapaypdeovg 4.8, 5.1 kot 5.2, aArd dev pumopei va
yivel 60oTOoM Yo TN d0G0A0Yia. AEV VTAPYEL GYETIKN YPNON TOV VOVOSOUATIOIMV avOpdTIvg
aABovpiving 0pov-makATaEEANG 0TOV TOdATPIKO TANOVGUO Yo TNV £VOEIEN TOV LETUCTATIKOD
KOPKIVOL TOV HOoTOD 1) TOV AdEVOKOPKIVAOUATOG TOV TOYKPEATOG 1 TOL U KPOKVTTAPIKOD KOPKIVOL
TOV TTVEVLLOVOL.

Tpomog yoprynong

To Pazenir npoopiletar yio evéopAEPia yprion. Xopnynote v avoacvotabeica diacmopd tov Pazenir
EVOOPAERIMG YPMOILOTOIDVTOG £VOL GET £YYVOTG OTO OTOI0 EVOOUATMOVETAL GIATPO TV 15 um. Metd
TN XOPNYNON, CUVICTATOL 1] EKTAVGCT TNG EVOOPAEPLOG YPOUUNG LE EVEGILO SIAAV O YAMPLOVY OV
vatpiov 9 mg/ml (0,9%) yia vo. e§acpaliotel 1 yopnynon oAdKANpNG g 060G,

IMa 0dnyieg oyeTIKd LE TNV OVAGVGTACT] TOV QOPIOKEVLTIKOD TPOIOVTOG TPV amd TN Yopnynon,
BA. mapdypago 6.6.

4.3 Avtevoeigeg

YrepevaicOncio 6N dpacTiK 0VGIA 1] G€ KATOW0 0t Ta EKO0Y0 TOV OVOUPEPOVTOL GTNV

napdypoeo 6.1.

Oniacudc (PA. Topdypago 4.6).

AcBeveic pe eminedo ovdeTEPOPIAMY KLTTAPOV KT TV Evapén g Oepomeiag < 1.500 kotTapo/mm?,

4.4  E101kéG TPOELOOTOUGELS KUl TPOPVAGEELS KATA TN PO

To Pazenir givol moxkAita&EAn ovvdedepuévn pe aABouvpiviy vd HopeET VOVOSHUATIOI®Y TOV
EVOEYOUEVMG VO £XEL CTLLOVTIKA SLOLPOPETIKES POPLOKOAOYIKES 1O10TNTEG GE CVYKPLOT| UE GALEG
Hopég TG TakAToEEANS (BA. Tapaypdeovg 5.1 kat 5.2). Agv Ba tpémel va vrokabictotot omd 1 pe
GAA0 OKELAGHOTO TOKAITOEEANG.

YrepevaicOnoia

"Exovv avaeepbei omavieg TEpT®OEIC GOPapdv avTIdpaceny vIepevalcinaciog,
CLUTEPILOUPOVOUEV®Y TOAD OTAVIOV CUUPAUATOV OVOPVAOKTIKOV aVTIOPAcE®OVY e Bavatneopa
ékBao. e mepInTon eLPAVIoNS ovTiopaong vepevasnciag, Tpémel va dtaKonel OUEc®S N
YOPNYNON TOV PAPLAKEVTIKOD TPOIOVTOC, VO ApyicEL COUTTOUOTIKT Bepaneia evd dev mpémel va
yopnynOei ex véov maxhital&éln otov acbevi.

Awotoloyia
Ta vavocopation avipamivng oAfovpivng opov-nakAtaEAng TPOKOAODY GLYVE KOTAGTOAN TOL

puelol TV oot@v (11aitepa ovdeteponevia). H ovdeteponevia givar docoesaptdpevn Kot
d000mEPLOPLOTIKNG TOEIKOTNTOGS. H cuyKévipmon TV apoc@aipiov Tpénetl va mapakoiovdeital
ouyva kota ™ Oepomeio pe Pazenir. Ot acOeveig dev Tpémetl v AoUPAVoOUY ETOVUANTTIKODE KOKAOVC
Oepameiog pe Pazenir £0¢ 6Tov T0 £MiMEdO TV 0VLOETEPOPIAY EMAVELDEL GTNV

Tipn > 1.500 kdrrapa/mm? kot ta capometéio ot Tipm > 100.000 kotTapa/mm?

(B\. mopdypago 4.2).

Nevpondfera
H oa1e6nrtikn vevpormddeia eppaviletor cuyva pe Ta vavooopatidte avopomvng aiovuivig opov-

TakMTaEEANC, av Kol 1 avaTTuén cofapdv CUUTTOUAT®V gival Aydtepo cuyvh. H eppdvion
atoOnrkng vevpormdbelog 1ov 1 200 Babpov dev anattel yevika ehdrtoon g d6ong. Otav to Pazenir
y¥pNoLomolEiTal ¢ povobepaneia, o€ TepinTwon avamTuéng aictnTikig vevporadeiag 3ov Babpov,
GUVIOTATAL 1 OVOCTOAN TG Bepameiag Emc tn peimon g cofapdtntog o€ 1ov 1 20v Babpov, kat
KATOMY 1] EAATTOOT TNG 300N Y10 OAOVG TOVG EMOUEVOVE KOKAOVG Oepaneiog pe Pazenir

(BA. mapdypago 4.2). T'a ) gpron tov Pazenir g cuvdvacuod pe yepottafivn, o mepintwon
avAmTuEng Tep1PePIKNG vevpomdOetlag 3ov Babuob 1 dvw, avacteilete v yoprynon tov Pazenir kot



ovveyiote T Oepamneia pe yepotrafivn oty idia 660m. Zavapyiote 1o Pazenir o peiwpévn d6om otov
N mepLpepikn vevpomdbeia fertiobdel oe Oov 1 1ov Babuov (BA. mapdypago 4.2). ' ) xpnon tov
Pazenir e cuvdvacud pe KapPomrativr, o€ TEPITTOON ELEAVIONG TEPLPEPIKNG VEVPOTADELNG 30V
BaBpov 1 dve, n Oepaneia Oa mpénet va avaotélheton Eog ™ Pedtioon og undevikov 1 1lov Babpov,
KoL KATOTY Vo ELOTTAOVETAL 1] 00T Y10l OAOVG TOVG EMOUEVOVS KOKAOVG Bepameiog pe Pazenir kot
kapPBormrativ (BA. Tapdypago 4.2).

nyoupio

Inyopio avaeépnke oe 1060t 5% o€ acbevelg pe 1 yopig ovdetepomevia mov Erafav
vavooouatiow avOpmmvng aABovpiving opod-rtokAita&éAng oe cuvovacud pe yepottafivn. Emumiokéc
AOY® TOL VTOKEIEVOL KOPKIVOD TOV TAYKPEATOG, EIOIKA ATOQPAEN T®V YOANPOP®V 1 TOPOLGiN
evoonpobécemv (stent) TOV YOANPOP®V, TPOGIOPIGTNKOY (G CTLLOVTIKOT TOPAYOVTES TOV
ovpPaiiovv. Edv évag acBevig eppavicel mopetd (aveaptnta amd Tov aplipid Tmv 0VOETEPOPIA®Y),
Eexwvnote Bepameio pe avtifloTikd vpéog pAcuaTog. o eUmOpeTN OVIETEPOTEVIQ, AVACTEIAETE TO
Pazenir ko ™ yeportafivn péypt va vroywpnoet o Tupetdg Kot o opBpoc tov ANC va yiver > 1.500
Kottapa/mm?, kotdmy Eavapyiote ™ Oepomeia oe peopéva eninedo d6ong (BA. mapdypapo 4.2).

Hvevpovitida
[Tvevpovitida gppavictnke 6to 1% tov acbevov 6tav ta vavocopatidw aviporivng aifovpivig

0poV-TtaKAITAEEAN G YpNooTomOnKay w¢ povobepaneio kot 6to 4% TV 0cbevdv dtav Ta
VOVoo®UaTIOW avOp®dIvng aABovpiving 0pod-TakATaEEANG PN OOTOONKAV GE GUVOLOGUO UE TN
yveporofivn. [aparxorovdnote otevd 6AovG ToVg 0.60eVEIS Yo oMLEIN KOl COUTTOUOTO TVEVHOVITIONGS.
AoV amokAieioete TN AOUMON OLTIOAOYIO KO LETA TN S18yVOGOT TNG TVELLOVITIONG, SLOKOYTE
oploTikd tn Oepameio pe Pazenir ko yepottafivn kot Eekiviiote apuécmg KOTAAANAN Oeparneio kot
VIOGTNPIKTIKG pétpa (BA. Tapdypopo 4.2).

Hrotwkr duoierrovpyia

Emedn 1 to&dmra g mokAta&édng uropel vo avéndel oty tepintoon nTatikng duciettovpyiog,
N xopnynomn tov Pazenir o€ acbeveig pe nrotikn Svciertovpyia Oa Tpémetl va dievepyeitar pe mpocoyn.
AocBeveig pe nratikn ducAettovpyia evogyeTan vo avTipneToniovy avEnpévo kivouvo to&ikodtntag,
€101KA OO LVEAOKATAGTOAT. AVTOl 01 0l60gVElg TPEMEL VO, TOPOKOAOVHOVVTOL GTEVA Y10l TUYOV
avanTuén cofapng HVEAOKATAGTOANG.

To Pazenir dev cuvictdtal o€ acOeveic mov £xovv cuvoiikn yoiepvOpivn > 5 x ULN /| AST > 10 x
ULN. EmmAéov, to Pazenir dev cuvictdrol oe acOeveic e HETOOTATIKO 0OEVOKAPKIVOLO TOV
TOYKPEATOG TTOV £XOVV LETPLOL £C GoPapn NTATIKN SusAELTOVPYia (GUVOALKT YOAEPLOpPIvY

> 1,5 X ULN kot AST <10 x ULN) (BA. mapdypapo 5.2).

Kapdotoéukdtnta

ZTAVIEC AVOPOPESG CLLPOPNTIKNG KUPIIKNG OVETAPKELNG Kot SUGAELTOVPYIOG aPLoTEPNC KOIATAG EXOVV
napotnpnOei petald atdpmv mov Aappdvovy vavocsouatidw avlpdrivng aAfovpiving opov-
nakhtacédne. Ta nepiocdtepa omd To dropa avtd eiyav extedel oto mapeldov og KapdloToEKa
QOPUOKEVTIKA TPOIOVTA, OTTMOC OVOPUKLKAIVES 1] ElYAV 16TOPIKO VTTOKEIEVN G KOPILaKN G vOosov. 'ETot,
ot aoBeveig mov AauPavovv Pazenir mpénet va, mopokolovfovvTal TPOCGEKTIKG amd YITPOVG Yo TUYOV
EKONA®MON KAPIOK®DY GUUPOUATOV.

MEeTOGTAGELS TOV KEVIPLKOVD VELPLKOV GUGTNLOTOG

H amoteleopatikotnTo Kot ao@AAEn TOV VOVOSOUATISIOV avOpdmvng aAfovpivng opod-
nakMtacéAng o€ aobevelg e PeTAOTACELS 0TO KEVIPIKO veupikd cvotnua (KNX) dev éxet
tekpunplodei. Ot petaotdoelc 6to KNZ yevikd dev eA&yyovtal KOAG HECH GUOTNHOTIKNG
ynueodepameiog.

laotpeviepucd cvuntdpato
Edv ot acOeveic eppavicovv vaurtia, EUETO KoL S1dppota, LETA TN YopTynon tov Pazenir, umopovv va
AdPovv Bepameia [1e TOVG KOV YPTCIULOTOIOVUEVOVG OVTIEUETIKOVG KOl OVTIOIPPOTKOVG TOPAYOVTEG.

OpBoiuikéc drotapayic




Kvoteogidég oidnpa g oypdc knAidag (Cystoid macular oedema, CMO) éxet avapepbel o€ acbeveig
ov AapPdvovy vavocopatiow avlpdrivng aAfovpivig opov-makiita&éing. Acbeveig pe
emnpeacpévn 6paon Ba tpénet vo voAnBovv e dpeon Kot TANpn oeBoALoAOYIKY| eE€TaoN. XTE
nepintwon mov dayvootel CMO, n Bepaneia pe Pazenir Oa npémnel va dtokomel Kot vo, EeKiviioet 1
KatdAANAN Bepameio (BA. mapdypago 4.8).

Aocbeveic nhikioc 75 et@v Ko dvo

Mo aoBeveic nAiag 75 etV kol Gvo, dev £xel amoderydel 0pelog yia T Bepaneio. cLVIVAGHOD TOV
VOVOSOUATIOIMY avOpdTIvng aABovivig 0pov-TakAITaEEANG Kot TNG YEUoLTAPivng o€ GUYKPLoN UE T
povoBepamneio e yeportafivn. Ltovg moAd nMKiopévoug (= 75 etdv) mov Ehafov vavocsopatidln
avBpamvng aAfovpivng opod-taxkiitalédng Kot yepottafivn, vanpée pio vynidtepn GuVOTNTA
eUPavions coPapadv avemBHUNTOV oVTIOPACE®Y Kol OVETIBOUNTOV AVTIOPAGE®DY TOL 0O YNCAV G
dtakomn g Bepomeiag, CLUTEPIAAUPAVOUEVOV TOV QUUTOAOYIK®V TOEIKOTNTWOV, TNG TEPLPEPIKNG
vevpomadelag, Tng LEIdUEVNG Opeéng Kat Tng apuddtmons. Acbeveig pe adevokapKivmpo Tov
TayKpEOTOG NAKiog 75 eTdv Kot dve Ba mpémet vo a&loAoyouvTal TPOCEKTIKA GYETIKA [LE TNV
KavOTNTA TOVG Vo aveyBovv 10 Pazenir 6 cuvovacuod pe T yepottafivny divovtag dtaitepn Tpocsoyn
GTNV QLGIKN KATAGTOGT, TIG GLVVOCTPOTNTEG Kot TOV avENéEVo Kivouvo AotudEewmv (PA.
napaypdeovg 4.2 ko 4.8).

Aldeg

MoAovoTtt Ta dtafécipa dedopéva ival meplopiopéva, dev €xel Katadelydel capég 0QeL0g avapoplKd
LLE TNV TOPOTETAUEVT] GLVOAIKT EMPimoT 68 acbevelg Pe AdEVOKOPKIVOLA TOL TAYKPEATOG e
@uotoloyika enimedo Tov CA 19-9 wpv and v évapén e Bepaneiog e vavocsopatidlo avOpmmivng
aABoopivng opov-maxkirta&éing ko yeuottafivn (BA. Tapdypago 5.1).

H eprotwvipnn dev Ba mpémel va cuyyopnyeiton pe to Pazenir og cuvdvaoud pe m yepottafivn (BA.
napaypoaeo 4.5).

"Exdoya
To edppoko ovto mepiéyet Ayotepo and 1 mmol vatpiov (23 mg) avd 100 mg, ivor avtd mov

ovoudlovpe «erevBepo vaTpiovy.
45 Almiemopdosig pe GALO QUPUOKEVTIKG TPOIOVTH KOl GAAES HOPPES alAnAeTiopaong

O petaporiopdc g maxMta&éAng kaToAvetal pepikag amd to 16oévivpa CYP2CS kot CYP3A4 tov
Kutoyp®dpatog P450 (BA. mapdypago 5.2). ZUVERMDC, ATOVCIN QUPLOKOKIVITIKNG LEAETNG
oAANAemidpaonc Hetalld eoapudKmy, Tpémel va divetal TPpocoyn KaTd TN Yopiyno” e TaKAITOEEANG
TOVTOYPOVO E POPUAKEVTIKA TPOTIOVTA, T OToia Elvar yvmotd 6Tt avacstéAdovy gite o CYP2CS eite
10 CYP3A4 (m.y. xeroxovaloin kot dAla ovTipuknTioctkd wdaloing, epubpopvkivn, phovoletivn,
vepe1poliin, Khomdoypérn, ouetidivn, prtovafipn, caxkvaBipn, wowvapipn kol veApwvafipn) eneidon
1 To&KoTNTO TG TaKATaEEANC propel va anénbei Aoy vynAotepng Eéxbeomng otny makAta&éin. H
YOPNYNON TNG TAKMTAEEANG TOVTOYPOVA e PAPLKa, Ta OTToia gival Yv®moTd 0Tl EmdyouvV gite TO
CYP2CS gite 10 CYP3A4 (m.y. proaumikivy, kapPapalenivn, eawvoutoivn, epafipévin, vepipomivn)
OEV CLVIGTATOL, ETEON 1] ATOTEAEGLATIKOTNTO UTopel va Exet peiwbel Adym yopunidtepng £kBeong
oV ToKATaEEAT.

H maxhita&édn kot 1 yeporrapivn dev Exovv kowvn petafoikn 06d. H kaBapon g makAttaléing
kaBopiletor kupimg and 1o petaforiond pécm CYP2C8 kat CYP3 A4 mov akolovBeitan amd
OTEKKPLON LES® TG XOANG, EVO M YeUoITaPivn adpavomolEiToL amd TV UTAUVACT] TG KLTISIVNG TTOV
akolovBeitan omd amékkpion ota ovpa. PopLOKOKIVINTIKEG AAANAETIOPAcELC LeTa&D Tov Pazenir kot
¢ vepottoBivng dev Exovv aglohoyndei otov dvBpwmo.

AENYOM Lo QOPLLOKOKIVITIKT LEAET LE TO VOVOCSHOUOTIOW avOpdmivng aABovuiving opov-
TOKAMTAEEANG Ko TNV KapPorAativiy o€ acbeveig pe pun PIKPOKLTTOPIKO KOPKIVo TOV Tvevpova. Agv
VINPYOV KAWVIKG OTUOVTIKEG QUPHOKOKIVITIKEG OAANAETIOPACELS LETAED TOV VOVOSOUOTIOIMV
avOpdmvng aAfoovpivng opov-taxMTaEEAns Kot TG kapPomAiativig.



To Pazenir evégikvuton g povobepameia Yo Tov KapKivo Tov HoGTOV, GE GUVIVOGUO LE YEUOITOPIVN
Y10l TO 0OEVOKOPKIVOLLN TOV TOYKPENTOGC, | GE GLVOVOAGHO UE KOpPoTAaTivn Yo TOV U
UIKPOKLTTOPIKO Kapkivo Tov tvedpova (PA. mapdypaeo 4.1). To Pazenir dev Oa mpénet va,
YPNOYOTOLEITAL GE GUVIVAGUO HE AAAOVG AVTIKOPKIVIKOVG TOPAYOVTEG.

Houdratpicodg taAnduopog
Meléteg aAMNAEMOPAoE®VY £YOVV TPAYUOTOTONOEL LOVO OE EVIAIKEG.

4.6 TovipétnTa, KONGN KO YoAov)ia

AVTIGOAMNYN G€ AVIPEC KOl YOVOIKES

INuvaikeg og avamapaymyikn nAKio TPETEL VA YPTGLOTOIOVV OTOTEAEGHOTIKY OVTIGOAANYT KOTA TN
duapketa TG Bepameiog kot £o¢ kot 1 piva petd amd ™ Aqym Bepaneiag pe Pazenir. Xtovg avopeg
acBeveic mov vrofailovtar o Oepamneia e Pazenir cuvictdrol vo ¥pnGILOTOMGOVV ATOTEAEGLOTIKY
OVTIGUAAN YT KOl VO ATOQUYOLV VO, TEKVOTOTGOLV KaTd TN dtdpkela g Oepameiog kot mg €51 pveg
UETH Ao QLT V.

Kvnon

Eivor moAd eproptopéva To KAVIKE 000UEVOL GYETIKA JLE TN YPNOT TS TAKAITAEEANG otV avOpdTIvy
Konon. Yrdapyovv vrovoieg 6ti 1 mwakitaén Tpokalel coPapéc ouyyeveic avopuaiieg otav
yopnyNnOel katd tn Sidprela Tng eykvpoovvng. Meléteg oe {da £xovv dei&el avomapaymyky
to&wotnra (PA. mapdypaeo 5.3). Ot yuvaikeg o€ avomapaymyki nAlkio TpETEL Vo, KAVOLY TECT
gyKvpooHng mpwv v évapén g Bepaneiog pe 1o Pazenir. To Pazenir dev mpémel va ypnoyLomoteiton
KT T O1APKELN TNG EYKLUOGVUVNG, KOOME KOl G€ YOVOIKEG GE OVOTOPAY®YIKT NAKia ympic T ¥pnon
OTOTELECUOATIKNG OVTIGVAANYTG, EKTOG EAV 1] KAVIKY] KATAGTOOT TNG UNTEPAG amaltel Oepaneio e
TOKATOEEAD.

Oniacpodg
H moxhra&édn f/xon ot petafolriteg g omekikpivoviatl 1o yaia nhaldviov apovpaiov (BA.

apaypago 5.3). Agv etvar yvootd edv 1 makMta&EA anekkpiveTol 6To avBpdmivo yaia. Adyo twv
EVOEYOUEV®V GOPopaV avemBOunNTOV evepyelmv o€ OnAdlovta Bpéen, To Pazenir avtevdsikvotor Kotd
™ dbpkela Tov ONhacpov. O Inhacpog mpémet va StokonteTal KoTd T ddpketa tng Oepaneiog.

Tovwémra
Ta vavocopatioln avlpomivng aAfovpivng opov-nakAMtaéAng TPOKAAEGAY GTEPOTNTA GE

apoevikoHg movTikovs (PA. Tapdypao 5.3). Me Bdon ta evprjpata e {do, 1 avOPIKn KoL YOVOIKELD
yovipotnta evogyeton vo petwbel. Ot dvopeg acBeveic mpémet va GLUPOLAELTOVV E101KO YO TN

ST pNnon omEPROTOC TPV Ao T Oepameio, AOY® TOV EVOEYOUEVOD UM OVAGTPEYIUNG GTELPOTNTOG
opeoevNg ot Bepaneia pe Pazenir.

4.7 Emopacels 6tny IKAvOTNTA 0017161 KOl YELPLGROV UMY OVI|LATOV

H maxAita&édn €xet pukpn 1 HETPLA EXIOPACT] GTNV IKAVOTNTO 001 YNONG KUl XEPIGHOD UNYOVUAT®V.
H maxAita&éAn pnopel va tpokaiéoetl avemBounteg evépyeleg 6mmg KOTwon (Todd cuyvn) Ko {An
(ovyvn) oV PmopEl va, EXNPEAGOVYV TNV TKOVOTNTO 00N YNNG KO XEPIGHOD UNYovnUAT®OVY. ZOVIGTATOL
0TOoVG 0ofevelg va PNy 0dNyovHV 1 VoL XPTGLLOTOIOVY UNYOVALLATO £V ViMBOUY KOVPAGUEVOL |
CaMopévorl.

