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1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide/Grindeks 2,5 mg oxAnpd xoydxio
Lenalidomide/Grindeks 5 mg okAnpd xoydkio
Lenalidomide/Grindeks 7,5 mg oxkAnpd ko dxia
Lenalidomide/Grindeks 10 mg cxinpd koydxio
Lenalidomide/Grindeks 15 mg cxinpd koydxio
Lenalidomide/Grindeks 20 mg sxinpd koyaxio
Lenalidomide/Grindeks 25 mg sxinpd koyaxio

2. ITOIOTIKH KAI IOXOTIKH XYNOEXH

Lenalidomide/Grindeks 2.5 mg 6kAnpd koydkio

Ké0Be koyaxio mepiéyxel yAwplodyo appdvio Aevaiidouidn mov avtiotoryel og 2,5 mg Aevaidouiong
"Exdoyo(a) pe yvootn dpdon:

Ka0e kaydkio mepiéyxet 20mg Aaxtolng ( g Aaktdln avoudpn )

Lenalidomide/Grindeks 5 mg cxAnpd ko dkio

Ka0e kaydkio meptéyet YAoploHyo oUpdvio Aevaildouion mov aviictolyei 6e 5 mg Aevoiidopiong
"Exdoyo(a) pe yvootn dpdon:

KéBe xoyaxio mepiéyxet 39mg Aaxtolng ( g Aaktdln avudpn )

Lenalidomide/Grindeks 7,5 mg okAnpd ko dkio

Ké0Be ko akio mepiéxet yAowptovyo appdvio Aevaildonidon mov aviiotowyet o 7,5 mg Aevaidopiong
"Exdoyo(a) pe yvootn dpdon:

Ka0e kaydkio mepiéyxet 59mg Aaktdlng ( ¢ Aaktoln dvodpn )

Lenalidomide Grindeks10 mg cxAnpd kowydkio

Ka0e kayakio mepiéyel YAowprovyo appdvio Aevaildopuion tov avtiotolyei oe 10 mg AevoAiidopiong
"Exdoyo(a) e yvootn opdon:

Ka0e oy axio mepiéxel 79mg Aaxtoing ( g Aaktdln avoudpn )

Lenalidomide/Grindeks 15 mg oxAnpd ko dKio
Ka0e konydaxio mepiéyet yAwprovyo appdvio AevaAldopidn mov aviiotolyel oe 15 mg Aevaiidopiong
"Exdoyo(a) pe yvootn dpdon:

Ka0e kaydkio mepiéyet 118mg Aaktolng ( g Aaxtoln avoopn )

Lenalidomide/Grindeks 20 mg okAnpd kayaxio

Ké0g xonyaxio meptéyxel YAmpPLovyo apumvio AEVOALOOUiIoN Tov avtiotolyel oe 20 mg Aevaitdopuiong
"Exdoyo(a) pe yvootn dpdon:

Ka0e xoyaxio mepiéyel 157mg Aaktolng ( g Aaktoln dvodpn )

Lenalidomide/Grindeks 25 mg okAnpd kawydkio
Ka0e koyaxio mepiéyel yYAoploHyo oppdvio Aevaildopion mov aviictoyel og 25 mg Aevaiidopiong
"Exdoyo(a) ue yvootn dpdon:
Ka0e oy axio mepiéyxel 197mg Aaxtodlng ( wg Aaktdln avoudpn )

I'o Ttov TP KoTdAoYo TV ekdOYmV, BA. Tapdypapo 6.1.



3. DOAPMAKOTEXNIKH MOP®H
2KAnpo kaydxio

Lenalidomide/Grindeks 2.5 mg ckAnpd koyakio

Avowtd mpdova/ Aevkd koyakia, peyébovug 4, 14.3 mm, mov gépovv tnv emonpoven “L2.5” pe Aevkn
N oxedOV AEVKT KOVIC.

Lenalidomide/Grindeks 5 mg okAnpd koydiia

Agvkd kayakio, peyéboug 4, 14.3mm, mov eépovv v emonuavon “L5” pe Aevkn 1 oyxedov Aevkn
KOVIC.