4.8 AvemOOunteg evépyereg

2Hvoyn 1oL TpoPid acQoleiog

O1 1o oVYVEG KAMVIKA GMUOVTIKEG avemBOUNTEG EVEPYELES TOV GYETILOVTAL [IE TN XPTON TOV
VOVOS®UATIOImV avOpdmivng aABovuiviig 0pov-takAITaEEANG LINPENY 1) OVOETEPOTTEVIM, 1| TEPLPEPIKN
vevporadeia, 1 apOpaiyio/woaAyio Kot 01 YOOTPEVTEPIKES SLOTAPUYEC.

Kotdloyoc avemBountwv evepyeicdv oe nopen mivora
O mivakog 6 avaeépet Tig avemBounteg evépyeleg mov oyetiCovtol pe  povobepameia, pe
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Vavoo®UaTiow avOpmmvng aABovpiving opod-takATa&éAnG o 0moladNToTE SOOT| Kot yio!
omotadnmote £voelgn Katd  didpkela KAvik®v dokipumv (N = 789), ta vavocopatiow avlpdmivng
oAPovpivng opov-takAttaéAng oe GLVOLACUO LE YEPGITAPIVN Yo TO TAYKPEATIKO 0dEVOKAPKIVOLL
amo v kKAwvikn dokyun edong I (N = 421), ta vavocouatidwe avOpdmivng aifovpivig opov-
TOKMTAEEANG G€ GLUVOVOAGHO HE KOpPOTANTIVI Yot TOV U IKPOKVTTOPLKO KAPKIVO TOV TVEDLOVO, OO
v KAvikn dokiun edong I (N = 514) kot and tn xpnon Hetd amd tnv KukAopopia.

O1 cuyvotnteg opifovrar g €€Ng: moAD cuyvég (=1/10), cuyvég (>1/100 £wg <1/10), oy cuyvég
(=21/1.000 ¢mg <1/100), omdvieg (>1/10.000 £wc <1/1.000), ToA0 ondvieg (<1/10.000), un yvootég (dev
UTOPOVV va. kT 0ovv pe Bdon to dtabéoia dedopéva). e Kabe opdda cuyvoTNnTaS, Ol
avemBOunTeg evépyeteg mapovotdloviot katd eBivovsa oelpd cofapdTnToc.

Mivakag 6: AvemOBounTeg evépyeLeg TOv ava@EéPONKaAY PE TA VAVOCOURATIONN aVOpOTIVIG
aAfoopivng opoV-rokTatEing

2oyvég:

Ovlaxitida, Aoiuwmén
TOL AVATEPOV
OVOTTVEVGTIKOD
GLOTNLOTOG,
KavTwvtioon,
KOATITIO0

GTOMOTOG

MovoOepameio Ogpancia Ogponcia
(N=789) OVVOVUGPOV NE oVVOVUOPHOD NE
veporrafivn KapBomhaTtivy
(N=421) (N=514)
AOYNAEELS KO TUPUGITAOGELS
Aolpwén, Invapdia, Tvevpovia, | Ivevpovia,
0VPOAOTHMEN, KOVTIVTIOOT TOL Bpoyyitida, Aoipmén

TOV AVATEPOV
OVOTTVEVOTIKOD,
ovporoipmén

Oy1 ovyvég:

Inyoupiol,
OVOETEPOTEVIKN
onyaio!, Tvevpovio,
KOVTIVTIOGT TOV
G6TOLOTOG,
pvopapuyyitida,
KUTTOPITION, OTAOG
£€PTNG, 10YEVIG
Aotpmdn, £pmng
Cootipag,
LUKNTIOIKY Aoipmén,
holpmén opelldpevn
og kafetnpoa, Aoipmén
¢ 0éonc éveong

Inyaipio, Kavivtioon
TOL GTONOTOG

TOAVTTOOEC)

Neomhdopato koAon0n, Kako0n Kol un Kadopropéva (Tepriopfdvovral KUGTELS Kal

Oyt ovyvég:

Néxpwon 6ykov,
dAyog amd
UETOOTAGELS

AWTapoyES TOV GLIOTOUTIKOV KOl TOV AEUOLKOD GVGTINOTOS

Kataotoln tov
HUEL0D TV 00TMV,

Ovdeteponevia,
Opoppomrevia, avapio

Ovdetepomevio?,
Opouponevia®,

, - ovdeteponevia, avapio®, Aevkomevio®

oo ovyvég: ; ,

Opopponevia, avoipuia,

Agvkomevia,

AepLpomevia

Eumdpetn [Tavkvttapomevia Eumdpetn
2oyvég: ovdeTepomevia 0VJETEPOTEVIDL,

AELQOTEViDL
, , OpopPotikn ITavkvttaponevia
Oy1 ovyvég: ,
Opoppokvtrapomevikng
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gpubpd

2TOVIES:

[Tavkvtrapomevia

AWTopuyES TOV AVOGOTOINTIKOY GUGTIINOTOS

Oy1 ovyvég:

YnepegvarcOnoio

YnepevarcOnoio oto

PapuaKo,
vrepevatcnoio

2TOVIEG:

ZoPapn
vrepevatodnacio’

Awtapayéc Tov petoforopov Kot tne Opéyng

TloAb ovyvég:

Avope&ia

Apuvddtoon,

pHetwpevn Opedn,
vrokaAtoio

Meiopévn 6peén

2oyvég:

Apudatmon,

Hewwpévn Opedn,
VITOKAALOLIOL

Apuddtoon

Oyt ovyvég:

Ymopwopopaia,
KOTOKPATNO™ VYPAV,
VITOAEVKOUOTIVOLLIL,
ToALOLYia,
VIEPYAVKOLLLO,
vracPeotionia,
VIOYALKOLULI,
VIOVOTPLOic

Mn yvooreg:

2Hvopopo Avong
dykov®

Poyotpikés dwutapayé

Tlolv ovyvég:

Kotabiwyn, abvnvia

2oyvég:

Koatabiwym, avmvia,
Gy0g

Ayyxog

Avmvia

Oy1 ovyvég:

Avnovyia

AwTopay£S TOV VELPIKOD GLUGTHIATOG

Tlolv ovyvég:

[eprpepucn
vevpomndOela,
vevponadeia,
vroeOnoia,
mopocinoio

[eprpepucn
vevpomdBeta, COAN,
KEPOUAQAYiQL,
dvuayevcia

IIeproepucn
vevpondoein

2vyveég:

[Teprpepikn aioOnTIKN
vevpomdBeia, LaAn,
TEPLPEPIKT] KV TIKN
vevpondOea, atatia,
KePaAaAYia,
dwoTopoayn
aleinTikdtTag,
VIVNAQ, SLGYELGIa

ZAahn, kepalaiyia,
dvoyevaoia

Oyt ovyvés:

IMoAvvevpomddela,
OTOAELOL
OVTOVOKAOOTIK®DV,
ovykomn, {dAn Béong,
dvokwvnoia, ELdTTOON
OVTOVOKAQGTIKAOV,
vEVPOAYiQ,
VEVPOTTOONTIKOG
TOVOG, TPOLLOC,
OTMOAELN TOV
aictncewv

Hapdivon VII®
vevpov
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Mpn yvoorég:

IMoAlomAég
TAPUAVCELG
KPOVIOKAOV vEpmv!

O¢p0aimkég dwatapayé

2oyvég:

Baunr 6pacn,

avEnpévn daxpHppola,

Enpoebaipia, Enpn

KEPUTOEMTEPVKITION,

Haddpmon

AvEnuévn daxpoppota

Baunr| 6paon

Oyt ovyvés:

Meiwpévn onTiky
o&vta, un
(QLOIO0AOYIKT OpaoT),
gpediopog Tov
0pOaAL0D, TOVOG TOV
opOoApov,

EMIEPLKITIOON, OTTIKN

dlatapoyn, KVNopHog
TOL 0POUALLOV,
Kepatitda

Kvotoe1dég olonpa
™G @YPAC KNAIdaG

2TOVIEG:

Kvotoegidég oidnpa
e wypdc knAidact

Awtapoayés Tov @TOS Ko Tov Aafupiviov

2oyvég:

Thayyog

Oy1 ovyvég:

Eupoéc, otalyio

Kopowkéc owatapayés

2oyVveg:

Appobpia,
TavKopdia,
VIEPKOIALOKT
Tayvkapdio

SUUEOPNTIKY
KopAlOKN avemdpKeLD,
ToyLKopOia

2TAVIES:

Kapdiokn avaxornn,
GLUPOPNTIKY|

KOPOLOKY| OVETAPKELQL,

dvohettovpyia
apLoTEPNG KON,
KOATOKOIAOKOG
OMOKAEIGHOC,
Bpadvkapdic

Ayyewokég dvatapayég

2oyvég:

Ynréptaon,
Aeppoidnpa,
gpupoTNTQ
TPOoAHOTOL, EEAWELC

Yrotoomn, vréptacn

Ymotoon, veéptaon

Oy1 ovyvég:

Ynrotoon,

opBoactatikn voTOo,
MEPLPEPIKTN YLYpdTNTA

EpvBpodtnra
TPOCDOTOV

EpvBpotnta
TPOGMITOV

2TOVIEG:

®pdufoon

AWTOPOYES TOV AVUTVEVGTIKOD GLUGTHIATOS, TOV 0OPUKA KUl TOV NEGOO®PEKIOV

oo ovyvég:

Avonvola, eniotaln,
Pyxog

Avomvolo

2oyvég:

Awdpeon
nvevpovitida?,
dvonvola, exiotoln,

(QOPVLYYOAAPLYYIKO

dAyog, Pyac, pwvitida,

pwoppota

[Mvevpovitida, pviky
GUHPOPNON)

Awémroon, eniotaln,
Prxos

Oy1 ovyvég:

Ivevuovikn epPoln,

Enpdtra 10V

[Mvevpovitida
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TVEVLOVIKT]
BpopBoeppoir,

Ve ®KOTIKY GLAAOYY,
dvomvola PeTd
KOTMOMG, CLLEOPNON
TOV KOAT®OV TOL

TPOG MOV, LELWUEVO
QVOTVELGTIKO
yiBvpiopa,
TOPAy@YIKoG Prixag,
aAAePYIKT pvitido,
Pparyyog pwvig, prviki
oLEPOPNON, PIVIKT
Enpodtra, cuptypodg

PapuYYQ, PVIKN
Enpotnta

Mn yvoorég:

[apeon paovnTikng
20pdig”

A0 TOPOyES TOV YOOTPEVTEPLKOV

oo ovyvég:

Aldppota, ELETOC,
vowrtia,
dvokotiotta,
oTopOTITION

Aldppota, Euetog,
vovrtia,
dvuokooTNTa,
KOWOKO GAyog, ddyog
Ve KOTMOKNG YDPOg

Aldppora, EUETOC,
vatio, SLGKOIMOTNTA

2oyvég:

laotpooicopayik|
ToAVOpoOUN o,
dvomeyia, Koako
GAyog, dldTaon TG
Kowlag, Aiyog dvo
KOWALOKNG YD PO,
vroeOncio oTOHOTOC

Amdéepoén tov
YOO TPEVTEPIKOD
oc®wAMva, KOAITId,
oTopatitida,

Enpootopia

Ytopartitida,
dvoneyia, ducpayia,
KOWMOKS Glyog

Oyt ovyvés:

Awoppayio Tov
opBov, dvcpayia,
UETEWPIOUOG,
yYAoocoduvia,
Enpootopia, GAyog
TV 0VAWV, YaAoPd
KOOV,
olsoQayitda, GAyog
KAT® KOWMOKNG
XOPOG, GTOLOTIKY
eEEAMK®OT, OTOHOTIKO
dyog

AWTopuyés TOV NTO.TOG

KOl TOV 10ANQPOpeV

2oyvég:

XoAlayyetitida

YrepyorepvOpvarpio

Oy1 ovyvée:

Hrotopeyoiio

AWTOPOyES TOV OEPUATOS KO TOV VTOOOPLOV 16TOV

1lolb ovyvég:

Alomexia, eEavOnua

Alomekio, eEavonua

Alomexio, eEavOnua

2oyvég:

Kvnopog, Enpodeppia,
dwTapayn ovoya,
gpuinpua,
XPDOON/OVGYPOUOTIGL
0G OVVYO, VITEPYPWON
déppotog, ovuydlvon,
OAAOLDCELS TV
VOOV

Kvnopog, Enpodeppia,
dratapayn dvoyo

Kvnoudg, dwotapayn
ovuyo

Oyt ovyvés:

Avriopaon
ewrtogvaicnaiag,
Kkvidmon, Tévoc 6To

Amo@polidwon
OEPLOTOG, AALEPYIKT
depuatitioa, kvidmon
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OEPILO, YEVIKEDUEVOG
KVNOUOGC, KVNOUMOES
eEavOn o, dtaTapayn
TOV OEPUATOC,
dwTapayn
HEAGYpOONG,
VIEPOPmGia, TeEAElN
MTAOGCT TOV OVOYWOV,
epuONUATMOES
eEhvOnua,
YEVIKELUEVO
eEavonuo,
depuatitiooa,
VUKTEPIVOL LOPMTEG,
KNAOOPAATIOMOES
eEavOn o, Agdk,
VIOTPiY®ON,
gvototnoia koitng
ovuya, dvoavesio
OVLYO, KNAOMOEG
eEavonua, PAaTIOMOES
e&avOnua, PAaPN
dépuatog, otdnua
TPOGMDITOL

Ilo0 omovieg:

XHvopopo Stevens-
Johnson?, toéwr
EMOEPUIKT
vekpolvon®

Mn yvooreg:

2Hvopopo modopo-
meEALOTION0G
gpvOpodvcacincioc™
4 oxnpodepua’

A0TOPOUYES TOV HVOGKEAETIKOV GUGTILOTOS Kl

TOV GUVOETIKOV LGTOV

Tlolv ovyvég:

ApBpadyio, poaiyio

ApBpadyia, poaiyia,
TOVOG GE AKPO

ApBpadyio, pooaiyio

2oyvég:

Ooevaiyia, TOVOg o€
GKpo, 06TIKOG TOVOC,
WOTKEG KpAUTES, AAYOG
puélovg

Mvikn advvapia,
00TIKOG TOVOG

Ooopvaiyia, TOvog o€
GKPO, LVOCKEAETIKOGC
TOVOCg

Oy1 ovyvég:

[T6vog Bopakucon
TOLYOUATOC, LVTIKN
advvapia, avyevolyia,
GAyog BovPovikng
XOPOS, Hoikol
OTAGOL,
HVOGKEAETIKOG TTOVOG,
wovog otn Aaydvia
mePLoyn, Svspopia
dxpov, aduvapio

GTOVG LG
ATOPUYES TOV VEPPAV KUL TOV 0VPOPOP®V 00V
Suyvéc: O&swf VEQPIKN
OVETAPKELDL
Awatovpia, Ovparukd apoAvTIKO
Oyt ovypvéc: dvoovpia, ovyvovpia, | GHVIpOUO

vukTovpia, ToAvovpia,
aKpATELD 0OVPOV
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AWTopay£S TOV GVETAPOYOYIKOD GUGTIIATOS KOL TOV PLOGTOV

Oy1 ovyvég:

Mootoduvia

I'evikég 10TopayéS KOl KUTAGTAGELS TG 000V 10PN yNoNs

Konwon, e£acbévion,

Koénwon, e£acbévion,

Koénwon, e£acbévion,

Tlolv ovyvég: mopeéia mopeéia, TEPLPEPIKO TEPLPEPIKO 01010l
oidnpa, piyn
AicOnua kakovyiag, Avtidpaon otn Béon TTvpe&io, Bopakiod
MBapyoc, advvouia, ™G &yyvong alyog
TEPLPEPIKO O1OMLOL,
@AeyHOVA
PAevvoydvov, dlyog,
2oyvég: piyn, oidnua,
ENTTOUEV QUOIKNY
KATAGTAOT], 00paKiKd
dAyog, ypurndong
cuvopoun,
vrepmopelia
BOopokikn dvceopia, DAeypovi
U1 QLGIOA0YIKO BAevvoydvov,
Badiopa, S10yKmon, e€ayyeiwon g Béong
Oy1 ovyvég: avtidpaon g Béong £€yyvong, eAeyuovn
éveong g Béong éyyvong,
eEavOnpuo otn Béon
&yyoong
2TOVIES: E&ayyeimon

Hopoxivikég e€etdosig

oo ovyvég:

Mewwpévo copatikd
B&pog, avgnpévn
OULVOTPOVGPEPACT
NG 0AOVIVIG

2oyvég:

Mewwpévo copoTikd
Papog, avénpévn
OLLLVOTPOVGPEPACT
g aAavivng,
QVENUEVT AOTOPTIKY
OULVOTPOVOPEPACT,
HELOUEVOG
apatokpitng,
pelwUEVOS aptBpde
gpvhpoxvTTapOV,
avEnpévn
Oeppoxpacia
CMUOTOG, AVENUEVT] Y-
YAOUTAUVATPOVGOEPA
omn, avuénuévn
OAKOAIKT] QOGOATACT
alpaTog

AvEnuévn aomapTIKn
OULVOTPOVGPEPAOT),
ovgnpévn
xoAepuOpivn aipotoc,
avENUEVT KpeaTIvivn
alpaTog

Mewwpévo copaTikd
Bapog, avdnpévn
OULVOTPAVGPEPACT
g aAavivng,
avénpévn aoTopTIiKn
OULVOTPAVOPEPACT,
ovENUEVN aAKOAKN
POCEATAOT) LOTOG

Oy1 ovyvée:

AvEnuévn aptnplokn
mieon, avénpévo
ocopatikd Bapog,
AVENUEVT YOAOKTIKY
aQLOPOYOVAOT
aipatog, avénuévn
KpeaTwvivn aiporog,
avénuévn yAokoln
aipatog, avénuévog
PADOGEOPOS OULLOTOG,
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UEIMUEVO KOALO

aipatog, avénpévn
xoAepubpivn

Kok®ogig, onintnpréceig Kol EMmrAokEg 0EpamevTIKAY YEPLOUOV

Oy ovyvés: MoAorog

Davopevo amd
OVOLLVT|OTIKN
2rovieg: axtivoPolia,
TVELUOVITION OO
axtvofolia

1 Onwg avapépdnke katd v mapakorovdnon tov vavosopuotdioy avOpdrvng oABovpivig opod-mokATaEéAng uetd my
KuKAOQOpicL.

2 H cuyvotnta g mvevpovitdog vroloyileton pe Pdon cuykevipotikd Sedopévo oe 1.310 aobeveic oe kAvikég Sokipég mov
éapav povobepomeia pe vavosopatiow avOpomivng aAfovpivig 0pod-makAMTaEEANG yio KopKivo Tov HaeToD Kot Yol GAAEG
evoeitelc.

3 Bdost epyaotnplakdv aE10A0YoEmV: HEYIoTOC Pabudg puelokatastodg (TAnBucpog vd Bepamsior).

4 Y& opiopévoug aodeveic mov eiyay extedel mponyovpévag oe KamesttaBivn.

LHepiypagn emireyuévav avembountwy evepyeimv
H evomta avt mepthapfavel Tig To cuyvEg Kot KAMVIKG oYETILOUEVEG OVETIOOUNTEG EVEPYEIEG TTOL
oyetiCovtat pe Ta vavooopotidl avlpomvng aifovpivng opod-takiita&éing

Ot avemBOunteg avtdpdoeic a&loroyndnkav oe 229 acbeveig pe petactatikd Kapkivo Tov HoGTo
oV voPAONKay o Bepameia pe 260 mg/m? vavosopatidia avlpdmvng aAfovpivig opod-
TaKAMTAEEANG pia popd Kabe tpelc efdopddeg otn Pacikn edaong I khvikn peiétn (novobepameio pe
vavocsouatiolo avlpmmvng aifovpivng opod-makAMToEEANC).

O1 avemBOpnteg avtdpdoeig agroroymnkav og 421 acbeveig pe petactaticd Kopkivo Tov
TayKpEATOG TOV LITOPANONKAV 6€ Bepameia L vavocopatida avOpamivng aABovuiving opov-
ToMTaEEANG o8 cuvdvooud pe yepotaBivy (125 mg/m? vavosopartidio avopodmvng alBovpivng
0pOV-TAKMTAEEANC 68 GVVSLAGUO e YepottaPivy og d6on 1.000 mg/m? mov yopnyHdnke Tic

Huépeg 1, 8 ko 15 ka0e kdxiov 28 nuepav) kot 402 acbeveig mov vroPfAndnkav o povobepamneia e
yveuotrafivn kot EAafov cueTUOTIKY Oepameio TPMOTNG YPOUMNAG Y10 LETAGTATIKO AOEVOKAPKIVMLLOL
TOV TOYKPENTOG (Vavooouatidw avOpmmvng aABovpivng opod-takita&éAng/yepoitafivn).

Ot avemBOunteg avtidpdoelg agloroynonkoy o 514 acbeveic pe un pukpoxvtTopikd Kapkivo Tov
7vevpovo ov voPfANnOnkav oe Bepamneia pe vavooouatidl avlpomivng aifovpiving opov-
ToMTaEEANG o8 cuvdvooud pe kopPomiativy (100 mg/m? vavocopotidia avOpdmivng alfovpivig
0poV-TAKAITOEEAN G oL yopnynOnkay Tic Huépeg 1, 8 kot 15 kdOe kdvhov 21 nuepdv 6€ cLVOLOGUO
ue kapPomiativn wov yopnyndnke v Huépa 1 kdbe kdxhov) otnv tuyatomomuévn, EAeyYOMEVN
KA doxn edong I (vavoocopoatidin avBpomvng adfovpivng opov-
nakAtaEéAng/KapPoriativn). H toéikodtnTa tev Taéavomv mov avaeépdnke ond acbeveic
a&oroynOnke pe Tic 4 VITOKMUOKEG TOV ep@TNLOTOAOYIOV Yia T Agttovpyikn AEoAdynon g
Oepamneiag Tov Kapkivov (FACT)-Ta&dvn. Xpnoionodvtag avaiuot exovolappovopueveoy
petpnoemv, 3 and T1g 4 VIOKAILAKES (TEPLPEPIKT VEVPOTADELX, TOVOG XEPLA/TOOIN KOl 0KOT)) ELVOTCOV
TO VOVOS®UOTiO avOpdmivig aAfovpivng opov-takiita&éAng kat tnv kapPomiativn (p < 0,002). INa
TV GAAN vokAipoka (0idnua), dev vanpye dopopd oo okEAN TG Bepameiog.

Aoaleic kot mopooitwoels

Navoowuotioia avBpamivyg alfioouivyg opov-rarxiitalélng/yeuortafivy

Enyopia ovaeépbnke oe 1060010 5% TV 0acbevav pe 1| xopic ovdeteponevia Tov Elafov
Vavoompatid avOpdmivng alfovpivng opol-takMtaEEANG o€ cuVOLOGHO L YepotTafivn Katd )
Ste&aywyn Hog SOKIUNG o€ AOEVOKAPKIVAOLLO TOV TOYKPEATOS. AT TiG 22 TEPIMTMGELS GTYWOLLLOG TOV
avaeépOnkav oe acbeveig mov vroPfAnOnkav oe Bepaneia pe vovocsopatiot avOpodmivng akfoovpivng
0poV-ToKAITaEEANG o cuvdvacud pe yepottafivn, ot 5 eiyov Bavatneopo ékPaor. Emmlorég Aoym
TOV VOKEILEVOV KAPKIVOL TOV TAYKPENTOG, EOIKA ATOPPOEN TMV YOANPOP®Y N TAPOLGIN
gvdompobécemv (stent) TV YoOANQOPOV, TPOGIOPIGTIKOYV MG GNLOVTIKOL TAPAYOVTIES TOV
ocuoupdrrovv. Eqv évag acbevig eppavicel mopetod (ave&aptnta amd tov aptipd TV ovdETEPOPIA®V),
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Eexwvnote Oepameio pe avtifloTikd evpéog pAcuaTog. o eumdpeTn oVdETEPOTEVID, AVACTEIAETE TO
Pazenir kot ™ yepotrtafivn péypt va vroywpnoet o Tupetodg Kot o optfpoc tov ANC va yivet

> 1.500 kottapa/mm?®, kotomy Eavapyiote ) Bepamneio oe petopéva enimeda d6omc (BA.
napypoeo 4.2).

A10T0paYEC TOV QUOTOINTIKOD KOl TOV JEUPIKOD TVOTHUATOS

MovoBspameio pe vavoowuotiolo, avlpomivns aABovuivig opov-moritoleAns — HETOOTOTIKOS KOPKIVOS
70V HOOTOD

21006 0oEVELS LE LETAGTATIKO KOPKIVO TOV LLOGTOD, 1| OVOETEPOTEVIN TAV 1| TAEOV 0ELOCT)ILEIMTN
ONUAVTIKY alplatoloyikn To&ikotnTa (avagépnike oto 79% tv acbevdv) Kot oy ToyEng
avaoTpéyiun kot docoe&aptdpevn. Agvkomevia avapéptnke 6to 71% twv aclevav. Ovdetepomevia
4ov Babpov (< 500 kottapa/mm?) eppavictre 610 9% Tmv acbevav mov élapav Oepaneio pe
vavoompatidw avBpodnivng aifoovpivng opot-takra&éine. Eumdpetn ovdeteponevia epeaviotnke
o€ téooepig aobeveig vd Bepoameio pe vavoocopotidlo avlpomvng adfovpuivng opod-takittabéing.
Avapia (Hb < 10 g/dl) mapatmprnke oto 46% tov acBevadv nov Ehafav vavocopotidio avOpomvng
aABoopivng opov-takMTaEEANC Kot o8 TPEIS TEPIMTOGELS NTov cofapnc uopenc (Hb < 8 g/dl).
Agppomnevia mapatnpnonke oto 45% tv achevov.

Novoowuatioro, avBpwmivis orfoouivis opov-rorlitocéing/yeucitafivy

O Iivakag 7 mapéyetl T cuyvotnTa Kot T 60PapOTNTO TWV EPYUCTIPLOKAS AVIYVEVUEVOV
OLLOTOAOYIK®OV aVOLOAM®Y Yo acbeveic Tov vrofAndnkay og Oepameia pe vavooopotiow
avBpomvng aABovpivng opod-taxkiita&édng oe cuvovaoud pe yepuottafivi 1 He yepottofivn.

Hivakoeg 7: EpyootnploK®S OViVEVREVES OLLATOLOYIKES OVONUAMES GE OOKLUT YL TO
0OEVOKUPKIVOILY TOV TAYKPEATOG

Navocopatiow avlpamvig
aAfoopivng opo?- ,
naxhuf&ékl:]g?fzspmg/mz)/ Peporrapivn
yeporrafivy
lov-40v 3ov-40v lov-40v 3ov-40v

BaOpov (%) BaOpov (%) BaOpov (%) BaOpov (%)
Avoupio™? 97 13 96 12
Ovdeteponevio™? 73 38 58 27
Opoppomevia’ 74 13 70 9

405 acBeveig mov a&oroyndnkay oty opdde mov vroPAndnke oe Bepaneia pe vavooopatidio avOpdmivng oAfovpivng

opov-taxta&éing/yepottafivn

P 388 acOeveic mov akoloynOnkay oty opddo mov vrofARONKe ot Oepomeio pe yepoitapivy
Y 404 ac0eveig mov a&loloynOnkav oty opdda mov vrofANnOnke o€ Bepaneia pe vavocopotidio avipmmivng aAfovpuivng

opov-taxkta&Eing/yepottafivn

Navoowuatiolo avBpaomivis alfoouivig opod-roxiitaléing/kopforiativy
Avopio kot Opoppomevia avaeépnkay mo cuyvd 6To 6KELOG TOV VAVOSOUATIOIOV avOpdTIvIg

aAPovpivng opod-takiita&éAng Kot KapPomiativig amd 0Tt 610 okélog Tov Taxol kot kapPomiativig
(54% évovtt 28% ko 45% évavt 27%, avtictorya).

A10T0p0YEC TOV VEVPIKOD GVOTHUATOC

MovoBepameio pe vavoowuotioio avlpamivns aAfovuivig opov-moritoleAns — HETOOTOTIKOS KOPKIVOG

70V HOOTOD

I'evikd, n cvyvotnTa Kol GoPapdTNTa TS VELPOTOEIKATNTOC NTAY 00G0EEAPTOUEVT GE 0oBEVEIC TOV
eAdpfovay vavocsopatiow avOpamivng aifoovpivng opov-maxiitaéing. [epupepucn vevpomddeia
(Wraitepa ocOnTikn vevpomdbea 1ov 1 200 Babpod) napatnpnonke oto 68% tov acbevadv mov
erdpPovay vavocsopatiow avlpamivng aifovpivig opov-makAitta&éing pe 1o 10% &€ avtdv va etvat
3ov BabBpov kot kapio tepintmon 4ov Baduov.

Novoowuatioro, avBpwmivis orfoouivig opod-rorlitocéins/yeuoitafivny
INa acBeveig mov vroPANONKav oe Bepaneio pe vavosmpatiow avBpdmivig aAfovpivng opov-
ToKMTAEEANG GE GLVOVAGHO LE YEUSITOPIVT, 0 SIAUEGOC YPOVOG Y1 TNV TPOTN ELPAVION TEPIPEPTKNG
vevpordfeiag 3ov Babpov nrav 140 nuépec. O dapecsog xpovog yia T Pertioon katd TovAdyicToV
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1 Babud frav 21 nuépeg Kot o dLAUESOG YpOVOGS Yo T PertinoT amd TepLpepikn vevpomadeia

3ov BaBpov g 0ov 1 1ov Babuov frav 29 nuépec. ATd tovg aobeveig pe dlaxomn g Oepamneiog
MOYo mep1pepikng vevponddelag, 44% (31/70 acbeveic) pndpeoav vo. Eavapyicovv ta vavooouatidla
avOpomvng aAfovpivng opod-taxkittabédng oe peiowpévn doon. Kaveic amd tovg acbeveig mov
vrofAnOnKav og Bepancio pe vavoosopatidia avlpomvng arfovuivng opod-takittaéAng oe
ocuvovacud Le yepottafivn dev elxe mepupepikn vevpomddeia 4ov Babpov.

Navoowuartioia avBpamivyg alfoouivig opov-rarxiitalélns/kopPforiativy

IMa acBeveig pe pn LIKpoKVLTTOPIKO KOPKIVO TOL TvebLova Tov vToPANnOnkay og Oepomeia e
vavocsouatiolo avlpomvng aifovuivng opod-takAlta&éAng kot KapPomiativn, 0 dSIAUECOS XPOVOS Yid
TNV TPOTY ELOAVIOT] TEPIPEPIKNG VEVPOTADELNG oYeTILOMEVNC Le T Bepaneia 300 Babupovd ntov

121 nuépeg, kar 0 S1apecog xpovog yia ) PeAtioon g Teppeptkng vevpomdelag oyeTilOIeEVNG Le ™
Oepameio amd 3ov Babuot og 1ov Babuov froav 38 nuépec. Kaveig and toug acbeveig mov
vroPAnOnKav oe Oegpancio e vavooompatidln avopamivng oApovpivng opov-nakittaéAng Kot
kapPomiativn dev eupdvicav nepipepikn vevporddeia 4o0v Babpov.

OpbBoruixéc drotapayéc

YmAp&av omdvieg ovapopEg, KOTA T SIGPKELD TNG LETEYKPITIKNG TAPAKOAOVONGNG, LEIOUEVTG
OTTIKNG 0EVTNTAG AOY® KLGTOEIOOVG OLONILATOG TNG OYPAS KNAdAG Katd T didpKeto Tng Oepoameiag pe
vavoompotidw ovBpomivng aAfovpivig opod-takittaléing (PA. tapdypogo 4.4).

Aratapayéc 1ov avamvevatikob ocvatiuotod, Tov Bwpaxo kal Tov uesobwpaixiov

Novoowuatioro, avBpamivis orfovuivig opod-rorlitocéins/yeuottafivny

"Exet avagepbei mvevpovitido o 1060610 4% LLE TN ¥PNOT TOV VOVOCOUATIOIOV 0vOpOTIVIG
aAPovpivng opod-takAita&éAng oe cuVOLAGUO L YepoLTaPivn. Ao Tig 17 TepTMOEIS TVELUOVITIONG
7oL avaeipdnkav og acbeveilg mov vrofAnOnKav o Bepaneia [ vavocsouatidln avOpmmvng
aApovpivng opov-takAttaéing oe cuvovacuo pe yepottapivn, 2 etyav potpaio Katdinén.
[Mopakorovbnote otevd 6GAoVg TOLG 0oBeEVEIS Yo ONUEIN KOl GUUTTOUOTA TVEVUOVITIONG. APOD
OTOKAEICETE TN AOU®MON OTIOAOYiO KOt PETE T S18yV®GOT) TG TVELLOVITIONG, SLOKOWYTE OPIOTIKA TN
Oepamneio pe Pazenir kot yepotrafivn kot EeKiviiote apéomg KatdAAnAn Bepameio Kol VTOGTNPIKTIKA
pétpa (BA. mapdypago 4.2).

A10TaPaYES TOV YATTPEVTEPIKOD TOTTIUOTOS

MovoBspameio pe vavoowuotiolo, avlpomivns aABovuivig opov-moritoleAns — HETOOTOTIKOS KOPKIVOS
70V HOOTOD

Noavtia gpeavictnke 610 29% t@v acbevav kot didppota 6to 25% TV achevdv.

A10T0p0yEC TOV dEPUATOC KO TOV DTOJIOPLOD 10TOD

MovoBepameio pe vovoowuotioio avOpamivns aAfovuivig opod-mokritoléAns — HETOOTOTIKOS KOPKIVOG
7OV HO.OTOD

Alonekio TapatnpnOnke oto > 80% tv acbevav mov ehaupavay Beponeio pe vovocsmpotidw
avBpomvng aiPovuivng opov-naxittalédne. H misioymeio Tov tepiotatik®@v alonekiog
EUQOVIOTNKE 0 AYOTEPO amd Eva UNVaL LETE TNV EVAPEN TOV VOVOSOUATIOIMY avOpdmivng
aABoovpivng opov-makAttaéing. Avapévetal Evtovn ondAslo LoAMOY > 50% yio TV TAEoYNQia TV
ac0evav mov Topovctalel aAmmeKia.

A10T0p0YEC TOD HDOTKEAETIKOD GVOTHUATOS KO TOV GVVIETIKOD 10TOD

MovoBepameio pe vavoowuotioio avlpomivns aABovuivig opov-moritoléAns — HETOTTOTIKOS KOPKIVOG
70V UAOTOD

ApBpadryia eppaviotnke oto 32% 1oV acbevav mov elapPavay Bepaneia pe vavoocopatidw
avOpdTIVNG aABovpivig 0pov-TakAMTaEEANG, KOl 6TO 6% TmV TEPMTOCEMV NTAV GOPAPIG LOPPNC.
Moodyia eppaviotnke oto 24% tov acbevav tov ehdufovay Bepaneia e vavooopatidl
avBpomvng aiBovpivng opod-taxkitta&éing, Kot oto 7% tev nepimtdcemy NTav cofoapns popens. Ta
CUUTTAOMOTO NTAY GLVIOMG TAPOdIKE, ELEaVIfovTaY GLVNBWOS TPELG NUEPES LETA TN YOPNYNOT TOV
VavooOUATIdImV avOpdTivng aABovpivng opov-makATaEAng Kot VIToX®POHGOV EVTOG Hiog
efdopddag.

19



L eviKéc J10TapayéC Kou KOTAOTATELS THS 000D YOPHYNONS

MovoBepameio pe vavoowuotioio avlpamivins aAfovuivig opov-morlitoléAns — HETOTTOTIKOS KOPKIVOG
70V HOOTOD

Avoeépnkav e&acBévion/koénwon oto 40% TV acbevav.

Houdratpicodg taAnduopog

¥ pekém ovppeteiyav 106 acbeveig, 104 ek towv omoimv NTav Tadiotpikoi acbeveic nAikiog and

6 unvov éog kate Tov 18 gtdv (BA. mapdypapo 5.1). Kdbe acbevig ekdnAmoe TovAdyloTOV

1 avemBOun TN evépyeta. Ot cuyvaTEPA OVOPEPOLEVES OVETIOVUNTEC EVEPYELEG NNTAV OVLOETEPOTEVIO,
avopio, Aevkomevia kot Topegia. Or cofapég avemBOUNTEG EVEPYEIEC TOV AVAPEPONKAY GE TAV® 0o
2 aoBeveig tav mopeéio, 0oPLAAYIN, TEPLPEPIKO OO U Kol EUETOG. AgV evVTOTIGTNKOV VEEC EVOEIEELG
0CQPAAELNG GTOV TEPLOPIGUEVO aplOUd TdTPIKOV acbevav Tov Elafav Bepansio pe vavoosmpotidia
avOpdTIVIC OABoVLIVIG 0pOV-TOKAMTAEEANC KOl TO TPOPIA ACPAAELNG NTAV TOPOLOLO LE OVTO TWV
EVNAIK®V.

Avopopd mavoloyovuevav avemfOunTov EVEPYEIOV

H avagopd mibavoroyoduevemv avemtBiuntov evepyelmv PeTd amd TN yopnynon adelog kukAogopiog
TOV QUPUAKELTIKOD TPOiIOVTOG eivar onpavtiky. Emtpénetl  ovveyn mapakorlodnon g oxéong
0PELOVG-KIVOHVOL TOV QUPUAKEVLTIKOD TPOIOVTOG. ZNTEITOL OO TOVG EMAYYEAUATIEC VYELOG VO
OVAPEPOVY OTTOIEGONTOTE TOOVOLOYODUEVES OVETIOVUNTEG EVEPYELEG LECH TOV EOVIKOD GLGTNOTOG
avagopdg mov avaypdeetal oto [Hapdptnua V.

49 Ynaepodocoroyia

Agv vtapyel YvOOTO avTidoTo Y1 TV vIEpdocoroyia pe TakAMTaEEAN. Vv Tepintmon
vepdocor0Yiag, 0 achevig Tpénel va mapakoiovbeitar otevd. H Oepancio mpémet va katevbuvei otig
ONUAVTIKOTEPES OVOLEVOLEVES TOEIKOTNTES, TTOL EIVOL 1] KUTAGTOAN LLEAOV 0GTAV, 1| fAevvoyovitida
KOLL ] TEPLPEPTIKT VEVPOTTADELX.

5. DOAPMAKOAOTI'IKEX IAIOTHTEX
51 ®@oppokoduvopikEs 1010TNTES

DappokobepomenTiky Katnyopio: AVIIVEOTAAGUATIKOL TOPAYOVTEG, PUTIKO AAKOAOELDN Kol GAAQ
QLOKE TpoidvTa, Tatdves, kwduog ATC: LOICDO1

Mnyovicpog dpdong

H moxta&édn givor évag mapdyoviag avil-pKpoSOANVIoK®Y Tov TPOdyeL T cuvadpoion
UIKPOCSOANVIGK®V amd SEPT] TOVUTOVAIVIG Kol 6TAOEPOTOLEL TOVG PIKPOCWANVIGKOVG LECH
OTOTPOTNG TOV QTOTOAVUEPIGHOD. AVTN 1) 6TAHEPOTOINGT) EYEL MG ATOTEAEGLOL TV OVOGTOAN TNG
(VOIO0AOYIKNG SVVOALIKNG AVad10PYAVOGCTC TOV SIKTVOV KPOCSOANVICK®V OV givol amapaitnt yia T
{oTiKNC onpociog eVOLAIEST AT Kol TIG MTOTIKES KUTTAPIKEG AstTtovpyies. EmmAéov, n makAita&édn
00MYel 6T ONPLIOVPYIN U PUCIOAOYIKMVY JATAEEWV 1] KOEGLOVY KPOSMOANVICK®V Kab' dAn
SIIPKELN TOV KLTTAPIKOD KUKAOV, KOOMG KOl TOALUTADY AGTEP®V WKPOGSMOANVICK®V KATA T S14pKELL
g pitoonc.

To Pazenir mepiéyel vovoosmpotidia avOpamivng aifovpivng opov-takittaléing peyédovg mepinov
130 nm, 6mov 1 TakAMTaEEAN givol Tapoboa GE e UN-KPUGTOAAKY GUOPPN KOTAGTAoT. MeTd TV
evOoAEPLa YopnyNn o, TA Vavooopatiotn dtoympilovtal TayEme o€ SIHAVTA GOUTAOKO TOKMTUEEANC
ovvoedenévn pe aAPoouivn peyéboug mepimov 10 nm. H aifoopivn givor yvoot o¢ pecoiafntng
€VO0OMAL0KNG SLKVTTAPWOOTG SLULUEGOV KOPEOCOUATMOV TOV GUCTUTIKOV TOV TAAGLOTOC Kol LEAETEG
in vitro enédei&av 611 N mapovoio akfovpivng evioydel T LETOPOPE TNG TAKMTOEEANG HETAED TV
evdoINMak®Vv KuTTdpwv. AltondveTot 1 vVTOBeon OTL Yo VTN TNV EVICYLILEV dloevdoOniiokn
petapopd dapécov kafeocopdtov pecorafei o vmodoyfag gp-60 e adfovuivng kot 0Tl VITdPYEL
EVIGYLUEVT] CLGCOPEVOT] TAKMTAEEANG GTNV TEPLOYN TOL Oykov Ady® NG Exxkpvopevng Ipwteivng
ITAovoog O&eikd oe Kvuoteiv mov decpevetarl pe tn aAfoopivn (mpoteiv SPARC).
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KAwikn omoteleopotikdTnTo Kot 0cOAAEL

Kopxivog tov poorod

AwtiBevton dedopéva and 106 acheveig mov TpoEkuyay omd dVO OVOLYTEG LEAETEG LOVOD GKEAOVG Kot
amd 454 acBeveig mov vrofAnOnKav o Bepomneia TvyOLOTOMNUEVG CLYKPLITIKNG PeEAETNG Pdong 1T, yia
VoL VTOGTNPIEOVV TN ¥PTNOT TOV VAVOSOUATIOI®V avOpdmivng aifovuivng opov-takitaéing 6to
UETAOTATIKO KOPKIVO TOV HOGTOV. AVTEG Ol TANPOPOPIES TAPOVGIALOVTOL TOPUKATO.

Avorytég ueléteg 1ovod oxélovg

Ye pia perén, to vavosouatiow avlpodmivng aAfovpivig opov-rtakAlta&éAng xopnyndnKay og
éyyvon dapkeiag 30 Aentdv oe 56om 175 mg/m? oe 43 0oOeveic e PETAGTOTIKG KAPKIVO TOV HAGTOD.
H debdtepn dokiun ypnoonoince pa éom tav 300 mg/m? oe £yyvon 30 Aentdv oe 63 aobeveic pe
UETAOTATIKO Kopkivo Tov pootov. Ot acbeveig vrofAndnkav oe Oepaneia ywpig mpo-Oepancio pe
o1ePOEN N Tpoypappatioévn vrootpitn pe G-CSF. Ot kdkAot Bepaneiog yopnynnkav o
dwotiparta 3 efdopddwv. Ta m0c0cTd amoOKplong 6 OAOVG Tovs acbeveig Ntav 39,5% (95% ClI:
24,9% - 54,2%) xon 47,6% (95% CI: 35,3% - 60,0%), avtictoya. O pécog ypovog eEEMENG TG VOGOL
Arav 5,3 pveg (175 mg/m?, 95% Cl: 4,6 - 6,2 wijvec) kot 6,1 piveg (300 mg/m?, 95% CI:

4,2 - 9,8 uveg).

Toyouomouévy ovykpiTiKy UEAETH

Avt 1 TodvKevTpikn dokiun EAaPe ydpa o€ acbeveig pe peTaoTOTIKO KOPKivo TOV LOGTOV, 01 0Toiot
vrofAnonkav og Bepaneio kabe 3 efOopadeg e TaKAMTOEEAN MG Lovobepamneia, ite mG TakMTAEEAN
og StoAdTn 175 mg/m? pécm yopiynong £yyuong 3 @pdv [e TPOANTTIKY QOPLOKEVTIKY AymYT Y10, TV
aroeuyn vrepevoiotnoiog (N = 225), gite wg vavocopatiow avipdnivng aifovpivng opov-
rouAMTaEEANG 260 mg/m? pésm yopymong £yyvong 30 Aemtdv yopic Tpoinmriky ayoyn (N = 229).
E&nvrta téocepa 1o1¢ k0To TV 0.00evav mapovcioce emdeivoon g Katdotaong anddoong (ECOG
1 1 2) xotd TV e160y@yn Toug otn peAétr. To 79% mapovciace GmAoVIKES LETOOTAGELS KOl TO 76%
napovoince > 3 6écelg PLeTaoTdoe®V. AEKATEGGEPD TOIG EKOTO TV 0oBEVAV dev glye AdPet
wponyovuevn ynueobepamneia. To 27% eixe AMaPet ymuetobepaneio povo ¢ emkovpikn Bepaneia, 10
40% pédvo yia ) petactatikn edon kot to 19% o apeoTePES TN LETAGTOTIKN KoL TV EMKOVPIKN
¢@aon. [levivta evvéa to1g eK0TO EAaPoV PAPLOKO HEAETNG G OEVTEPNG N LEYOADTEPNG OO TN
devtepng ypauung Oepancio. ESounvia entd T01¢ £Katd TV 0lcbevmv giye extebel oto mapehBov o
avOpaxvKAivec.