Lenalidomide/Grindeks 7.5 mg ckAnpd koyakia

Avoktd kitpva / Aevkd kaydkia, peyédovg 3, 15.9 mm, mov pépouvv v emonpovon “L7.5” pue Aevkn 1
oYE00V AELKT KOVIG.

Lenalidomide/Grindeks 10 mg cxAnpd koydkio

Avoiktd mpacvo. / avoikTd Kitpva Koy dakia, peyébovg 2, 18 mm, mov pépovv tnv emionpaven “10” pe
AEVKN 1 GYESOV AEVKT KOVIG.

.Lenalidomide/Grindeks 15 mg ocxAnpd koyakio

MmAé /Agvkd kayakio, peyéboug 1, 19.4mm, mov eépovv v emofjuavon “L15” pe Agvkn 1 oxedov
AELKN KOVIG.

Lenalidomide/Grindeks 20 mg cxAnpd ko dxia

Avowtd mpdova / MmAg kaydkio, peyéfoug 0, 21.7mm, mov eépovv v emonuavon “L20” pe Agvkn 1
oY€06V ALK KOVIG.

20” Lenalidomide/Grindeks 25 mg oxAnpd koydxia

Agvkd kaydakia, peyébovug 0, 21.7mm, tov eépovv v extonuavon “L25” ue Aevkn 1 oyeddv Aevkn
KOVIC.

4. KAINIKEZ TAHPO®OPIEX
4.1 OepomevTIKEG EVOEigelg

[HoAlamAd pvéloua

To Lenalidomide/Grindeks ¢ povofepaneio evdeikvotot yio t Ogpaneio cuvtnpnong evniikov
ac0evav pe veodlayvwcBév moldomdld poélopo (ITM), ot omoiol £yovv voPAnbel oe avtoOrOYN
LETALOGYEVOT] OPYEYOVAOV KUTTAPWV.

To Lenalidomide/Grindeks w¢ Oepaneia cvvévaopod pe de&apuedaldvn 1 Poptelopiumn kai
de&apebalovn N peloardvn Kon tpedvilovn (BAéne mapdypago 4.2) evdsikvotal yia 1 Oepaneia
EVNAIK@OV ac0evdv e TOAAATAO HVEAMLA, GTOVS OTOI0VG OV XL yopnynOel Tponyovuevn Bepaneia
KoL 01 07toiol Oev gival KOTAAANAOL Y10 LETAUOGYEVON.

To Lenalidomide/Grindeks e cuvdvaoud pe tn deéaucfalovn evdsikvotor yio th Oepomeio evniMkov
oc0evav pe moAAoTAd LLEA® L, 6TOLE 0TToiove £xel YopnynOel TOLAGYIGTOV Lic TPONYOULEVT
Oepameia.

Olmodec AMpomuo,
To Lenalidomide/ Grindeks o€ cuvdvaoud pe prrovéipaunn (ovricoua Evavil tov CD20) svéeixvuton

v 1N Ogpancio evniikov aclevov pe olddec Aénomuo (Babuov 1-3a) mwov giye Tponyovuivag
vrtoBAnOei og Oepameio

4.2 Aocolroyio Kol TPOTOS YopNYNoNs

H Oepancio pe Lenalidomide/Grindeks Qa pénet va emBAéneton and 10tpd EURELPO 6T ¥PHioN
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OVTIKOPKIWVIKOV OEpameimv.

T OAeg tic evdei&elc mov TEPYpAPOOVTOL TOPOKATM:

H 8601 tpomomotleiton pe Baon to KAMVIKA Kot epyoctnploks svpnuata (BAETE wopdypapo 4.4).
O tpoocaproyEc Tne 00onc, Kot tn didpkelo tne Depomeiog kol kot tnv eravévopén tne Hepomeiog,
CLVIGTOVTOL Y10, TNV ovtiuetdmion Babuov 3 1 4 Opouforeviac, ovdetepomeviac, N AAANC TokdTnToC

BoBuob 3 1 4, n onoia kpiveton 6Tt oyetiletor pe tn Aevaildouidn.