To amoTEAEGLATA Y10 TO GUVOALKO TOGOGTO AVTOTOKPLIONG Kot TOV Ypovo ¢ Tnv e£EMEN TG VOGO,
kot v enPinon yopic eEEMEN T vooou kal TV emPionon acbevadv mov ehduPavay Bepomeio > 1M
YPOLUNGS, TOPOLGLALOVTOL TOPAKATO.

ivakog 8: ATOTELEGLATA Y10, TO GUVOMKO TOG0GTO AVTUTOKPLONS, TO NEGO YPOVO Yo TNV
e€EMEn g vosov kK TV emPimon yopic e£EMEN TS VooV 0Tmg amoTinOnKay oo TOV
gpeuvT

Noavooopatidio avepdTvng

MertafAnty aAPovuivng opov- MoxAta&éAn o€ oAb T
OTOTELECUATIKOTNTOG | TOKATAEEANC (175 mg/m?) Hnp
(260 mg/m?)

Hoooato avraroxpions [95% CI] (%)

7 ns
Ogpansio > 1 26,5 [18,98, 34,05] (n = 132) | 13,2[7,54,18,93] (n=136) | 0,006"
YpayiG

* Méoog ypovog yio v eCédién g voaoo [95% ClJ (gfdoucdes)

1 ne
Ospomsia > 1 20,9[15,7,25,9] (n=131) | 16,1[15,0,19,3] (n=135) | 0,011"
YPOpIG

* Méon emifioon yowpic eééhién s vooov [95% ClJ (efdoucdeg)
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Navocopatidw avipodTivng

Metafint) aAPovpivng opov- [MoxkAta&éln o€ doAdT _
AmOTEAECUATIKOTNTAS | TOKALTAEEANG (175 mg/m?) P
(260 mg/m?)

7 ns
Ogpancia > 1 20,6 [15,6, 25,9] ("= 131) | 16,1 [150, 18.3] (n=135) | 0,010°
YPOLHUNG

* Emifioon [95% CI] (efdoucdeg)

7 ns
Ogpomcio > 1 56,4 [45,1,76,9] (n=131) | 46,7[39,0,553] (n=136) | 0,020°
YPOpTG

*Avté to dedopéva Baciloviar oty Avagopd Kivikig Medéig: TIposOnxm CA012-0, Tehikd, pe npepopmvia
23 Moptiov 2005

¢ Teot Chi-squared

P Teot Log-rank

Awkooiol gikoot gvvéa acbeveic mov Elafav vavosmpotidia avlpamivng arfovpivng opov-
TOKAMTAEEANG GE TUYOLOTTOINUEVT], EAEYYOLEVT KAVIKY SOk a&toAoynOnKay yio tnv acedicio. H
vevpotolkoTNTa 6TV TokAMTaEEAN allohoynOnke péow Bertiong evog Pabpod yia acbeveig mov
epnedvifav mepupepikn vevpordbeia 3ov Babpov ce omoladnmote otiyurn katd T S1GpKELD TNG
Oepancioc. H puoikn mopeia g mepipepikng veupomadelag £mG TNV LTOYMPTOT GTN YPOLUY
avapOPAg AOY® TNG GLGGMPEVTIKNG TOEIKOTNTOC TWV VOVOSOUOTIOIWVY avOpodmiving aifovpivng opov-
TakMTacEANG HETd amd > 6 koukdovg Oepameiog dev a&lohoynOnKe Kot TopaUEVEL AYVOOTY).

AdevorapKiviua To0 TOYKPEATOC

Mo TOAVKEVTPIKT, TOAVEBVIKT, TUYOLOTOMUEVT, avoryTh Hedétn de&nydn oe 861 acbeveig yia
GLYKPIGT TOV VOVOGOUOTOIOV avOpdrivng aAfouvpivig opov-takita&éAng/yeposttapivng évavt g
povoBepamneiag pe yeportafivn og Oepoaneio TpdT™G YPOUUNG 08 0o0gVELg Le HeETAGTATIKO
adevokapKivoua Tov Taykpéatos. Ta vavoowpotiow avlpdmivng alfovpiviig opov-makATageAng
yopnynhonkav oe acbeveic (N = 431) mg evéopAéPia £yyvon og ypoviko ddotnua 30-40 Aentov o€
doom 125 mg/m? axolovBovpuevn and yepoitaPivy mg evopAEPia £yyuon e XPoviKo S1AcTHL

30-40 Aemtédv o€ 560om 1.000 mg/m? yopnyovuevn Tic Huépeg 1, 8 kon 15 k6fe wdrhov 28 nuepdv. 1o
OLYKPITIKO 6KELOG TG Bepamneiog, n povobepomeia e yepottapivn xopnynonke oe acbeveic (N = 430)
COLPOVA LLE T1) GLVICTMUEVT 0601 Kot oynua. H Oegpaneio yopnyndnke péypt tnv e&€Mén g vocsov 1
TNV oVATTLEN Lo U amodekTNG ToEIKOTNTOC. AT Tovg 431 acbeveig pe adevokapkiveopo Tov
TAYKPEATOG TOV TVYAoToMmOnKoy vo AdBovy vavocsouatidlo avlpmmvng arfovpivng opov-
nokMTacEANG o€ cLVOVLAGHO Le YepotTaPivn, n Theloynoeio Tov acBevav (93%) Ntav Aevkoi, 4% Mtav
pavpot kot 2% frav Acidtes. To 16% tov acBevav giye pLOIKT KATACTOOT KOTA TN KALOKO
Karnofsky (KPS) g 16Eng Tov 100, 10 42% twv acbevav giye KPS tng té&ng tov 90, to 35% tmv
acBevaov giye KPS g tdéng tov 80, to 7% t0dv acBevav elye KPS g téEng Tov 70 kot <1% tov
acOevav giye KPS kdtw tov 70. AcBeveic pe vynid kopdiayyelakod kivouvo, LE 1IGTOPIKO TEPLPEPIKNC
aPTNPLOKNG VOGO KOV SlOTOpay®dV TOL GUVOETIKOV 16TOD KouM didpeon Tvevpovondadeia
omoKAEIoTNKOV OO TN HEAETT.

O1 aofeveic EraPav o drbpeon dbpkeia Bepoameiog 3,9 unvov 6to okéAog TV vavooopatdimv
avOpdmTvng aAfoovpivng opov-rtakita&EAng/yepsttafivng kot 2,8 unvav 610 6KEAOG TNG
veportafivng. To 32% tov acBevdv 610 6kéAOG TV Vavosmpatidiov avlpomvng aiBovuiving opov-
moxMtaEEAng/yepottapivng oe cvykpion pe 10 15% tov acbevadv 6to okélog TG yepottafivig Elafe
Oepaneio 6 N meprocdTEPOV UNvaV. [a tov TAnBuoud mov vroPAndnke oe Bepaneio, 1 didpeon
oYETIKN évtaon g 60omng Yia T yepottafivi rav 75% o1o okélog t@v vavosopatdiov avlpdrivng
aAPovpivng opod-takiita&éAng/yepoitafivng kot 85% oto okélog g yepottapivng. H didpeon
OYETIKT] €vTaon TG 001G TV VOVOsOUATWIOV avBpdmivng arlPovpivig opod-takitaléing rav
81%. Mo vynAotepn didueon abpoiotiky d6on yepsttapivng xopnyndnke oto okéAOg TV
VovosopoTdiov avBpdrvng adBovpivig opod-taxitaiéing/yepstraivg (11.400 mg/m?) dtav
ovykpifnke pe To okélog TG YepottaBivig (9.000 mg/m?).

To TpOTEVOV KATOANKTIKO ONELD AmOTEAEGLATIKOTNTAG NTOV 1] cLVOAKN emBimon (OS). Ta Pacikd
devtepevovTa KATaANKTIKA onpeio Ntav N exiPioon yopig e&EMEn g vosov (PFS) kat to cuvolikd
10060610 avtonokplons (ORR), kot ta dvo a&oroynuéva amd aveEaptnTn, KEVIPIKY, TVOAN
aKTIVOAOYIKN eE&tacn ypnoonotdvog Tig katevbuvinpieg ypauués RECIST (Exdoon 1.0).
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Mivakag 9: AToTELEOPATA ATOTELECPATIKOTNTAS 00 TV OO NEVI nErET 68 aoOeveic pe

adevokapkivopa Tov roykpéatos (IIAnOvopdg pe tpddeon yio Oeponeia)

Navoocopotiole avlpomivng I'sportapivy
aApovpivig opod-raxitatiing (N=430)
(125 mg/m?)/yeporrafivy
(N=431)
Xvvolkn Empioon
Ap1Bpog Bavatov 333 (77) 359 (83)
(%)

Aldpeon cvuvolkn
emPioon, pnveg
(95% CI)

8,5 (7,89, 9,53)

6,7 (6,01, 7,23)

HRa+c/c (95% CI)?

0,72 (0,617, 0,835)

P-tiun®

<0,0001

[Mocooto emiPimong
% (95% CI) ot0

‘Etoc 1

35% (29,7, 39,5)

22% (18,1, 26,7)

‘Etoc 2

9% (6,2, 13,1)

4% (2,3, 7,2)

75° gxotooTNUOPLO

n (%)

Yuvolkn emPicoon 14,8 11,4
(pveg)

Empioon yopic e£6MEN T vooov
Bdvorog 1 eEEMEN, 277 (64) 265 (62)

Avdpeon EmpPioon
xopic eEEMEN

™G vOoOV, UVEG
(95% CI)

5,5 (4,47, 5,95)

3,7 (3,61, 4,04)

HRAsc/c (95%Cl) 2

0,69 (0,581, 0,821)

P-tyuiy

<0,0001

YUVOMKO T0606TO OVTUTOKPLONS

EmPepaiopévn
TANPNG M HEPIKN
GUVOAIKT|
avtamdkpion, N (%)

99 (23)

31(7)

95% ClI

19,1, 27,2

5,0,10,1

Pasa/pe (95% CI)

3,19 (2,178, 4,662)

P-twun (teot
Chi-squared)

<0,0001

Cl = dudompa epmotocdvne, HRa+a/c = avaloyla ktvddvou tev vavosopatidiov avlpomvng aifovpivng opov-

nokMrta&énctyepotapivnc/yepottafivng, pa+c/pe = avoroyio 10606700 OVTOTOKPLONG TOV VOVOSOUATSIOV avOpdTivig
aABoovpivng opov-rtakiitagéinstyspucitafivne/yeposttafivng

% GTPOUATOTOUNHUEVO HOVTEAD OVOAOYIK®V Kvduvev Tov Cox

P stpopotomomuévo teot Log-rank, otpopatonompévo avé yeoypagiky eploxn (Bopeiog Apepiki évovtt dAkov), KPS (70
£mg 80 évavtt 90 émg 100) Kot ELPAVIoT NTUTIKOV LETACTAGEDV (VO EVOvTL OxL).

Ynipée o oTtaTioTikd onuavtik Bedtioon otn cvvoiikn emPioon (OS) yuo tovg acbeveig mov
vrofAnonkav og Bepamneia e vavocsouation avlpmmvng arfovpivng opov-
nakAtacéng/yepotofivn Evavtt yeuotrofivng povn g, pe avénon 1,8 unvav ot didpeon OS,
oLvolikY| peiwon 28% tov kvdvvov Bavdatov, Bedtioon 59% oty emPinon oto £€1og 1 kot PeAtioon
125% ot0 mocootd emPimong oto £tog 2.

Yympa 1: Kopadin Kaplan-Meier tng cuvoikig emPioong (mAn0vopdg pe tpédeon yro
Ogpamncia)
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Xpovog (pnveg)

O emdpaoelg s Bepaneiog ot cuvoliky| emiPivon (OS) evvéncay To GKEAOG TOV VOVOSOUATIOIMV
avOpdmTvnc aAfoovpivng opol-takMta&éAnc/yeposttafivng otny TAEloyMeia TV TPoKaboploHEVEY
VIToOUAd®V (cupumep apPavoprévon Tov puAov, g KPS, tng yeoypapikng meployng, e
TPOTAPYIKNG BEGNC TOV KAPKIVOL TOV TAYKPENTOG, TOL GTASIOL KOTA TN S1dyVeoT), TNG ELGAVIONG
NTATIKOV LETACTACEMV, TNG ELPAVIONG TEPITOVAIKNG KOPKIVOUATOGNGS, TNG TPOTNYOVLEVG
dwdkaciog Whipple, g mapovaciog evdompobicenv (stent) Tawv xoAnedpwv katd TV Evapén, g
TOPOVCING TVELLOVIKMDV HETUCTAGE®DY Kol TOV apldpol Tov 0écenv Tav petactdcemv). [a
acBevelg nAkiog > 75 €1V 0Ta GKEAN TOV VOVOSOUATIOIOV avOpdmvig aifovuiving opov-
nakhracénc/yeportopivng kot g yepotrtafivng n avaioyio kivdvvov enifioong (HR) frav 1,08
(95% CI 0,653, 1,797). T'a acBeveig pe puotoroyikd apyikd exinedo CA 19-9 1 avaioyio Kivdvvov
emPioong (HR) frav 1,07 (95% C1 0,692, 1,661).

Ympe po otatiotikd onpoavtikn Bertioon oty emPioon yopic e£EMEN g vocov (PES) yia tovg
acBeveic mov vroPAnOnKav ce Beponeio pe vavocsompatidio avlpomvng adfovuivng opod-
makATaEEAN G/ yepottapivn évavtt yepottafivng povn g, e avénon 1,8 unvav ot didpeon PFS.

Mpn pirporvTIopiKdS KOPKIvOS T0D IVEDUOVA.

Mo, TOAVKEVTPIKY], TUYAOTOUUEVT, avolyTh HeAétn dte&nybn oe 1.052 acBeveic pe pn
LUIKPOKVTTOPIKO KopKivo Tov mvedpova Xtadiov IIb/IV mov dev elyav AdPet Tponyoduevn
ynueodepomeio. H perétn ovvékpive to vavooopatiow avlpmmvng aABovpivig opod-takAita&éing
o€ GUVOLOCUO [E KapPBomAaTivi EvavTt Tng TOKATAEEANG GE d1OAVTI G€ CLUVOVAGUO LE KapPoTAaTivn
¢ Bepameia TPOTNG YPOUUNG O€ ACHEVEIG e TPOYMPNUEVO UM IUKPOKLTTAPIKO KOPKIVO TOV
nvevpova. [Tave ard 1o 99% tov acbevov eiyav katdotaon anddoong katd ECOG (Eastern
Cooperative Oncology Group) 07 1. AnoxieicOnkav acOeveig pe mpotimdpyovoa vevpomdbeio > 200
BaBpov 1 pe cofapodc 1orpikods mapdyovteg Kvduvou Tov apopouGAV OTOL0ONTOTE amd T KHPLOL
cvothipoto opyavev. Ta vavocopatidia avOpmdmivng aABovpivng opod-taxAitaEéAng xoprnynonkay
otovg acbeveig (N = 521) o¢ evoopAéPia Eyyvon o€ ypovikd drdotnua 30 Aentdv o 66om

100 mg/m? tig Huépeg 1, 8 kar 15 kébe xvrhov 21 nuepdv, ympic Kopio mpokaTapKTik
QOPUOKEVTIKT Oy®YN LE OTEPOELON KAl YWOPIG TPOPUAOKTIKY Bepameia [Le TOV TapayovTa O1EYEPOTG
OTOKLDV KOKKIOKVTTAPWOV. EEKIVOVTOC OUESMG UETE TO TEAOG TNE YOPNYNONE TOV VOVOCHUATISI®V
avBpodmivng aifovpivng opov-maxiita&éing, n kapporiativn og d6on AUC = 6 mgemin/ml
yopnynonke evéopiefiong povo v Huépa 1 kébe kokiov 21 nuepwv. H maxhto&éln o dtaAvtn

24



yopnyROnke otovg acbeveic (N = 531) og S6om 200 mg/m? mg evEopAEPLaL £YyV0N GE XPOVIKO
dloTna 3 wp®dV e GLVHON TPOKATAPKTIKY QPOPUOKEVTIKT] Oy®@YT], 0KOAOLOOVUEVT AUECMG Ao TNV
kapPoriativi mov yopnyndnke evoopiefing og 06on AUC = 6 mgemin/ml. K&Oe appaxevtico
Poidv yopnynonke v Huépa 1 ke kordhov 21 nuepdv. e au@otepa To GKEAT TNG LEAETNG M
Bepaneio yopnyndnke péxpt v e£€EMEN g vOGOL 1 TNV OVATTLEN LOG LT OTOOEKTNG TOEIKOTNTOG.
Ot aoBeveic ElaPav kotd péco Opo 6 KOKAOVC Bepameiog oe auEOTEP TOL GKEAN TNG UEAETNC.

To TPOTEVOV KATAANKTIKO GNUEID OTOTEAEGLOTIKOTITOG )TOV TO GUVOAMKO TOGOGTO AVTATOKPLIONG
7ov opiletal ¢ T0 T0G0GTd TOV ACHEVMOV 6TOVE 0TOioVg EMETELYON AVTIKEWEVIKT eMIPePatwpévn
TANPNG AVTATOKPIoT 1 HEPIKT AvTUTOKPIo™ e Bdor o aveEdpTnTn, KEVIPIKT, TVPAN OKTIVOLOYIKY
e&étaon ypnoponowwvrag Tig katevbuviipieg ypouuég RECIST (Exdoon 1.0). Ot acBeveic oto
OKEAOG VAVOSOUOTOIOV avOpdmivng aAfovpivig opov-takAtta&éing/Kapfomiativng eiyov onpovTikd
VYNAOTEPO GLVOMKO TOGOGTO OVTATOKPIGNG O GUYKPLOT LE TOVG acBevels 6to oréhog eléyyov: 33%
évavtt 25%, p = 0,005 (ITivakag 10). Yanpée o onpovtikn diagopd 6To GUVOAKO TOGOGTO
OVTOTOKPLOTG GTO OKEAOG VOVOSOUATIOIMV avOpdmivng aABovpiving opod-
TakATaEEAN G/ KapPomrativig o€ chYKPLoN LLE TO OKELOC EAEYYOL GE AGOEVELS e N LIKPOKVTTOPIKO
KapKivo ToL TVEDOVA €K TAOKMOOVE MONAIOL 16TOAOYIKOV TOTOL (N = 450, 41% évavtt 24%,

p <0,001), ®6t600 LT 1 SaPopd dev epunvedTnKe OG dropopd otnv PFS i v OS. Aev viipée
Kapio 510popd 6To GUVOALKO Toc0oTo avtomdkpiong (ORR) peta&d tov okelmv g Oepaneioc oe
acOeveic pe pun mhoakmon totoroyikd tomo (N = 602, 26% £vavtt 25%, p = 0,808).

Mivakag 10: ZvvoMKO T06006TO OVTETOKPIONG GE TUYOOTOINUEVT] OOKIMT 11 IKPOKVTTUPLKOD
KOPKivoy Tov avedpova (tinbuopndég pe Tp60son yo Ogpameia)

Navoocopatioa Hoxitaéln 6g o10A0T
avOpdmvng (200 mg/m? ké0z
aifoopivig opov- 3 efoopaoec)
TaKMTOEEANG + kapPoriativy
(100 mg/m?%/eBdopada) (N =531)
+ kapporrativy
Hopauetpoc ATOTELEGUUTIKOTNTAS (N =521)

Yovoiko [locootd Avromokpiong (aveédptnn emokénncn)

EmBeforopévn mAnpne 1 pepikn cuVoAkn

avTombkpIon, n (%) 170 (33%) 132 (25%)
95% CI (%) 28,6, 36,7 21,2, 28,5
pa/pr (95,1% Cl) 1,313 (1,082, 1,593)

P-tiun* 0,005

Cl = duompa gumotoovuvng, HRar = avaioyia kivdvvov vavosopotidiov avipomivng aifovuiving opov-
nakAMtoEEng/kapBoniotivig Tpog makAita&éln oe dtahvtn/kapPoriativn, pa/pT = avaroyic T0606TOD OVTATOKPLOTG
VOVosOUATIO IOV avOpdmivng aAfovpivig opod-makitta&éAng/kapBoriativig Tpog makAta&édn o dodvtn/kapBomiativn.
% H P-tiun Baoiletar oe évo teot chi-square.

Agv VIMPYE OTOTIOTIKA CTLOVTIKY dapopd oty emPinon yopic eEEMEN TS vOGoL (Ue TVEAN
aE0AOYN G OKTIVOAGYOL) KOl TN GUVOALKY| EMPimon petald tov dVo okeAmv g Bepaneiag. AeEnyon
pa avaivon pn katwtepotntag yia Tic PES kot OS, pe mpoxabopiopévo meptdmplo pn katotepdTnTOS
g tééng Tov 15%. To kprrhpilo un kaTeTepOTNTAG TANPOVVTAV Y10 apeotepes Tig PFS kot OS, pe to
v 0p1o TOL JOCTAHATOS EUTIETOGVVNG 95% Y1a Tig oyeTilOpeveg avaloyieg kKivdbvou va gival
Myotepo amd 1,176 (ITivakog 11).
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Mivakag 11: Avaivoelg pn KotOTEPOHTNTOS Y10 TNV emPiwon yopic eEEMEN TG véoov Kot TN
ovvolki] emPimon o€ ToYaLOTOIREVY] GOKIMT [1] HIKPOKVTTOUPLKOD KAPKIVOL TOV TVELHOVA
(mAnBvono6c pe Tpd0eon Yo Ospaneio)

Navocopatiola
avlpomvng Hoxitaéln 6g S10AvTY
aiBoopivng opov- (200 mg/m? ké0g
TOKMTOEEANG 3 efoopddec)
(100 mg/m?%/eBdopada) + kappomrativn
+ kapfomraTivy (N =531)
Hopapuetpog ATOTELEGUOTIKOTNTAG (N =521)
EmBioon yopig e£EMEN T vooova (aveEdptnTn emoKOmT6N)
Odvatog 1 e£EMEN, n (%) 429 (82%) 442 (83%)
Adueon PFS (95% CI) (uveg) 6,8 (5,7,7,7) 6,5 (5,7, 6,9)
HRar (95% CI) 0,949 (0,830, 1,086)
Xvvomkn Empioon
Ap1Buodg Bavatwv, n (%) 360 (69%) 384 (72%)
Avgpeon OS (95% CI) (unveg) 12,1 (10,8,12,9) 11,2 (10,3, 12,6)
HRA/T (95,1% CI) 0,922 (0,797, 1,066)

Cl = dtdompa epmotocdvne, HRar = avaroyia kivdbvov vavosopatidiov avlponvng aifovpivng opov-
nakMtoEEM g/ kapBoriativng Tpog makAita&én oe dtahvtn/kapPomiativn, pa/pT = avaioyic T0606TOD OvVTATOKPLOTG
VOVoSOUATIOIOV avOpdmivng aAfovpivig opod-marxitta&éAng/ kapBomiativig Tpog maxkta&édn o Stodvtn/kapPomiativn.
¢ Zopemvo, pe tig pebodoroyicég ektiunoets tov EMA yia to kataAnktikd onpeio g PES, dev ypnoyomomOnkay ot
nopatpNoels mov Erewmay 1 1 Evapén enduevng véag Oepomeiog yio Aoyokpioia.

Houdwtpude TAnbvoude
H ac@dieio kot 1 amoTeAECUATIKOTNTO GE ToOLATPIKOVG aoBeVELS dev Exovv Texkunplwbet (PA.
napaypa@o 4.2).

2INV TOAVKEVIPIKT], AVOLYTNG EMGTLLOVONG, TPOGO10pLopoD TG d6omg peaétn ABI-007-PST-001
daong 1/2, yo v a&loAdynon g aGPAAELNG, AVEKTIKOTNTOG KOl TPOKATUPKTIKNG
OTOTELECUATIKOTNTOG TG Efdopadiaiog xopynong vavoscopuatdiov avlparivng aifovpivng opov-
TakMTaEEANG o€ TodaTpIKovs 0obeveig te vToTpomdlovTes 1| avOeKTIKOVG CLUTTAYEIG OYKOVG,
ocvounepNeONnKay cuvoikd 106 acbeveic nAikiog > 6 unvav éog < 24 etdv.

Y ®daon 1 g perémng, copmepAnednkay cuvolkd 64 acheveig nikiog amd 6 UNVoOV £0¢ KAT® TOV
18 etdv kot kabopiotnke 1 péyio avekty 6o (MTD) ota 240 mg/m?, yopnyolduevn pe evoopA£Pia
éyyvon duapketag 30 Aewtmv, Tig Huépec 1, 8 xat 15 tov kdbe kbxhov 28 nuepmv.

2 @don 2 g ueAETNG, suUTEPIANEON KAV cuvollkd 42 acBeveig facel oyedlaciov dVo oTadimy
minimax Katd Simon, nAtkiog amd 6 pnvev €mg 24 eTdv e VITOTPomALoV 1| avOEKTIKO GAPKMLLOL
Ewing, vevpoprdctopa 1 pafOopvoctpkopa, yio Ty o&oA0YNoT TG OVTIVEOTANGHOTIKAG dPACNG, 1|
onoia a&ohoyOnke Pacet Tov GVVOAKOD T0600TOV avtandkpions (ORR). Ao tovg 42 acbeveic, 1
Nrav nikiog < 2, 27 frav nikiog > 2 éoc < 12, 12 frav nhwiag > 12 g < 18 kot 2 evilkeg
acBeveic NTov nhkiog > 18 £wc 24 etov.

Y1ovg acbeveig yopnynonke n péyiotn avekty d6om (MTD) yia 2 khkhovg Kot péso 6po. Amd Tovg
41 acBeveic mov NTOv KATAAANAOL Yio a&loAdynom ¢ amoTeAesaTIKOTNTOG 6T0 6Tddo 1, 1 asBevnig
g opddag pe papdopvocapkmpo (N=14) ntapovcioce emPeforopévn LePIKN AvTATOKPIOT UE
arotéreopa ORR g 1dEng Tov 7,1% (95% CI: 0,2, 33,9). Aev mapatnpnOnke emPePforopévn TAnpng
OVTOTOKPLoT 1 LEPIKT AVTOTOKPLOT 6€ Kavévay acBevn Tng opddag pe oapkoua Ewing (N=13) 7
vevpoPrdotopa (N=14). Kavéva amd to okéAn tng HeAETNG OV cUVEIGE GTO GTAOL0 2, YloTi dEV
TANPOLVTAY 1 KABOPIGHEVT] 0O TO TPMOTOKOAAO TpodLaypaPn TOV > 2 acbevov pe emPeforopévn
OVTOTOKPLOT).

To amoTeEAESHLATO AVAPOPIKA LLE TN UECT] GUVOAIKT EMPLOOT, CLUTEPTAAUPAVOUEVTS TG TEPLOOOV

napokoAovOnong 1 étovg, rov 32,1 efdopadec (95% Cl: 21,4, 72,9), 32 efdopddeg (95% CI: 12, un
Tekunplopévo) kat 19,6 eBdopadec (95% CI: 4, 25,7) v T1g opddeg pe cdpkopo Ewing,
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vevpoPAGoTOU Kol PaBOoULOCAPKMUN, AVTIGTOTY .

To cuVoAKd TPOPIA AGPAAELNS TOV VOVOCHUOTIOIWV ovOpdTving aAfovpivng opod-takMta&éAng oe
10 TPIKOVG AGOEVEIC NTOV CLUVOQEG UE TO YVAOGTO TPOPIA AGPAAELNG TOV VOVOSOUATIOIMV
avBpomvng aiPovuivng opov-naxkittaléing oe evijlikeg (BA. mapdypaeo 4.8). Me Bdon avtd to
OTTOTEAEGILATO, OTOPAGIOTNKE OTL TO VOVOSOUATIOW avOpdTIvNng aABovpivig 0pod-makATaEANG ¢
povoBepameia dev €xel OMNUOVTIKY KAVIKH OpaoTIKOTNTA, 00TE OQEAOC EMPIONE TOL VO SIKOLOAOYET
TNV TEPATEP® OVATTLEN GTOV TOUSLOTPIKO TANOLGUO.

52 ®appuokoKivTIKEG IOLOTNTES

O1 QopHOKOKIVITIKES 110TNTES TNG CLVOMKNG TAKALTAEEAN G HETh oo yyxvoels 30 kot 180 Aemtdv
Vavos®paTdiov avlpomivng aAfovpivig opov-takAttaléing o enineda d6ong omd 80 £wg

375 mg/m? xofopictnray otig kKAvikég perétec. H ékBeon oy maxhtaééln (AUC) avénonke
YPappIKE omd 2.653 éog 16.736 ng.hr/ml petd and doon omd 80 £mg 300 mg/m?.,

e uia peAét ue aoBeveic e mpoy®pnUEVOD 6Tadion GLUTTHYEIG OYKOVG, TO, QOPUAKOKIVITIKG
YOPOKTNPLOTIKY TNG TOKATAEEANG HETE 0d eVOOPAEPLO YOPNYNOT VOVOS®UATIOIOV avOpdTivig
aABovpivng opod-moxitaéing oe d6om 260 mg/m? Sidpketac 30 AenTOV GLYKPIONKAV pE VTEC HETE
amd d6om 175 mg/m? g éveong moxAMTa&EAng oe S1advTn Kot pe Stipketa £yyuong Téve amnd 3 dpeg.
Me Bdon por un-StolepIGUOTIKT QOPUOKOKIVITIKY aVAALGT), 1 KaBapon ¢ makMta&éAng 6to
TAGGH e Ta vavooopatidlo avlpomvng aAfovpivng opov-taxiita&éing nrav peyorvtepn (43%) an
OTL LETA OO £YYLON TOKMTUEEANC G€ SOUADTN Kol 0 OYKOG KOTUVOUNG NTOV EMIONG LEYOADTEPOG
(53%). Aev vipyov S1oPopEG GTOVE TEAMKOVE ¥POVOVS NLONC.

!

e o peAET emavoarapPoavopevng 66ong e 12 acbeveig ot omoiot ehdufovoy evoopréPia yopnynon
VOvosopoTdinv avBpdrvng aABovpivig opod-toxiitaééing ota 260 mg/m?, ot Stakvpdveelg petald
v acbevov 6to AUC ftav 19% (evpog = 3,21%-37,70%). Agv vafpye £voeln cuGGOPEVOTG TNG
ToKMTAEEANG e TOALOTTAG oynpata Oepaneiog.

Kotavoun

Metd and yopnynon vavoocouatdiov avipodmivng aifovpivng opov-maxhtaéing o acleveig pe
GUUTOYEIC OYKOVG, 1) TOKALTAEEAT KATOVELETOL OLLOIOLOPPO LEST, GTO KOTTOPO TOV AIATOG KoL TO
T doua kot deopevetal o€ peydho Pabud pe Tic Tpwteiveg Tov TAdopatog (94%).

H npoteivikn décpevon ¢ TakATaEEANG LETd amd T YOP1 Yo VOVOSOUOTIOImV avOpmmving
aABovpivng opov-takAttaéing aEloAoynOnKe e vTEPIONGN CE LU EVOOUTOUIKT] GUYKPLTIKN
perétn. To kKAdopo eAevBepng TakATaEEANC NTOV OTUOVTIKG YNAOTEPO LE TO VAVOCOUOTIOW
avOpdmvng arBoovpivig opol-makATaEEANS (6,2%) o€ GUYKPIoN HE TNV TOKAITAEEAN pe ST
(2,3%). Avtd odnynoe o€ onuavtikd Yynlotepn EkBeom G€ UN-0EGUEVUEVT TOKALTOEEAT e
vavooouatiow avlpmmvng aABovpiving opod-tokAta&éAng o cuykplon pe TakAta&éAn oe dtoAvT,
TapOTL 1] GUVOMKT £kBeom eivan cuykpiourn. Avtd mBavadg va opeileTal 6To YEYOVOG OTL M
TaKkAMTaEEAN dev TtaydeveTan o€ koAl Cremophor EL mpdypa mov cupPaivet pe v maxiita&édn
og St . Me Bdon T dnuoctevuévn BipAloypapia, peiéteg in Vitro yia m décpevon Tmv
avOpOTIVOV TPOTEIVOV 0pov, (Le XpNoT TAKMTAEEANG GE GUYKEVIPMGELG TOL KLUAIVOVTOL OO

0,1 éwg 50 pg/ml), veodnAdvovv 411 N TapoLGio olueTdivNg, pavitidivng, de&apebaldovng, M
Supevudpapivng oev emnpéace T 0EGLEVOT) TG TAKAITOEEANG e TPWTEIVT.

Me Bdor po @appoKoKIvnTIKE avaAivor TANOuGHoD, 0 OAKOG OYKOG KATOVOUNG gival mepimov
1.741 L. O peydlog 6YKOG KATOVOUNG VITOONAMVEL EKTETAUEVT] EEMAYYELNKT] KOTAVOUN Ko TPOGdEon
™G TaKMTUEEANC GTOVG 16TOVC,

Buopetaoynuotiopog kot amrofoin

Me Baon tn dnpootevpévn Piproypaeio, perétec in Vitro pe pikpooduata avlpmTvov HIeTog Kot
TOpEG 10TV €de1&av OTL M TakArta&édn petaforileTar kupimg og 6a-voposumakAita&édn Kal oe VO
noooveg petafoliteg, 3’-p-vépovmariitalédn Kat 60-3’-p-drwdpolumakATa&édn. O oynUaTIcHOG
oVTOV TOV VOPoELAM®UEVEY petafoltov kataldeton omd ta CYP2CS, CYP3A4, kot apgodtepa to
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wwoévlvpa CYP2C8 kar CYP3 A4, avtictoiya.

Y& ac0EVELQ e HETAGTATIKO KOPKIVO TOV OGTOV, PETd amd £yyvon 260 mg/m? vavosopatidiov
avOpamvng adfovpivng opov-taxittalédng yio 30 Aemtd, N HESM TYH TNG CUVOAKNG OMEKKPIOTG
avoAAOIOTNG dPOCTIKNG ovoiag oo ovpa NTav ion pe To 4% NG CLVOMKNG OO G TOL YOPNYHONKE e
Myotepo amd 10 1% og petaforiteg 6*-vopoéumarittabéing kot 3’-p-vdpo&umakiitag&éing,
VTOSEIKVVOVTOG EKTETAUEV U VEQPIKT KdBapon. H maxhtag&éln amopakpiveral kupiong LEcm
NTaTKod PETABOAMGUOD KOl YOAKNG OTEKKPIOG.

210 £0pog T KAMVIKIS domg Tmv 80 émg 300 mg/m?, 1 péon kaBopon TG TAKMTAEEANC GTO TAGGHL
wopoivetot omd 13 ¢ 30 L/h/m? kot 1 péon tehki nulon kopaiveton and 13 £og 27 dpeg.

Hratikn duciettovpyia

H enidpaon ¢ nratikig SuceAeltovpyiog 6T GOPUOKOKIVITIKT TANOLGHOD TMV VOVOSOUATIOIMV
avBpomvng adBovpivng opod-taxittabédng peretnnke oe acbeveic pe mpoywpnUEVOL GTAdI0D
GUUTOYEIC OYKOVG. ALTN 1 avdAvomn TtepleAdpPoave aoBEVEIG e PLGIOAOYIKN NTOTIKY AElTOVpYia

(n = 130) ko Tpoimapyovoa A (n = ), pétpra. (n = 7) | coPapn| (n = 5) otk dvehertovpyia
(oOpeova pe ta kprrpila tov NCI Organ Dysfunction Working Group). Ta amotelécpata deiyvouv
OTL 1 Ao Ntk Suvoisttovpyia (cuvorikn yorepvBpivn > 1 €wg < 1,5 x ULN) dev £xel khMvika
ONUAVTIKY EMIOPAOT) GTN QOPUAKOKIVITIKY] TNG TOKMTOEEANC.

Aocbeveig pe pérpla (cvuvolikn yorepvbpivn > 1,5 émg < 3 x ULN) 1| coPaprn (cuvorikn
yorepuBpivn > 3 émg < 5 x ULN) nratiky dushertovpyia napovcidlovv peimon 22% g 26% oto
péytoto pulud amoPoing tng makAltaEEAng kot avénon epimov 20% ot péon AUC g
ToKMTOEEANG, o GUYKPLo e 0c0eveic e puoloAoyiki nratikn Asttovpyio. H nratikn
dvcertovpyia dev el kopia enidpaon ot pEon Cmax TG makitaEéAng. EmmAiov, n aroPfolr] tng
TOKATAEEANG OElYVEL OVTIOTPOPT) GLGYETION LLE TN GUVOALKT YOAEPLOPIV KO BETIKT CLGYETION LE TN
oApovpivn Tov opod.

Ta popuoKOKIVITIKA/QAPLOKOSVVOUIKAE HOVTEAN DTOSNAMVOLV OTL OEV VTLAPYEL GLGYETION UETOED TNG
NTATIKNG Aertovpyiog (0TS VTOJEKVOETAL ATd TNV aPyIKT aAfovpivn 1] TO ENimESO TNG GUVOAIKNG
xoAepLOPIVIC) KO TNG OVOETEPOTEVING, LLETA TNV TPOGOPLOYT Yio TNV EKBECT GE VOVOGOUATIOWL
avBpomvng aAfovpivng opod-takittabéing.

Agv drotifevtor eapuaKoKivnTikd dedopéva Yo acteveig e cuvolikn| yolepvBpivn > 5 x ULN 1]y
acBeveig pe petaotatikd adevokapkivopo tov maykpéatog (BA. mapdypago 4.2).

Neoppikr| dvoierrovpyio

H poppokokivntikny avdivon minbucpov mepieddpfove acOevelg e puololoyikn veppik Aettovpyio
(n = 65) ko1 Tpodmapyovoo Amia (n = 61), pétpua (n = 23) M soPapn (n = 1) veepikn dSuciettovpyia
(cOpemva pe Ta KprTipla Tov Tpocyediov 0dnyidv tov FDA tov 2010). H o €émg pétpla veppikn
ducertovpyia (kabapomn kpeativivig > 30 £mg < 90 ml/min) dev £xet Kopio KMVIKE oMUovTiKh
emidpaon o1o péyioto puud amoforng kot  cvotnpotikn £kBeon (AUC kot Cmax) TNg
TaKkAMTaEEANG. Ta eapuaKkokivnTikd dedopéva eival avemapkn yio acbeveic pe cofapn veppikn
duciettovpyia kot dev dwotifevtan yo acbeveic pe veppomddeia teAkod 6Tadiov.

Huxiopévot

H poppokokivyntikny avdiven minbucuov yuo to vavoocouatiow avipmrvng aABovuivig opov-
nakhtacédng meplerdppave acbeveig, tov omoimv 1 nAkio Kopavonke and 24 mg 85 £, Kot deiyvel
ot M nAia dev ennpedlel onpovikd o péyioto pubpod amofoirg kot T cvotnpatiky £kbson (AUC
Kol Cmax) TNG TOKAMTAEEANG.

DoppoKoKvNTIKA/ OPLOKOSVVALIKE LOVTELD TO 0TTOi0 XPNOLLOTOloVV dedopéva omd 125 acbeveic pe
TPOY®PNUEVOL 0TadioV cLUTAYElg GYKOVE, VTOdNADVOLV OTL 01 aeBeveig nAtkiag > 65 etdv pmopel va
glval mo emppeneic otV avdmtuén ovdetepomeviog vidg ToL TPMTOL KUKAOL Bepameiog, LolovoTin
éxbeom g TokATaEEANG oTo TAAoua Ogv emnpedleTol amd TV NAKia.
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Hodrorpiicds minBuoog

H poppokokivntikny g makitagéing petd amd 30 Aemtd evoopAEPLaG yopIyNONS OF EMIMEDD dOONG
120 mg/m? émg 270 mg/m? mpocdiopioTtnke oe 64 acbeveic (2 émg < 18 e1dv) katd ™ Pdon 1 g
perétng ®aong 1/2, oe vrotpomalovteg N avOeKTIKOVE TOUUOLUTPIKOVG GLUTTAYEIG OYKoVG. MeTd TV
avénon g ocoroyiag amd 120 oe 270 mg/m?, 1 uéon AUC o-inf) Kot 1| Crmax TG TOKATAEEANG
Kopaivovtay and 8.867 émg 14.361 ng*hr/ml kot and 3.488 £wg 8.078 ng/ml, avtictotya.

O1 PEYIOTEG KOVOVIKOTOUEVEG (G TTPOG TN 800N TIHEG EkBECTG GTO PAPUAKO NTOV GLYKPIGIIEG OE OAO
T0 Pdopa 66cewv oL peAeTnONKaY. EvTohTtolg, 01 GUVOAMKEC KAVOVIKOTOIUEVEG MG TPOG TN OO0
TUEC EKOECC OTO PAPLAKO HTAV GLYKPIGIES 1OVO o€ dooelg petalh 120 mg/m? kot 240 mg/m?, pe
YOUUMAOTEPT KAVOVIKOTOMHEVN @G Ttpog T 8601 AUC,, og eminedo d6ong v 270 mg/m?. Tt
péyom avekt 86omn (MTD) tov 240 mg/m?, n uéon kaBapon frav 19,1 L/h kot o pécog Tericog
1povoc nulong Nrav 13,5 opec.

e moudid Kot epnPovg acbeveig, n éxbeomn oty maxitaléin avEndnke pe v vyniotepn docoroyia
KoL 1 efoopadiaio £kBeon 0TO PAPLAKO TV LVYNAOTEPN AT’ O,TL O EVAMKEG 00OEVELC.

AMLO1 £VOOYEVEIG TOPAYOVTEG

Ol QUPUAKOKIVITIKEG AVOAVCELG TANOVGLOD Y1 TO, VOVOS®UATIO avOpdmiving oAfovpivng opov-
TOKMTAEEANC VTTOJEIKVDOLY OTL TO VA0, 1| VAN (Ac1dTte EvavTtt AEVK®MV) KOl O TOTOC TOV GUUTUYDV
oYK@V dev £ovv KAMVIKG onuavTikn enidpacn ot cvotnuatiky ékfeon (AUC kot Cmax) g
naxkiraEédnc. AcBeveig Bapovg 50 kg eiyav mepinov 25% yopunAiotepn AUC rnoxkAitagéing amd
exeivoug e Bapoc 75 kg. H khvikn onpacio avtod Tov supnpotog sivol acagnc.

5.3 IMpoxivikd dedopéva yia TV ac@airero

H evdeyouevn kapkivoydvog dpdiomn e makAta&éAng oev €xetl peietnBel. Qotdco, pe Bdon v oM
VILAPYOVGA dNUOGIELEVT] BiAloypapia, 1) ToKATAEEAN Elval EVEEXOUEVMG KOPKIVOYOVOS KOl
YeVOTOEIKOG TAPAYOVTOG OE KAVIKEG OOGELS, Le BAoN TO QOPUOKOSVVOUKO UNYOVIGHO dpaomg TNG.

H moxhta&édn £xel emdei&et 6Tt elvan kKhooToyova in Vitro (xpouocouikég eKTpomés e avipomvo,
Aepporxdtrapa) Kot in Vivo (teot kporvpivav o movtikia). H maxkAita&édn éyet emdeilet 0T givan
vevoTo&ikn iN VIVO (TEGT PUKPOTUPNVOV GE TOVTIKLA), OAAG deV TPOKALESE PETAAAAELOYEVEST] GTO TECT
Ames 1| 61 S0KIUN HETAAAAENC YoVIdimV woBnKdV/vToEavOvo-yovavivo-pwcpoptfoluAiov-
tpavopepdong (CHO/HGRPT) oe Kwvélika yauotep.

H maxAita&éln o€ 060e1g KATo amd v avOpdmiv Bepamevtikny d0om, dtav yopnynonke Tpv Kot
KaTA TN O1dpKeln TOV (EVYOPDUOTOG GE OPCEVIKOVE KOl ONAVKOVE 0povpaiovs, GYETICTNKE e YOUNAI
yoviudtnra kot euPpuikn toéikdtnra o€ apovpaiove. Mehéteg e vavooouatiot avlpomivng
aAPovpivng opod-takiita&édng oe {da £de1Eay PN avaoTPEYILES, TOEIKEG EMOPACEIS T APCEVIKA
OVOTOPAYWYIKE OpYava 6€ KAVIKADC GYETIKA eMimeda EkBeonc.