Xe nepintwon ovdetepomeviac, Oa mpénel va eetdletar n ¥pNon CVENTIKOV TOPAYOVTI®V 6T
dwayeipion tov acBevovc.

Edv £yovv mapélbel Ayodtepec amd 12 dpec omd pua d661m mwov maporeipdnke, o acevig umopel va
napel ) 06on. Edv £xovv mapélBet mepiocdtepec amd 12 dpec amd TNV KOVOVIKY PO ANYNS UOC
060N mov wapareipdnke, o 0acbevig dev mpémel vo mapel T 600N, aALE va Tthpel TV endusvn ddon
KOTO TNV KOVOVIKT PO TNV ETOUEVT) NUEPQL.

Aocoloyia

NeodwayvooHév morlanhd pvélouo (NAIIM)

Agvaidouidn og cvvovaoud pe de€apcboldévn uéypt v eEEMEN TN vooov oe acbeveic mov dev givan

KotaAANAOL Yo petapudoysvon

H Oepancia pe Aevardouidon dev mpénet va Egkivnoetl v 0 Ardivtoc ApBudc Ovdetepdbpihmy
(ANCQC) sivar < 1.0 x 109/1, kavn 0 optfudc tov arponetoAoyv ivar < 50 x 109/1.

ZuvicTOUeV d6on
H ovvictouevn d6on évapénc tne Aevoadopione eival 25 mg and otouatoc pic eopd tnv nuépa
kotd tic nuépec 1 £oc 21 emavaloufovopevav KOKA®V 28 nueEp®V.

H ocvvictdpevn 86on the de€auebalovne seivon 40 mg omtd otdUOTOC Uiot @opd THY NUEPO KOTA TLC
nuépec 1, 8, 15 xou 22 gmovaroufavouevov kokAwv 28 nuepdv. Ot ocbeveic umopel vo cuveyicovy

Oepaneio pue Aevardouidon ko de€auedalovn péypt tnv eEEMEN TNc vOGOoL N TN LN avoyn.

e  Bruaro pueioong tne d6ong

IAgvoaidouidona AsEauefaldvna
Adon évopénc 25 mg 40 mg
Emninedo 66onc -1 20 mg 20 mg
Emninedo 66on¢ -2 15 mg 12 mg
Emninedo 66on¢ -3 10 mg 8 mg
Erninedo d6onc -4 5 mg 4 mq
Exinedo d6onc -5 2.5 mqg Agv goapudletTon

* H dwyeipion g peimong g d0oms yio appdtepa T Tpoiovia umopet va yivel ave&aptnta

o Opoufonevia

Otav to dipomeTdilo Zuviotopevn mopeia

Meiw0obv og < 25x 101 TTapotnote T docoloyia pe Aevoidouidn yia to
VTOLOUTO TOL KUKAOL®

Emotpéyouy e > 50x 1091 Mewwote kot £va eninedo 666G OTAV 11 docoloyia
Eavapyicel GTOV ETOUEVO KOKAO

¢ ¥g mepintoon eppaviong doconepropotikig to&ikotnrtag (Dose limiting toxicity, DLT) petd thv nuépa 15 £vog kbkhov,
docoloyia e Aevaidopion Oa SLoKOTTETOL Yot TOVAGYLGTOV TO VIOAOTO TOV TPEYOVTOS KOKAOL 28 nuepdv.
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o Anolvtog apiBuos ovdetepopilawv (ANC) -

OVIETEPOTEVIO.