H morchta&édn n/xon o1 petaforiteg g anekkpivovror 6o yoia Onraloviwv apovpaimv. Metd tnv
eVOOPAEPLO YOpYNOT PASIOCTLAGIEVNG TOKATAEEANG O apovpaiovg Tig NréEPES 9 €mg 10 petd tov
TOKETO, Ol GUYKEVIPMGELS TNG PASIEVEPYELNG OTO YA NTAV VYNAOTEPES OO 0,TL GTO TAAGHLO KOt
oNUEI®GOV TOPAAANAN LEI®ON HE TIS GVYKEVIPAOOELS TAAGUATOG.

6. OAPMAKEYTIKEX IAHPO®OPIEXZ
6.1 Koataroyog ekddywv

A\Bovpivn (avBpodmvn)
Natplo KampoAtkd
N-aketvAo-DL-tpurtopdvn
Ndatpro yhoprovyo

Y dpoyropkd 0&0

Natpiov vopoeidio
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6.2 AocvpparotnTeg

AVTO TO QUPUAKEVTIKO TPOTIOV JEV TPETEL VAL OVOLLLELYVOETOL PE AAAL POPUAKEVTIKH TPOTOVTO, EKTOG
QUTAOV TOL AVOPEPOVTAL GTNV TTapdypapo 6.6.

6.3  Awgpkero Lonfg

Mn avoryuéva @laiidio,
3 ypovia

Yrabepotnta e ovocsvoTadeicac O10cTOPAc 6TO OLOAISLO

H ymukn kot guotkn| katd ) gpnon otabepdtnta £xet emderydel yio 24 dpeg og Beppokpacio 2-8°C
OTav T0 PLOAIS10 PPIoKETOL OTO aPYIKO KOVTL KOl G€ TPOOTUGiK 0td EVTOoVo POTIGHO. Evolhaktikn
poctacic ond eotioud propei va ypnoyomrondet otov kabopd Bdiapo. Amo pikpoPloloyikn dmoym,
eKTOG €V M LEBOOOG avOiyLOTOC/ avacVGTACTG/ OPAimoNC OTOKAEIEL TOVG KIVOHVOUG UIKPOPLOKNG
uoéALVGNG, TO TPOiOV TPETEL vo TANP®OEL og Evav cdikko £yyvong apécmc. Edv dev ypnoomomel
apES®S, 01 YPOVOL Kl 01 cLVONKeS POAAENS KaTd TN Yp1ion amoTteAovV evdovn Tov ¥PNoT.

2tafepdnTa TG avacvoTafeicns S106TOPAC GTO GAKKO £YYVUONG

H ymukn kot uoikn katd tn ypnon otabepotta et emdetyel yio 24 dpeg og Oeppokpacia

2°C - 8°C, og mpootacia and 10 pwg, akolovbBovueveg and 4 mpeg oe Beppokpacio 15°C - 25°C. And
LUIKPOPLoAoYIKY Aoy, eKTOG GV 1 LEB0OOG avoiyoToc/avacHoTaonG/apaimong amoKAEiEL TOVG
KvoOVoLug HIKPOPLoKNg LOAVVGNGS, TO TPOoidV mpénet va, ypnoiponomei apéowg. Eav dev
ypnoyomroindel apécms, ot xpovol kot ot cuvinkeg POAAENG KaTd TN Yp1oN amoTeLovV BV TOL
xpnotm.

6.4 Iowitepeg TpoPuvAAEels KaTA T @OLAEN TOV TPOTOVTOG

Mn avorypéva @loridwo

To eoppakevTikd avtd TPoidv dev amartel Wiaitepeg cuvOnKeg Bepuokpaciog yio Ty eOAAER TOV.
Ddurdooete TOV TEPEKTT 6TO EMTEPTIKO KOLTI Y10l VAL TPOSTOTEVETAL OO TO PG. H xatdyvén 1 m
YoEn dev ennpedlovy apvnTiKa T 6TafepOTNTA TOL TPOTOVTOG.

Avacvotafeioa dtacmopd
IMa T oVVONKeg StaTPNONG LETA TNV OVOCVDGTOGCT) TOL PAPUOKEVTIKOD TPOTOVTOG,
BA. mapdypago 6.3.

6.5 ®@Vo1 Ku GVOTATIKA TOV TEPLEKTN

Droidro 50 ml (yvari tomov 1) pe mopo eloyd®@pnong (eELactikd BovtuAiov), pe cppdyion
(aAovpviov), mov mepiéyetl 100 mg mahitaEEAng cvvoedepévn e aAfovpiv vTd Lopen
VOVOS®UOTIOIMV.

YV0KeVAGIEG TOV EVOC PLoAdion.
6.6 Idwitepeg TPoPULAAEELS aOPPIYNG KOL AALOG YEPIGUOG

IIpopuvAdéesic TpogToWOTiac Kot YOPYNONG

H maxAita&éln eivat éva KuTttapoTolikd avIIKUPKIVIKO QOPUOKEVTIKO TPOIOV Kol OTTMG IGYVEL KOL Y10,
GAAEC dSuVNTIKA TOEIKEG EVAGELS, TPETEL VO AapPdvovTal Tpo@LAGEELS KOTd TO XE1PIoud Tov Pazenir.
ZVVIGTATOL 1] XPTON YAVTIDV, TPOCTATEVTIKAOV YUOAMY KOl TPOSTATELTIKOD povyiopov. Edv n
dlaomopd £pBet o emapn e TO dEPLO, EEMAVVETE AUECHOC KOl EMUEAMG TO SEPLOL LE GATOVVL KOl VEPOD.
Edv épBet o€ emapn pe PAevvoydvoug VUEVES, 01 LUEVES TpEmel va EemAévovTol KaAd pe vepd. To
Pazenir mpénel va Tpoetold{eTon Kot va yopnyeital Hovo amd TPOCOTIKO KOTOAANAL EKTALOEVUEVO
GTO YXEPICUO KVTTAPOTOEIKAOV TapayovTtv. Tuxdv LEAOG TOV TPOCOTIKOD OE KATAGTAOT] EYKVIOGVVNG
dev mpémet va yelpileton To Pazenir.
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Agdopévng g mbavotntag eEayyeimons, CUVIGTATAL 1] GTEVY] TapaKoAovOnon g BEong £yyvong Yo
mBavr Smbnon KoTd T YOPYNCT TOL PAPUAKELTIKOD TPoidvToc. O meploptopdg g Eyyvong Pazenir
o€ 30 Aentd, GOPPOVO, LLE TIG 0ONYiEC, LEIOVEL TNV TOAVOTNTA OVTIOPACE®V GYETILOUEV®V LE TNV
£yyoon.

AvooboTaon Kot YOp1ynomn Tov Tpoidvtog

To Pazenir diatifeTon ¢ 0TOGTEP®UEVT ADOPIAOTOUUEVT] KOVIG Y10 0VAGVGTAGT) TPV T YP1ON.
Metd v avacvotaon, Kabe ml dtuomopdc mepi€yxetl 5 mg makMToEEANC cuvAEdEUEVT e adPfovpivn
VIO HOPPT VOVOSMUATIOIMV.

Me 1t yp1|on amoGTEP®UEVNG GUPLYYOGS, Ba Tpémet va eyyvBovv apyd 20 ml StoAdpaTog YA®PLOVYOL
vatpiov 9 mg/ml (0,9%) yia éyyoon o éva elarido Pazenir og mepiodo TovAdyiotov 1 Aemtov.

To dulvpa Tpémel va KatevBivetal 610 EcmTEPIKO TolYmua TOV PlaAdiov. To didhvpa dev Tpémetl va
gyyéetar an' evbeiog 6TV KOVL P K1 avtd Ba £YEL OC OTOTEAEC LA TV TOPAYOYT APPOV.

Mog odoxkAnpmbel 1 TpocOnk, TPETEL VO OPT|CETE TO TEPLEYOLEVO TOV PLOALSI0V va «kaficew yia
TOVAAYLOTOV 5 AENTA (DOTE VO EEACPOMOTEL KOTAAANAT €QVYPAVOT TG OTEPEAS OVGING. XTH GLVEYELQ,
TO QLOALS10 Oa TpEmeL va, GTPOPIAIGTEL KA/ VO AVOGTPAPEL AmaAd Kol apya Yo TOVAGYIGTOV 2 AETTA
€m¢g 6TOV VILAPEEL TANPNG EMAVASIOGTOPE OANG TNg KOvems. H dnpiovpyia appol mpéret va
aropevyetol. Edv mopovcioctel appog 1 suocdpevon otepeds nalag, n dtoomopd Bo mpémetl va
apapeivel Yo tovAdylotov 15 Aentd émg 6tov eEareipbel o appdc.

H avacvotabeica diaomopd Ba mpémet va etvar YoAAKTOING Kot OLOYEVIS, X0pig opatd kathlnuata.
Mmropel va mapovotlaotel Kamola exikadion g avacvotadeicoc dtaomopdc. Edv dwomiotmoste
kafnpato 1 emikadicels, T0Te TPEMEL VO AVAGTPEYETE Kol TOAM TPOGEKTIKE TO OLOAIdI0 Y10 VoL
eEaoparicete TANPN EXAVOSIOGTOPA TTPLV TN XPTOT).

E&etdote ) d10om0pd 6T0 PLoAido Yo copatidokd LAKO. Mn yopnynoete v avacvotadsioo
Sl0oTOPA €AV SLUMIGTOCETE COUOTIONNKO VAIKO GTO PLOAId10.

Oa Tpémet va VITOAOYIGTEL 0 akpPrg 0AKOg dyKog dosoroyiag twv 5 mg/ml Swwomopdc mov anatteitot
vl Tov 060evn Kot 1 KatdAANAN TocoTnTa Tov avacvotadéviog Pazenir Oo mpémel va eyyvbei oe
G.0€10, OMOGTEPOUEVO GAKKO eVOOQAEPLaG Eyyvong amd PVC i and ddho vikd pun-PVC.

H ypfiom 10tpoTteyvorloyIKdY GLGKELMOV TOL TEPLEYXOVV EAOL0 GIAKOVNG O MITOVTIKO

(ONnA. ovpryyeg kot gakkot IV) yio v avacivotacm kat tn yopnynon tov Pazenir, pwopel vo odnynoet
070 GYNUOTICUO TpOTEIVOUY®OV Widimv. Xopnynote to Pazenir ypnoipomodvtag £va GET €yXVONG GTO
omoio evompatdvetal Oiltpo Tov 15 um yuo va amo@evybel n yoprynon avtdv tov vidiov. H ypron
evoc @iATpov TV 15 um agaipel ta widio Kot dev HETAPAAEL TIG PLOIKEG 1| YNMKEG 1OIOTNTEG TOV
avaoLoTAHEVTOG TPOIOVTOG.

H ypnion ¢iktpov pe péyebog mépwv pikpodtepo amd 15 pm pmopet vo 001 yHcel 6€ amodepatn Tov
QiATpov.

H yprion edikevpévmv Teplektdv SIADUAT®V 1| GET XopNyNong xopic Baiiko 51-(2-atbvioc&uro)
eatépa (DEHP), dev givat avaykaio yio v Tpogtoluacio 1 T xopniynon tov eyybeewyv tov Pazenir.

Metd ) xopnynon, CuVIGTATAL 1| EKTALGT TG EVOOPAEPLAG YPOULUNG Le EVEGIIO dtdAvpa YAmPLovyov
vatpiov 9 mg/ml (0,9%) yia va eEacpariotel 1 yopnynon oAdKANpnS g d6oNG.

Kd&Be aypnoiponointo gopuokentikd Tpoidv 1 VTOAELUN TPETEL VO OTOPPINTETAL COUPDVOL LE TIG
KATA TOTOVC 1Y VOVGEG GYETIKEG dLoTAEELS.
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1. KATOXOX THX AAEIAY. KYKAO®OPIAX
ratiopharm GmbH

Graf-Arco-Strale 3

89079 Ulm

Teppoavia

8. APIOMOZ(OI) AAEIAY KYKAO®OPIAX

EU/1/18/1317/001

9. HMEPOMHNIA MMPQTHX EI'KPIXHY/ANANEQXHY. THX AAEIAX
Huepounvia tpmng £ykpiong: 6 Maiov 2019

Hupepopunvia tedevtaiog avavémong: 5 lavovapiov 2024

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentopepeic mAnpoeopieg Yo 10 TapOV PAPLOKEVTIKO TPoidV eival dtabéoipeg oTov dikTvoKd TOTO
to0v Evponaikod Opyoavicpod @appdkmv: https://www.ema.europa.eu.
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ITAPAPTHMA I

ITAPAXKEYAXTHX(EY) YIEYOYNOZX(OI) I'TA THN AITIOAEEMEYXH TQN
IHAPTIAQN

OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH
AAAOI OPOI KAI AITAITHXZEIX THX AAETAYX KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI
ATIOTEAEEIMATIKH XPHXIH TOY ®PAPMAKEYTIKOY ITPOIONTOX
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A. IHAPAXKEYAXTHX(EYX) YIEY®OYNOZXZ(OI) I'TA THN AITIOAEEMEYXH TQN
IHAPTIAQN

Ovopa kat d1evbvvon tov(tev) Tapackevaot(®Vv) mov givol vaevfuvoc(ot) yio TNV artod£GUEVOT
TOV TOPTIO®V

Merckle GmbH
Ludwig-Merckle-Strasse 3
89143 Blaubeuren
Teppovia

Pharmachemie B.V.
Swensweg 5

2031 GA Haarlem
OXhavdio

Teva Nederland B.V. (mpdc0et ovtotra)
Swensweg 5

2031GA Haarlem

OMhavdia

210 £VTUTO GUALO 00N YLDV Y¥PNIONG TOL POPUUKEVTIKOD TPOTOVTOG TPEMEL VO AVAYPAPETAL TO OVOLLOL

Kol 1 01e0BVVOT TOL TAPACKEVAGTH TOV Elval VTEVOHVVOG Y10 TNV OTOSECEVGT TNG CGYETIKNG
TapTidag.

B. OPOI'H NEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH
DoppokevTiKd TPOTOV Yo TO 0ol0 amatTeiTon TEPLOPIGIEVN WTPIK cvvtayr| (BA. Tapdptnua I:

[Mepiinyn tov Xapaktnpiotikov tov [Ipoidvrog, mapdypogog 4.2).

I. AAAOI OPOI KAI AITAITHXEIX THX AAEIAY KYKAO®OPIAX

. Ex0£cg1g Teplodikig wapakorovdnong g acearerag (PSURS)

O1 aroutnoets yo v vrofoin v PSURSs yia 1o gv Adym goppokeutikd tpoidv opilovior otov
KaTAoYO pe TIg nuepounvieg avapopdg g Evoong (katdioyoc EURD) mov mopatifetar oty
napbypago 7, tov apbpov 107y, g odnyiag 2001/83/EK kot kdbe erakdlovdng emkaiporoinong
OTMG OMUOCLEVETOL OTNV EVPOTOIKN SIKTLAKT TOAN Y10l TO. PAPLLAKOL.

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

. Yoo orayeiprong Kivovvov (XAK)

O Karoyog Adelag Kvkiopopioag (KAK) Oa dieEaydyet Tig amattodpeveg SpactnplotTnTes Kot

TaPEUPACELS QOPLAKOETOYPOTVIONG OTMG TapoLStalovtal 6To cuppvniév XAK mov

napovotdleror otny evotnta 1.8.2 tng ddetog KukAopopiog kol 0ToleconmotTe ExakOAoveg

gykekpipéveg avabempnoelg tov TAK.

"Eva emkaiporomuévo XAK Oa mpénet va katotedet:
e Metd and aitmpo tov Evponaikod Opyavicpot @appakaov,
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e  OmoTENNTOTE TPOTOTOIEITAL TO GVLOTI IO SLAYEIPIONG KIVOVVOL, EOIKA (OC OTOTELEGUO AYNC
VE®V TANPOPOPIDV TOV HTOPOVV VOl ETLPEPOVY GNUAVTIKT GAANYT OTH GYE0T] 0PEAOVC-
KIVOUVOL 1] 0G OTOTELEG A TNG EMTEVENG EVOG GTLLOVTIKOD OPOGTLLOV
(pappoxoemaypOTYNO”N N ELOYIGTOTOINGN KIvdUVOD).
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ITAPAPTHMA III

ENNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EIIXHMANXH
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ENAEIZEIX ITIOY ITIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA
KOYTI

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Pazenir 5 mg/ml k6vi¢ yio Tapackevn] S16mopag TPOg £YXvon

TOKATOEEAN

| 2. ELYNOEXIH XE APAXTIKH(EX) OYZIA(EX)

Ka0e plarido mepiéyerl 100 mg makita&EAng cuvdedepévn e aAfovpivi) vd HLopen
VAVOGOUATIOIWV.

Metd v avacvotaon, kdbe ml dtouomopdc mepiéyel S mg TokATaEEANG cLVOEdENEVT te aABovpivn
VIO LOPPT VOVOSMUATIOIMV.

3. KATAAOI'OX EKAOXQN

"Exdoya: AtdAvpa ovBpomiving arfoopivng (mepiéyet vatplo kampuAkd kot N-oketodo-DL-
TPLTLTOPAVY)).

[Tepiéyel vaTpio, S1oPfdote T0 OAAO 0ONYLDOV YPNONG Y10 TEPIGCOTEPESG TAN POPOPIES.

4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Koévic ylo mapoaokevn) S1aomopdc Tpog £yyvon.
1 puoAido

100 mg/20 ml

| 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Evéopiépro ypiion.

AwPaote T0 POALO 0INYIOV YPNONG TPV OO TN XPNOT).

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEIIEI NA ®YAAXXETAI XE OEXZH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Noa puidooetar o€ 0éom, TV onoio dev PAETOLY Kot dev TPpooeyyilovy Ta Taldd.

38



7. AAAH(EX) EIAIKH(EX) IPOEIAONIOIHEH(EIE), EAN EINAI ATAPAITHTH(EY) |

Mnyv vroka016taTe 0T6 N\ pe GALO GKEVASHATO TAKAMTAEEING.

8. HMEPOMHNIA AHEZHX

EXP

9. EIAIKEX XYNOHKEYX OYAAEHX

Ddvidcoete TOV TEPIEKTN GTO EMTEPIKO KOVTI HEYPL TN YPTOT) Y10 VO TPOGTAUTELETAUL GO TO PG,

INa 11 ovvOnKkeg POAAENG HETA TNV avacVoTaGT, BA. TO GUALO 0ONYIDV ¥P1IONG.

10. IAIAITEPEX TIPO®YAAZEEIX I'TA THN AITOPPIYH TQN MH
XPHZIMOIIOTHOENTON ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHHOAEIMMATQN ITOY NIPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

Kd&0e aypnoionointo paprokentikd Tpoidv 1 DTOAEUNN TPETEL VO OTOPPITTETAL GOUPDVE, LLE TIG
KOTA TOTOVC 1oYVOVGES GYETIKEG dLoTAEELS.

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

ratiopharm GmbH
Graf-Arco-StralRe 3
89079 Ulm
Teppavia

12.  APIOMOZXZ(OI) AAEIAX KYKAO®OPIAX

EU/1/18/1317/001

13. APIOMOZX ITAPTIAAX

Lot

| 14. TENIKH KATATAZH I'lA TH AIAGEZH |

| 15.  OAHTIEX XPHEHX |

| 16. TAHPO®OPIEE XE BRAILLE |

H aitioAdynon yuo va pnv tepiinedei  ypoon Braille ivon amodekt).
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17.  MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A160146TaTOC YPAUU®OTOS KDOKAS (2D) Tov pépel Tov TepIAN@OEVTA LOVAOIKO aVayVOPLGTIKO KMOIKO.

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

PC
SN
NN
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ENAEIZEIX ITIOY ITIPEIIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA
OIAAIAIO

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Pazenir 5 mg/ml k6vi¢ yio Tapackevn] S16mopag TPOg £YXvon

TOKATOEEAN

| 2. ELYNOEXIH XE APAXTIKH(EX) OYZIA(EX)

Ka0e plarido mepiéyerl 100 mg makiita&EAnG cuvoedepévn e aAovpivi) vd HLopen
VAVOGOUATIOIWV.
Metd v avacvotaon, kKabe ml dtouomopdc Tepiéyel S mg ToKAITOEEANG.

3. KATAAOI'OX EKAOXQN

"‘Exdoya: Atdivpo avOpdmivng arfoupivig (tepiéyet vaTplo kKampuikd kot N-aketvio-DL-
TPUTTOPAV)).

[epiéyet vaTplo, d10fdote To GOALO 00N YLDV ¥PNONG Y10 TEPICTOTEPES TANPOPOPIES.

4. DOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Kovig yio mapackevn o1acmopdic Tpog Eyyuon

100 mg/20 ml

| 5. TPONOX KAI OAOX(OI) XOPHTHZHE

AwBdote To PUAAO 0INYIDY YPNONG TPV AT TN YPNON.

Evéoopiépra ypfon

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEIIEI NA ®YAAXXETAI XE OEXZH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Noa puAdooetal o 0éon, TV omoia dev PAETOLV Kat dev Tposeyyilovy Ta Toudid.
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7. AAAH(EX) EIAIKH(EX) IPOEIAONIOIHEH(EIE), EAN EINAI ATAPAITHTH(EY) |

Mnyv vroka016taTe 0T6 N\ pe GALO GKEVASHATO TAKAMTAEEING.

8. HMEPOMHNIA AHEZHX

EXP

9. EIAIKEX XYNOHKEYX OYAAEHX

Mn avorypéva graridio: DvAAcGETE TOV TEPLEKTN OTO EEMTEPIKO KOVTL PEYPL TN XPNOT Y1 VOl
TPOGTATEVETAL OO TO PG,

10. IAIAITEPEX TIPO®YAAEEIX I'A THN AITOPPIYH TQN MH
XPHZIMOIIOIHOENTON ®APMAKEYTIKOQN IMPOIONTQN 'H TQN
YIHHOAEIMMATQN I1OY ITPOEPXONTAI AIIO AYTA, EOOXON AITIAITEITAI

Kda0e aypnoyomnointo poaprakentikd Tpoidv 1 DTOAEUUN TPETEL VO OTOPPITTETAL GOUPDVE, LLE TIG
KOTO TOTOVG 15YVOVCEG OYETIKEG SIUTAEELS.

11. ONOMA KAI AIEYOGYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

ratiopharm GmbH
Graf-Arco-Strafe 3
89079 Ulm
Teppovia

12.  APIOMOZXZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/18/1317/001

13. APIOMOZX ITAPTIAAX

Lot

| 14. TENIKH KATATAZH I'lA TH AIAGEXH |

| 15. OAHTIEX XPHIHE |

| 16. NAHPO®OPIEX XE BRAILLE |

H aitioAdynon yio va punv epiinedei n ypoaen Braille givatl amodekt.
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17.

MONAAIKOZ ANAINQPIETIKOE KQAIKOX — AIZAIAZTATOX TPAMMQTOX
KQAIKAX (2D)

18.

MONAAIKOXZ ANAI'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO
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B. ®’YAAO OAHI'IQN XPHXHX
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®vAro ooV rpiong: IIAnpogopiss yro Tov yp1otn

Pazenir 5 mg/ml kévig Y10 TapacKEL dLacmopag Tpog £yyvon
TOKMTOEEM

A0PaoTE TPOGEKTIKG 0AOKANPO TO QVALO 03NYLAOV P OIS TTPLY UPYIGETE VO, PN GLUOTOLEITE A VTO
70 PAPROKO, OLOTL TEPLAGUPAVEL CNPAVTIKES TANPOYOPIES Y10, GOG.

DduAidEte avTd TO PUALO 0dNYIDV XpNong. Towg ypelootel va to dufdcete Eavd.

Edv éxete mepartépm amopieg, p@THGTE TOV Y1UTPO 1 TOV VOGOKOLO GOC.

H ocvvtayn yio avtd 10 eapuraKo xopnyndnke omokAEIGTIKA Y10 6aG. Agv TPEMEL VoL ODGETE TO
@appoko o€ AAAOVG. Mmopel vo Toug TPoKOAEGEL PAAPT, (KON KOl OTOV TO, GUUTTOUATO, TG
aoBéveldg Tovg eivon 1010 e Tal S1Kd Gag,.

Edv moapatnproste kdmolo avemBOUNT EVEPYELN, EVILEPDCTE TOV YIOTPO N TOV VOGOKOLO GOC.
AvT0 1oyel Kot Yo kaOe mhavr avemBountn vépyela Tov OEV AVOPEPETAL GTO TOPOV GUALO
odnywv yprone. BAéne mapdypapo 4.

T ePLE el TO TOPOV QVALO 00N YLOV:

oukrwnE

Tt etvan to Pazenir ko moto ivan 1 yp1iomn tov

T pémer va yvopilete mpv cog yopnyndet to Pazenir
[og va ypnoomomoete to Pazenir

[MBavég avemBOUNTES EVEPYELES

ITog va purdccete 1o Pazenir

ITepiexdpeva ¢ ovokevaciag Kot Aoutég TANpopopieg

Th givan To Pazenir kon ova ivan 1 (prion tov

T givan To Pazenir

To Pazenir mepiéyel, wg OpacTIKY 0VGia, TNV TOKAITAEEAN TPOGKOAANUEVT] GTNV AVOPOTIVI TPOTEIVN
oAPovpivn, vTd HOPET MIKPOCKOTIKMOV COUATIOMV TOV £ivVal YVOOTH 0¢ vavocmpotido. H
ToKMTAEEAN OVIKEL G 0L OLLASO POPLAK®OV TTOL OVOUALOVTOL «TAEAVES) TOL YPNCUYLOTOLOVVTOL GTOV
KopKivo.

H maxdta&édn ivor to pépog tov papudikov mov ennpedlel Tov KapKivo, n omoia dpa
eUmodilovTog TN OaipEST TMV KOPKIVIK®OV KLTTAP®V — TOV onpaivel 6Tt avtd mebaivouv.

H aAPoopivn givar to pépog tov papudiov tov Bonda tnv maxAita&éAn va dtaAvdel oto aipa
KOl VO OLOTTEPAGEL T TOLYMLLOTO, TOV OULOPOPOV ayYEl®V EVTOG TOV OYKOV. AvTd onuaivel 0Tt
dgv ama1tovVTOL GAAES ¥NUIKEG OVGIES TOV UTOPOVV VO TPOKOAEGOVV AVETIOOUNTEG EVEPYELEG OL
omoieg pmopovv va etvat amenTikég yio ) Lon). Tétoleg avemBounteg evépyeteg eppavifovron
oAV Aryotepo pe to Pazenir.

owa givar n ypfon Tov Pazenir
To Pazenir ypnoiponoteitot yia T Bepaneio Tov TopakdTo THTOV KopKivov:

Koapxkivog tov poactov

Koapkivog Tov pactod mov éxetl eéomiwbel oe dGALa uépn tov cdpatog (avTdg ovopdleTot
CUETAOTATIKOG) KOPKIVOG TOL HOGTOD).

To Pazenir ypnoionolEiTol GTO HETOGTOTIKO KOPKIVO TOV HAGTOV OTAV EXEL SOKIUAGTEL
TovAdylotov pia GAAN Bepameio oAAG dev Exel Aettovpynoel kot dev €loTe KATAAANAOL Yo
Oepameiec OV TEPLEYOLV LA KATNYOPLO QOPUAK®OV TOV OVOUALOVTOL «avOPAKVKAIVESY.

Ta dTopa pe HETAOTATIKO KOPKIVO TOV HOoTOD TTOL EAafav TakATaEEAT TPOGKOAANLEVT GTNV
avBpdmivn Tpwteivn aAfovpivn, 6Tov o GAAN Bepomeia glxe amoTVYEL, NTAV TTLO TOOVO Vo
eupavicovv peimon oto péyebog Tov OyKov, kot £{noav TEPIGGOTEPO amd OTL TO. ATOLO TOL
EoPav pio evarroktikn Oepaneio.

Koapxkivog tov maykpéatog

To Pazenir ypnowponoteiton poli pe Eva appaxo tov ovopdleton yepotafivn oe mepintmon
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OV £XETE LETACTOTIKO KOPKivo ToL marykpéatoc. Ta dtopa pe LeTaoTaTiKd Kopkivo Tov
Taykp£0Tog (Kopkivog Tov maryKpéatog mov £xel eamhmbel 6g GALN LEPN TOL GOUOTOC) TOV
EloPav makitaEérn mpocskoAinuévn oty avBpomvn tpwteiv aAPovuivn pe yeportafivn oe
pio KAvikn doxiun €noav TepeGoTEPO amd 0,TL TO, ATOUE TTOL €iyov AdPel udvo yepottafivn.

Koapxkivog tov Tvedpova

. To Pazenir ypnowonoteiton eniong pali pe éva eapuoko mov ovoudletal kapfomiativn oe
TEPIMTMOOT TOL £YETE TOV 1O GLYVO TOTO KOAPKIVOL TOL TVEVLOVA, TTOV OVOLLALETOL «[UN
HUIKPOKVTTOPIKOG KOPKIVOG TOL TVEDLLOVOY.

. To Pazenir ypnGionolEiTon GTOV UN KPOKVTTOPIKO KOPKIVO TOV TVEDLOVO OTTOL 1] ELPOVPYIKT
eméuPoon N N axtvobepameio dev Oa NTay KaTAAANAES Yo T Ogpameio Tng vOGOoV.

2. Tvpéner va yvopilete npwv cag yopnynOei to Pazenir

Mnyv ypnoiponomcete 1o Pazenir

. o€ mepintwon adiepyiog (vrepevarcinoiog) oy TAKAITAEEAN 1| 0€ OTOLOONTOTE AAAO OO TOL
oVOTOTIKA TOV Pazenir (avagépoviol oty Topdypago 6)

. o€ mepintwon mov Inralete

. 0€ TEPIMTOON OV EYETE YOUUNAO aPOUO AEVK®DV OIOGPALPI®V (EMITEIO OVIETEPOPIA®Y KATA

v évapén g Bepameiog < 1.500 kotropa/mm3 — o yatpdc cog Oo oag cuuPovAedoel GYETIKA
pe avtd 1o Bépua).

IIpog160ToU|GELS KO TPOPVAGEELS
AmevBuvbeite 6TOV Y10TPO 1 TOV VOGOKOWO GOG TPV YPNCYLOTOINGETE T0 Pazenir

. edv TacyETE AMO VEPPIKN dSvoAELTOVPYin
. €dv ndoyete amd cofapd NroTIKd TPOPAN LT
. €qv €xete TPoPAHOTA LE TV KOPIH GOG.

AmevfBuvheite 6TOV Y10TPO 1 TOV VOGOKOWO GOG EAV GOG TOPOVGLUCTEL OTOL0ONTOTE Old QVTA TOL
CLUUTTOUOTO EVO VTOPAALEsTE Gg Bepameia pe Pazenir, o Yiatpog cog pumopel eVOEYOUEVOG VaL
oTapoatnoet T Bepomeia 1| va pLeudaoet ) 06on:

o €4V TAPOVOIAGETE OMOLAONTOTE LT PUGIOAOYIKY] HEAOVIA, apopparyia 1) onueio AomdEewmy
OT®MG TOVOAULLLO 1) TUPETO

. €6V TOPOVCIACETE PLOVIICHLO, KVIOUO, aicOnpa popunkioong, evotcncio oty aen, i Loikn
advvapio

. €0v gpeavioete avamvevoTikd TpofAnpata, 0Tmg dvorvola | Enpod Prixo.

Howowd xon £pnpor

Av16 10 QapuaKo Tpoopiletal LOVO Yo eviAkeG Kot dgv Ba mpémetl va AapfdveTot omd Tondid Kot
epnPovg kbTm TV 18 gTMV.

Allo @appoxa ko Pazenir

Evnuepdote Tov y10Tpd G0g €0V TOIPVETE 1) EYXETE TPOCPOTO, TAPEL AAAL QAPLLOKOL.
Soumepriapfavovtal Kot eapuoke Tov £Xouv ANeoel yopig cuVTOYN KOO KOl QUTIKE QOPLLOKCL.
AVt opeiletar oto YeYovog 0Tt To Pazenir pmopel va ennpedoet Tov TpOTO dpAcnG OPIGUEVOV GAADY
Qoapudkov. Emione, opiopéva dAAa @apLoka Ltopovv va exnpedoovy Tov Tpomo dpdong tov Pazenir.

[IpocéEte kat evnuepdoTe TOV YLoTpod 60G OTaY Talipvete To Pazenir Tavtdypova e 0m0100NTOTE Ao

Ta okOAovOa:

. eappaka yuo t Oepoameio AowmdEemv (7). avTiplotikd Onwme £puOPOULKIVT, PLOAUTIKIVY, KAT.
X mepinton mov £xete AUEIPOAIEG, POTNGTE TOV YIOTPO, TOV VOGOKOUO 1] TOV (POPLOKOTOLO
00G €AV TO PAPHOKO TOL TaipveTE Elvar AvTIPLOTIKG) GUUTEPIAOUBOVOUEV®VY KOl TOV QUPUIK®OV
v TN Ogpameio LOKNTIACIKOV AoUdEEWV (T.Y. KeETOKOVALOAN)

. (QAPLLOKO TOV YPTCLLOTOIOVVTOL Yo TN 6TafeponoinoT Tng d160e0NC GO TOL PEPIKES POPES
avapEPOVTOL ETIONG MG AVTIKOTAOMTTIKA (TT.). PAOVOEETIVN)
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. (QAPLLOKO TOV YPTCLULOTOIOVVTOL Yia TN Oepaneio TV EMANTTIKGV KpicewVy (ETANyin)
(m.y. xapPapalenivn, eavotoivn)

. QAPLOKO TTOV YPNGLLOTOLOVVTOL Y10 T1 HEIMOT) TOV EMTESMV T®V MWV 6TO oipo
(X vepepoliin)
. (APLLOKO TOV YPTCLULOTOIOVVTOL Y10 TO CTOUOYIKO KAVGO 1) TOL GTOHOUKA EAKT) (7). CUUETIOIVT)
. QAPLOKO TOV ¥PNGILOTooVVTOL Yl T Bepameio tov HIV kot tov AIDS (m.y. prtovapBipn,
cokwvafipn, wowaPipn, verewafipn, epapipévin, vepipamivn)
. éva pAapuoko Tov ovopaletal KAOTIO0YPEAT KOl XPTCLLOTOIEITAL Y10, TV OTOTPOTN TNG

dnovpyiag OpouPov aipatoc.

Kinon, 0nkaopdg kar yovipotnra

H moxMta&édn pmopel va mpokarécetl coPapés ovyyeveis ovapoAEeG Kol GCUVETMOG eV TPEMEL VAL
ypnotpomoteital av glote £ykvog. O yloTpoc 6og Ba KOvoVIoEL £vOl TEGT EYKLLOGVVIG TPV TNV Evapén
g Oepamneiag pe To Pazenir.

IMuvaikeg o avamapaymykn nikio Bo TpEmel va xpNGUYLOTOI0HV OTOTEAECUATIKA LLETPOL
avTIoOAAN YN G Katd T ddpkela g Bepaneiog pe To Pazenir kot éo¢ 1 piva petd amd avtiyv.

Mn Onidalete katd ™ Aqyn Tov Pazenir kaBdg dev givol yvwotd dv 1 SpaoTikn ovoio TaKAMTOEEAN
EKKPIVETOL GTO PUNTPIKO YEAL.

O1 Gvdpeg acbeveic GupPOLVAEDOVTAL VO XPNGLOTOU|GOVV ATOTEAEGUOTIKT] AVTICOAANYT] Kot VoL
amoPHYOLV VO TEKVOTIOCOVY Katd TN dtdpkela TG Oepameiog kot yio €61 uqveg petd ) Bepameiol Kot
va avalnToovy GUUPBOVAEC GYETIKA LE O10THPNON OTEPHOTOC TPV TN Bepameia, Adym TG
mBavoTNTAG PN AVASTPEYIUNG GTEPOTNTOG Omtd T Oepamneia pe Pazenir.

Zntote TN GLVUPOLAN TOV YIUTPOD GAG TPV TAPETE ALTO TO PAPLLUKO.

001N yNo61 KO LEPIGUOS PN AV LETOV
Mepwcoi avBpamor propel va arsBavBodv kdnwon 1 Lahn petd ) xoprynon tov Pazenir. Edv cog
oLuPet avtd, unv odomnyeite 1 yepileote 0MOIONTOTE EPYAAEIN 1) UNYOVALOTAL.

Edv cag yopnyovvrat kot dAda edppaxe oc pépog g Bepanciog cag, Oa mpénet va cupfovAgvteite
TOV YTpO 6aG OGOV apoPd TV 00N yNoT Kot ¥p1oN UNYovnUAT®Y.

To Pazenir nepiéyel vatpro
To edppoko ovtod mepiéyel Ayotepo and 1 mmol vatpiov (23 mg) avd 100 mg, ivor avtd mov
ovoudlovpe «erevBepo vaTpiovy.

3. Iag va ypnopomomcete 1o Pazenir

To Pazenir Ba yopnynOel oe cag and Tov youtpd 6og 1 amd VOGOKOUO / VOGOKOLLM EVTOS TNG PAEROG
pnécm evooeAEPLag evataraéng. H 66on mov Aaufdvete Paciletal oto epPfaddv e EMPAVELNG TOV
OOUOTOG GO KOl GTO, ATOTEAEGHLOTO TOV EEETAGEMV TOV aipatog cag. H cuvndng d6om yuo tov
KOPKivo TV pooTob etvar 260 mg/m? epPadov empaveiog GOUATOG YOPTYOVLEVT GE YPOVIKS
drotnua 30 Aewtdv. H cuving 86om yia Tov Tpoyopniévo Kapkivo Tov moykpéatog sivor 125 mg/m?
eUPadOD ETPOVEING CDUATOS YOPTYOVUEVT GE ¥poviKo didotnpa 30 Aertdv. H cuviong 66om yuo tov
L1 LIKPOKVTTOPIKO Kapkivo Tov Tvedpova sivar 100 mg/m? uBadod emeavelog cOUOTOS
YOPNYOVLEVT GE XPOVIKO dtdotnua 30 AeTThV.

[Méoo cvyva 0o Lappavere 1o Pazenir;
IMa ™ Bepameio Tov PETAOCTATIKOV KOPKIVOL TOVL LaoTOV, TO Pazenir yopnysital cuvibmg pio popd

KkéOe Tperg efdopddec (tnv nuépa 1 Tov KHkAov 21 nuepdv).

INoa ™ Bepaneio Tov TPOY®PNUEVOL KapKivoy TOL TTaykpéatog, To Pazenir yoprysiton Tig nuépeg 1, 8
Ko 15 kaBe khxhov Bepameiog 28 nuepdv pe ) yeposttafivn va yopnyeitoan apéows petd to Pazenir.
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IMa ™ Bepaneio Tov pun pikpokvTTAPIKOH KopKivow Tov Tvedpova, to Pazenir yopnyeitot pia popd
Kké0e gfdopdda (ONA. Tig Nuépeg 1, 8 ko 15 evdg kdkAov 21 nuepov), pe v KapPoriotivn va
yopnyeitan pio opd kabe tpeig efdopddeg (dnA. udvo v nuépa 1 kabe kdKAOL 21 NuUEPOV), AUESMG
LETA TN yopnyNnon g do6ong tov Pazenir.

Edv éxete meplocdTepEg EPMTNOELS OYETIKA LLE TN YPNOT AVTOV TOV QUPUAKOV, POTAGTE TOV Y1UTPO 1)
TOV VOGOKOUO GOC.

4, IMBavég avemBouNTES EVEPYELES

Onwg 6Ao Ta eapUOKa, £TCL KAl QVTO TO QAPLAKO UTOPEL VO TPOKAAESEL OVETIOOUNTEG EVEPYELES, OV
Kot Ogv TOPOLGSLALOVTOL GE OAOVS TOVG avOpmTOC.

Ot axoAovBeg TOMD oVYVES avemIBOUNTEG EVEPYELEG UTTOPEL VO ENpedcovy mepiocdTepa amd 1 ota 10

dropo:

. ATdAEW LOAADV (1] TAELOYN QIO TOV TEPIGTATIKDY OTOAELNG LOAAIDY CUVEPN o€ MyOTEPO OO
éva, va Letd v évopén g makMtoééAne. Otav cupPel, n andieio poAMov etvat Eviovn
(méve amo 50%) otnv TAetoyneia Tov aclevov)

. E&avOnpa

. Mn @uctoloyikn Heiwomn tov apBpol TV THTOV AEVKOV oooalpinv (0VdeTEPOPIA®Y,
AELPOKVTTAP®V 1] ASVKOKLTTAP®V) GTO CiLLOL

. Averndpkela epuBpdv aposealpiov

. Meimon tov aplfuov TV aponeToloy

. Enidpaon ota mepipepikd vevpa (mtdvog, povolacua, popunkioon 1 anmielo aicinong)

. IT6vog og apBpwon 1 apbpvdcelg

. ITévog oTovg pPoeg

. Noavtia, 61Gppoia, SVGKOIAOTNTA, GTOUATIKOC TOVOG, OTMAELN TNG 0PEEE®S

. "Eperog

. E&ac0évion kot aicOnuo k6Tmong, Tupetds

. ApuddTmaon, dtaTapoyn TG YEVONS, OTOAELW BApovg

. Xopnid enineda koiiov oto aipo

. Koatd0iyn, TpofAnuata Hvov

. IMovoképarog

. Piyn

. AvcKolio 6TV avamvon

. Z&An

. Oidnua Prevvoyovav Kot LOAOK®DY 10TV

. AvEnuéva enimeda 6TIG SOKILAGIES NTATIKNG AglToVpYiog

. ITévog ota dxpa

. Biyag

. Kot\axo dhyog

. Pwu apoppayia

O1 ovuyvég avemBounteg evépyeleg pumopel va ennpedoovy £mc kot 1 ota 10 dropa:

. Kvnoudc, Enpodeppia, mabNoels TV VoyLHv

. Aolpwén, Topetdc pe peimon otov apldpd evog TOTOL AEVKMV ALOGEULPIOY (OVOETEPOPIA®MY)
o710 aipo, &ayn, aebdec, coPapn Aoipmén oto aipo cag Tov pmopel va TpokaAeitol and peimon
TOV AEVKOV QHOCPALPI®mV TOV OilaTOg

. Meimwon tov ap1Bpov OAOV TOV KVTTAP®Y TOL OiLTOC

. [Tovog oto otnBog N To Aopod

. Avcmeyia, ducpopio 6TV KOAoKN ¥dpa

. Mmnovkopévn potn

. IT6vog o1 péom, mOVog oTa 06TA

. Meiopévog puikdg GVVTOVIGUOG 1| SUGKOALN avayvmong, ovénuévn 1 LEIOUEVT] SakpVPpOLd,

andAEl TOV PAEPapidwV
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AMAYEC GTOV KOPOLOKO TOAUO 1) pOOUO, KOPOIOKT OVETAPKELL
Meiopévn 1 avénuévn aptnplokn mieon

EpvBpotnta 1 oidnua oty mepioyn 6mov 1 Perdva elonABe 6TO GO0
Ayyog

Aolpoén tov Tvevpoveov

Ovporoipwén

Evtepicn andepan, eAeypovi Tov mo€og eVIEPOL, PAEYLOVH TOL YOANdOY0L TOpOV
O&ela veppikn averapkeLd

AvEnuévn yoiepuvbpivn oto aipa

AwdémToon

EnpooTtopia, SuoKoAin 6TV Katdmoon

Mvikn advvapio

®ounr 6pacn

O1 6y ovyvég avembBountes evépyetec pmopet va ennpedoovy €wc kot 1 ota 100 dropa:

AvENoM Tov Pdpovg, avENCT YOAUKTIKNG APLIPOYOVACTG GTO ijLd, LELWUEVT] VEPPIKN
Aertovpyia, avEnor cakydpov aiplotog, avEncn ESEOHPOL GTO ALl

Meiwon 1] am®AEL TOV OVTOVOKAUGTIK®V, 0KOVGIEG KIVIGELS, TOVOG GE £va, veVpo, Aurobuytia,
CaAn katd v 6pOla BEon, TPELOVAD, TAPAALGT] TOV TPOCMOTIKOD VEDPOL

Epebiopévor opBairpiol, enddvvor opBaipol, epuBpol opBaipol, payodpa 6tovg opOaAovG,
S 6pac, LEIUEVT] OPOCT 1 ELPAVION PAOTOV TTOL avafocPrvovy, Oaurn dpacn AdYm
0101 LOTOG TOV AUPPANOTPOEIB0VG (KVGTOEWES 01O O TG WYPAS KNAIdOC)

Qroadyio, KOLVOOVVIGO GTO OVTLH

Bnyog pe eAéypa, dOomvola Katd To TEPTATNUA 1] TO OVEPBAGLLO GKOAOTOTIOV, KATOPPON LOTNG
N ENpN LoTN, LEWWUEVOS 1XOG OVOTTVOTG, VYPO GTOVG TVEVIOVEG, OTMOAELN POVNG, Opoufog
aipatog otov Tvevpova, ENPotnTa ToL PApLYYa

Aépia, oTOpaYIKEG KPAUTES, TOVOG 1] £pefoOG 0Tl 00AM, 0pOtKT apopparyio

Er®ovvn ovpnon, cuyvi ovpnon, aipa ota 00pa, aduvapic cuyKpAaTnong TV ovpmv

[Tovog ota voylo TV YEPL®V, SUGPOPIN GTA VYN TOV XEPLOV, UTMOAELL TOV VUYLV TOV YEPIDV,
eEavOnuoata, Tévoc 6To dépua, EpLOPOTNTA SEPUATOC AGYM NALIKOD POTOS, ATOYPDUATIOUOG
SEPHOTOC, AVENUEVT EQIOP®OTN, VOKTEPIVOL 1OPDTES, AEVKEG TTEPLOYES OTO dEPLLD, EAKT), OTOTLLA
TPOGMITOV

Melopévog pmapdpog 6To aipla, KOTAKpATNGT VYPOV, YoUnAn aifovpivn oto aipa, avénpévn
Stya, pelopévo aoBEoTio 0To aipa, HEIWUEVO GAKYOPO GTO AL, LEIOUEVO VATPLO GTO Ol
[T6voc kat oidnpa otn Lo, dEPUATIKEG AOUMEELS, Aoipumén Aoy chvdeong oe KabeTpa
MbAomeg

[Tovog oty meproyn| Tov 6ykov, BAvVOTOg TOL OYKOL

Mewopévn aptmpilakn wieon Katd v 0pdia 0€om, yoypdmra 6Ta ¥Epta Kot Ta TOd10
Avckolia KaTd TO TEPTATN L0, OO

Aldepyikn avtidopaon

Mewopévn nratikn Agttovpyia, advénorn peyébovg tov fmatog

[16vog 610 0TMB0g

Avnovyia

Mikpéc apoppayieg oto déppa cog Adyw Bpoppwv oto aipo

Mia éOnon mov mepthopuPavel KOTAGTPOPN TOV EPLOPOKVLTTAPOVY Kol 0EEIN VEPPIKA
OLVETTOPKELDL

Ot oavieg avembounteg evépyeleg umopel va exnpedoovv £og kot 1 ota 1.000 dropo:

AgppoTikn avtidpaon o€ GALOV TapdyovTa 1| GAEYUOVN T®V TVELUOVOV PETE amtd aKTivoPfoAia
®poppoc aipatog

[ToAD apydg TaANOG, KapILOKY TPOGPOAN

Awppon Tov eopraKov EKTOG TNG EAEPOG

Mia Statapay] TOV GUGTHIOTOG NAEKTPIKNG Ay ®YILOTNTOG TG KOP1AS (KOATOKOIALHKOG
OTOKAEITUOG)
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Ot olv omavieg avembOUNTEG EVEPYELEG Umopel va emnpedoovy Emg kot 1 ota 10.000 dropa:
. YoBapn(6) ereypovi/e&avOnpa tov dépaTog Kol TV PAeEVVOYOV®VY DUEVEDV (GHVIPOLLO
Stevens-Johnson, to&ikr emdeppikn vekpoivon)

Mn yvootég avemBountes evépyeteg (dev pmopovv va ekTiunBodv pe fdon ta dtebéoipa dedopuévar):
o ZiApovon/adénom Tov mhyovg Tov dEPUATOG (OKANPOdEPLLL).

Ava@opd avemOounTOV evepyELOV

Edv mapotnprioete Kamowo avemBOUNTN EVEPYELL, EVIUEPDOCTE TOV YIATPO 1) TOV/TIV VOGOKOUO GOC.
A1 1oyveL Kat Yo KEOe mhoavr avemBOUN T EVEPYELD TOV OEV OVOPEPETOL GTO TTAPOV PUALO 0ONYIDV
yponc. Mmopeite eniong va avagépete avembounteg evépyeleg anevbeiag, pécw Tov 0vikond
GULOTILOTOG OVAPOPAG TOL avaypdpeTol 6to [apaptnua V. Méoo g avapopds averdountwoy
gvepyelmv pnopeite va fonbnoete ot GLALOYN TEPICTOTEP®V TATPOPOPLDV GYETIKA LLE TNV ASPAAELN
TOV TOPOVTOG PUPUAKOL.

5. Ilog va guiaccete To Pazenir

To eappoxo avTé TPEmEL va QUAGCoETOL 6€ PéPT TOL OEV TO PAETTOVY KOt d€v TO POGVOLY TO
TTaLoLd.

Noa un ypnoyLonoieite avtd T0 PAPUAKO PETA TNV UEPOUNVIL AENC TOV OVOPEPETUL GTO KOVTL KOl TO
@loAido petd v EXP. H nuepopunvia AMéng elvar 1 teElevtaio nUéEPO TOV PNVA TOV OVOPEPETOL EKEL.

Mn avorypéva elaridw: DuAacceTe TOV TEPEKTN 6TO e£MTEPIKO KOLTI LEYPL TN YP1ION Y10l VO
TPOGTATEVETAL OO TO POG.

Metd v TpdTN 0vacVoTOCN 1) dloTopd Ba Tpémel va ypnotpomoteital apésms. Edv dev
ypnowomoindei apéomg, n dtacmopd puropei va arodnkevtel o€ yoyeio (2°C-8°C) yia éwg Kot 24 dpeg
otav To PLoAS10 draTnpeitat 0To EEMTEPIKO KOVTL Y10, VO TPOGTATEVETOL OO TO MG,

H avacvotabeica diaomopd oty evoopAEPia €yyvon umopel va amodnkevtel yuo émg kot 24 mpeg o
Beppokpacia 2°C - 8°C, og mpoctacio amd T0 e, akolovBolueveg and 4 dpeg oe Beprokpacia
15°C - 25°C.

O yTtpog 1 0 PAPUAKOTOLOE GOG Eivar VTEHOLVOG Y10 TN COGTN ATOPPIYN KAOE aypNGIULOTOINTOV
Pazenir.

6. epregydpeva TS CVOKEVAGIAS KOL AOWTEG TANPOPOPiES

Tvepréyer o Pazenir

H dpaoctikn ovoia givar 1 TokAITa&EAD.

Kd&0e praridro mepiéyer 100 mg moxkiita&éAng ocvuvoedepévn pe alfoopivn vmd popen
VAVOGOUATIOIV.

Metd v avacvotaon, kibe ml dtoomopdc Tepiéyel S mg TokAITaEEANG GLVOESEUEVT e aABovpivy
VIO LOPPT] VOVOSOLATIOIWV.

To @Alo cvotatikd gival 1 avOpomvn aAfoovpivn (tepiéyet vatplo kompuikod kot N-aketvio-DL-
TPUTTOEAVY), PA. mapaypoo 2 «To Pazenir nepiéyel vatpiom.

Epg@évion tov Pazenir kol mepreydpeva e cvoKkevaciog
To Pazenir givor Aevkn| €wg kitpvn k6VIG Yia mapackevn dtaomopds mpog £yyvor. To Pazenir
dwatifeton o€ yudAva elaridia mov mepigyovv 100 mg waxAita&éAng cuvoedepévn pe aAfoupivn vod

LOPPT VOVOSOUOTIOIMV.

H ka0 cvokevacio mepiéyel 1 praridro.
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Karoyog Adgrog Kvkhogopiag

ratiopharm GmbH
Graf-Arco-Strale 3
89079 Ulm
Teppoavia

Hopackevactiig

Merckle GmbH
Ludwig-Merckle-Strafe 3
89143 Blaubeuren
Ieppoavia

Pharmachemie B.V.
Swensweg 5
Haarlem

2031 GA

OXhavdio

Teva Nederland B.V.
Swensweg 5

2031 GA Haarlem
OX\avdio

IMa omoladmoTe TANPOPOPio GYETIKA LE TO TUPOV PUPUAKEVTIKO TPOIOV, TOPAKOAEISTE VO
amgvbuvleite otov Tomikd avtimpdommo tov Katdyov tng Adetog Kuihopopiog:

Belgié/Belgique/Belgien
Teva Pharma Belgium N.V./S.A./AG
Tél/Tel: +32 38207373

Buarapus
Tesa ®apma EAJ]
Ten.: +359 24899585

Ceska republika
Teva Pharmaceuticals CR, s.r.o.
Tel: +420 251007111

Danmark
Teva Denmark A/S
TIf.: +45 44985511

Deutschland
ratiopharm GmbH
Tel: +49 73140202

Eesti
UAB Teva Baltics Eesti filiaal
Tel: +372 6610801

Lietuva
UAB Teva Baltics
Tel: +370 52660203

Luxembourg/Luxemburg

Teva Pharma Belgium N.V./S.A./AG
Belgique/Belgien

Tél/Tel: +32 38207373

Magyarorszag
Teva Gydgyszergyar Zrt.
Tel.: +36 12886400

Malta

Teva Pharmaceuticals Ireland
L-Irlanda

Tel: +44 2075407117

Nederland
Teva Nederland B.V.
Tel: +31 8000228400

Norge

Teva Norway AS
TIf: +47 66775590

51



EALGda
TEVA HELLAS A.E.
TnA: +30 2118805000

Espafia
Teva Pharma, S.L.U.
Tel: +34 913873280

France
Teva Santé
Tél: +33 155917800

Hrvatska
Pliva Hrvatska d.o.o.
Tel: +385 13720000

Ireland
Teva Pharmaceuticals Ireland
Tel: +44 2075407117

island
Teva Pharma Iceland ehf.
Simi: +354 5503300

Italia
Teva ltalia S.r.1.
Tel: +39 028917981

Kvmpog
TEVA HELLAS A.E.
EAL G0
TnA: +30 2118805000

Latvija

UAB Teva Baltics filiale Latvija

Tel: +371 67323666

Osterreich
ratiopharm Arzneimittel Vertriebs-GmbH
Tel: +43 1970070

Polska
Teva Pharmaceuticals Polska Sp. z 0.0.
Tel.: +48 223459300

Portugal

Teva Pharma - Produtos Farmacéuticos,
Lda.

Tel: +351 214767550

Romania
Teva Pharmaceuticals S.R.L.
Tel: +40 212306524

Slovenija
Pliva Ljubljana d.o.0.
Tel: +386 15890390

Slovenska republika
TEVA Pharmaceuticals Slovakia s.r.o.
Tel: +421 257267911

Suomi/Finland
Teva Finland Oy
Puh/Tel: +358 201805900

Sverige
Teva Sweden AB
Tel: +46 42121100

United Kingdom (Northern Ireland)
Teva Pharmaceuticals Ireland

Ireland

Tel: +44 2075407117

To wapov @OALo 00NYLOV Yprions avaBewpnOnke 1o TELEVTAIL POPA GTIG

Aentopepeic mAnpoopieg yio 1o GappaKo avtd gival Stabéoipeg 6To dIKTLAKO TOTTO TOV Evpomaikod
Opyavicuod Oapudxmv: https://www.ema.europa.eu

INo ywatpovg M erayyelpotisg vyeiog

Oodnyieg ypnone, (ELPLOROV Kol amdppryng

Mpo@uAia&els TpoeTopaciog Kot yopnynons

H moxAta&édn givat éva kuttapotodikd avTiKapKIviKo QopUOKEVTIKO TPOTOV Kot OTME IGYVEL KL Y10
Ahec SuvnTiKa TOEIKEG EVAOOELS, TPETEL va. AapPdvovTot Tpo@LAGEelg Katd To ¥epiopd Tov Pazenir.
[Ipémer va xpnoyomotobvtal YEvTio, TPoSTUTEVTIKE YOOAMA Kl TPOGTATEVTIKOG povyicdc. Edv n

O TAnpoopieg Tov akoAovBovv amevdivovtal Lovo og YloTpovs 1 ETayyelpaties vysiog:
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dtaomopd Tov Pazenir épBetl og emapn pe 10 dEpUa, EEMAVVETE OUECMG KO ETUEANDS TO SEPUA LUE
camovvt Kot vepod. Edv 1o Pazenir £pOet o€ emapn pe PAevvoydvoug DUEVES, Ol DUEVES TPETEL VAL
EemAévovtal koAd pe vepo. To Pazenir mpénet vo mpoetotpdleTon Kot vo yopnyeiton Lovo amd
TPOCHOTIKO KATAAANAN EKTALOEVIEVO GTO YEPIOUO KLTTAPOTOEIKGV Tapayovimy. Tuyov pélog Tov
TPOCHOTIKOD GE KATAGTAON EYKLUOGUVNG gV TpEmeL va, xepiletal to Pazenir.

Agdopévng g mbavotnrag e€ayyeimong, cuvieTdTon 1 oTEVH TopaKoAovBNon ¢ BEong Eyyvong Yo
mlavn SmMbnon KT T YOPYNCT TOL PAPUAUKELTIKOD TPoidvToc. O meproptopodg g Eyyvong Pazenir
o€ 30 Aemtd, cOLQOVO LE TIG 00N YIES, LELDVEL TV TOAVOTNTO AVTIOPACEDYV GYETILOUEVOV LE TNV
£yyoon.

Avao0oTaoN TOL TPOIGVTOS Kot Yopiyncn
To Pazenir wpénel va, yopnyeitat vwod v enifreyn €101Kod 0YKOAHGYOL G€ LOVADESG TOL EOIKEHOVTOL
GTN XOPNYNGOT KVTTAPOTOEIKDY TAPUYOVTWOV.

To Pazenir dtotifetol ¢ amoGTEPMUEVT] AVOPIAOTOILEVT KOVIG Y10 OVOGVGTOCT TPV T YPNOT).
Metd v avacvotaon, kibe ml dtoomopdc mepiéyel S mg TokAIToEEANG GLVOESEUEVT HEe aABovpivy
V7o popPn vavocsouatidiov. H avacvotabeico dtacmopd tov Pazenir yopnyeital evéopiefiog
YPNOLUOTOLDOVTAG EVO GET £YYVLONG GTO OOI0 EVOMUOTOVETOL GIATPO TV 15 pm.

Avaodoroon twv 100 mg:
Me 1 ypfion amocTeElp®UEVTG oOpLYYOG, Ba mpénet va gyyvBovv apyd 20 ml dtoAdpaTog YADPLOLYOL
vatpiov 9 mg/ml (0,9%) ywo Eéyyoon oto erarido 100 mg Pazenir o mepiodo TovAdyiotov 1 Aemtov.

To didvpa Tpémel va katevhHveTal 6TO E6OTEPIKO TOTYMRA TOV PLaAdiov. To didivua dev Tpémet
va gyyéetal an' eufeiag oty KOV pia KL autd Ba £XEl OC OTOTEAEG L TV TALPAYOYT] 0QPOD.

Mo oAokANpmBOel 1 TPoGONKT, TPETEL VO APTCETE TO TEPLEYOLEVO TOV PLOALSIOV Vo «kabicew yia
TOVAGYLOTOV 5 AETTA DOTE VA EEACPAMOTEL KATAAANAT EQUYPOVOT| TG OTEPEAS OVGIOG. LTI GUVEYELD,
70 PAid10 Ba Tpémel va oTpoPiriioTel KoM va ovasTpoa@el amaAd Kot apyd Yo TOLALYIOTOV 2 AETTA
€mg 6Tov VITApEEL TANPNG ETOVASIOGTOPE OANG TG kKOvems. H dnpiovpyia appov Ba mpénet va
aropevyetal. Edv mapovciootel appog 1 suocopevon otepedg nalag, n dtuoropd o tpémet va
napapeivel yio TovAdytotov 15 Aentd émg 6tov eEarelpbei o appadc.

H avacvotabeica dtaomopd Oo mpémet vo eivarl YOAUKTOING KOl OLOYEVIC, X0Pig opatd katilnuata.
Mmopei va tapovoiactel kdmola enkddion tng avacvotadeicas dwuonopds. Edv Siamotmoete
kafinpata 1 emikadicels, T0TE TPEMEL VO, AVAGTPEYETE Kol TTOA TPOGEKTIKE TO OLAAISI0 Yo Vo
eEaopaAiceTe TAN PN EXAVOSIOGTOPA TTPLV TN XPNOT).

E&etdote 1 dtaomopd 610 Prodidio yio copatidtokd vikd. Mn yopnynoete v avacvotadeica
S10oTOPA €AV SOMIGTOCETE GCMUOTIONNKO VAIKO GTO PLOAIS10.

Oa mpémel va vVITOAOYIGTEL 0 aKpPPTg OAKOG OYKOG docoroyiag Tmv 5 mg/ml S16Topds Tov amatteitan
Yl ToV 060evn Kot 1 KatdAANAN TocotnTa Tov avacvotafévtoc Pazenir Oa tpémel va eyyvbel oe
(.0€10, AMOGTEPOUEVO GAKKO eVOOQAEPLaG Eyyvong amd PVC 1 and dAho vikd un-PVC.

H ypfion 10tpoTteyvorloyIKdV GLGKELMOY TOL TEPIEXOVY EAOL0 GIAKOVIG MG ATTAVTIKO

(ONA. ovpryyeg kot cakkot IV) yio v avacvotact kot T yopnynon tov Pazenir, propei vo, odnynoet
07O GYNUOTIOUO TPOTEIVOLY®V Widimv. Xopnynote To Pazenir ypnoylonoidviog £va GET £YYVoTG GTO
omoio eveopatdveral eiltpo tov 15 um ya va anopevybei 1 xyoprynomn avtodv tov widiov. H ypion
evog eiltpov TV 15 um apotpel ta vidto Kot dgv HETOPBEAEL TIC PLGIKEG 1) YMNIKES 1O1OTNTES TOV
avaoVoTaOEVTOG TPOIOVTOG.

H ypfion ¢iltpov pe péyebog mopwv nikpodtepo amd 15 pm pmopei va odnynoet og amdpatrn tov
QiATpov.

H ypfion edikevpévov teplektmv dtaAvpdtov 1 o€t yopriynong yopic DEHP, dev givan avaykaio yio
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TNV TPOETOWOGIO 1} TN YOP1YNOT TOV £YYVce®V Tov Pazenir.

Metd tn xopfyNnon, cuvieTdTol 1| EKTAVCT TG EVOOQAEPLOG YPOUUNG LE EVEGILO OEAV LA YA®PLOVYOL
vatpiov 9 mg/ml (0,9%) yia va e§acpouliotel 1 yopnynon oAdKANpNG g 066G,

Kda0e oypnoipomointo eappokenTikod mpoiov 1 VIOAELILO TPEMEL VO OTOPPITTETOL COLPOVA LE TIC
KOTA TOTOVG 16YVOVGES GYETIKEG OLoTAEELS,

Y1a0epéTnTO

Ta un avorypéva eadidia tov Pazenir gival otabepd mg v nuepounvia mov epeoavifetol ot
GLOKEVAGIN OTAV TO PLOAISI0 draTnpeitan 6T0 £MTEPIKO KOVTL Y10, VO TPOGTATEDETOL OO TO PG,
H xoatdyoén 1 n yoén dev emmpedlovv apvntikd ) otafepdtnTa T0v TPoidvtos. To papprakevTikod
ovTo TPoidv dev amortel 1dlaitepec cuvONKeg Bepokpasciog yio TV EOAAEN Tov.

Y1a0epotnTo TG avacVoTAdEIcUS d1a0TOPES 6TO PLUAIOL0

Metd Vv TpdTN 0VOGVoTOC, 1) O10GTOPA TPENEL VO TANPWOOEL 0€ Evav GAKKO £YYVONG OUECWC.
Qc1000, M ¥NUKH Ko QLGIKT Kotd T ¥prion otabepotnta £xet emdetyBel yia 24 dpeg o€
Oeppoxpacio 2°C-8°C 610 apykd KOVTI, GE TPOOSTAGIN OO EVIOVO POTIGUO.

2100gpéTNnTO TNG UVOGVGTOOEIGCHS OLUGTOPAS 6GTO GAKKO £YYVGNG

Metd v avacvotaon, 1 avacvotadeioa S106Topd 6TO GAKKO EYYVOTG TPETEL VO, YPTCLULOTOIEITOL
apécms. QoTdC0, 1 YNUKN Kot LGIKN Katd T xprion otabepotnta £xel emderydel yia 24 dpeg og
Bepurokpacia 2°C - 8°C, og Tpootacio amd 10 o, akolovBolueves and 4 mpec o€ Beppokpacio
15°C - 25°C.

54



	ΠΕΡΙΛΗΨΗ ΤΩΝ ΧΑΡΑΚΤΗΡΙΣΤΙΚΩΝ ΤΟΥ ΠΡΟΪΟΝΤΟΣ
	Α. ΠΑΡΑΣΚΕΥΑΣΤΗΣ(ΕΣ) ΥΠΕΥΘΥΝΟΣ(ΟΙ) ΓΙΑ ΤΗΝ ΑΠΟΔΕΣΜΕΥΣΗ ΤΩΝ ΠΑΡΤΙΔΩΝ
	Β. ΟΡΟΙ Ή ΠΕΡΙΟΡΙΣΜΟΙ ΣΧΕΤΙΚΑ ΜΕ ΤΗ ΔΙΑΘΕΣΗ ΚΑΙ ΤΗ ΧΡΗΣΗ 
	Γ. ΑΛΛΟΙ ΟΡΟΙ ΚΑΙ ΑΠΑΙΤΗΣΕΙΣ ΤΗΣ ΑΔΕΙΑΣ ΚΥΚΛΟΦΟΡΙΑΣ
	Δ. ΟΡΟΙ Ή ΠΕΡΙΟΡΙΣΜΟΙ ΣΧΕΤΙΚΑ ΜΕ ΤΗΝ ΑΣΦΑΛΗ ΚΑΙ ΑΠΟΤΕΛΕΣΜΑΤΙΚΗ ΧΡΗΣΗ ΤΟΥ ΦΑΡΜΑΚΕΥΤΙΚΟΥ ΠΡΟΪΟΝΤΟΣ
	A. ΕΠΙΣΗΜΑΝΣΗ
	B. ΦΥΛΛΟ ΟΔΗΓΙΩΝ ΧΡΗΣΗΣ