Otov 0 ANC

Zuvictdpevn topeio®

Meiw0el yia mpd T Popd oe < 0,5 x 101

Awaxoyte T Oepaneio pe Aevoldopion

Emotpéyer oe > 1 x 10%1 o6tav 1
OVLOETEPOTEVI EIVOL 1] LOVT] TTOPATNPOVIEVT

Havapylote Tt AevoAdopidon otn ddom
évapéng pia eopd mv nuépa

To&koTNTAL

Emotpéyer ce > 0,5 x 10%1 o6tav | Eavapyiote ™ Aevoldouidn oto emimedo
TOPATIPOVVTOL docoeEaptdueveg | 60ong -1 pio opd v nuépa

OLLOTOAOYIKEG  TOEIKOTNTEG,  €KTOC  TNG

OVLOETEPOTEVING

I'o xdbe enduevn mroon ktow amd <0,5 x | Ataxoyte tn Oepaneia pe Aevaridopion

1091

Eavapylote T AevoAldopidon o610 AHECHG
YounAotepo emimedo dO60MG Mo Qopd TnV
nuépa.

Emotpéyel oe > 0,5x 1091

* Katd v kpion tov yiatpov, edv 1 ovdeteponevia givatl n povN ToEIKOTNTO GE OTO0ONTOTE EMIMESO
d00omg, Tpocbéote mapdyovta S1EyEPONG AmOIKIMY KOoKKIokVTTApwV (G-CSF) kot dtotnprote to eninedo
3001 TNG AEVAALOOUIONG

IMo apotoroyikn To&uotnTa n 8601 TG AeVOAdopuidng uropel va etooyfel ek vEOL 6TO AUECMG
VYNAOTEPO ETITEDO 0OGTG (m¢ Kat TN ddom EvapEncg) Letd tn Pertioon tng Asttovpyiag TOL LVEAOD
TOV 00TOV (Kopio oo toAoyikn ToEKOTnTa Yo TOLAGYLeTOoV 2 dladoyikovg kokAovg: ANC > 1,5 x
10%1 pe ap1Oud arpometaiimv > 100 x 1091 katd v Evapén evdg véou kOHKAOD).

o  Agvaldonidon o cvvovacud pe Boprelouiumn kot de€ouefoldvn axorovhoduevec omd
Arevordouion kordeEauefaldvn néypt tnv eEEMEN e vooov ot acheveic mov dev givat
KOTAAANAOL Y10, LETOUOGYELGN

Apyixnp Oepameio.: Aevalidouion oe avvovaouo ue foprelouiuny xor delauebalovn

H Aevaidouidon oe cuvovacud pe Boptelopipmn kot de&apebalovn dev mpémel va Eekivioet dv o
andivtog aptdpdg ovdetepoeirmv (ANC) eivar < 1,0 x 10%1 ko/n 0 ap1Oudc Tov orpometarmy eivat
< 50 x 1091.

H ocvvictopevn d6om évapéng eivar 25 mg Aevaiidouiong amd oTOUOTOS Lot QOPa TNV NUEPO, TIG
nuépec 1-14 kabe xvxhov 21 nuepmdv og cuvdvacud pe Poptelopipnn ko de€apuedalovn. H
Boptelopiumn Oa npénel va yopnyeitar pe vrodopia éveon (1,3 mg/m?2 emdvelag chOUOTOS) SD0 Popég
v efdopdda tig nuépeg 1, 4, 8 ko 11 kdBe kddov 21 nuepav. o tpdcbeteg TANpopopieg oyeTikd
Ue M 6061, TO GYNUO KOl TIC TPOGAPHOYES TNG OGNS TOV PUPUAKEVTIKOV TPOTOVI®OV TOL
yopnyovvtal pe ™ Aevaidouidn, Préne Hapdypapo 5.1 kot v avtictoryn [epiinyn tov
Xapaktnpiotik®v tov I1poidvroc.

ZuvieTOVTOL £0¢ 0KTM KOKAOL Ogpameiag 21 nuepdv (24 efdopnadeg apyikng Oepameiog).

2oveyouevy Ospomeio. Aevolidouion os ovvovaouo ue oslaucbalovn uéxpt tyy eCéliln
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Zvuveyiote ta, 25 mg Aevaidopidng amd Tov oTopaToC pio popd v nuépa Tig nuépeg 1-21
enavolapPavouevov kokAmv 28 nuepodv o€ cuvovacuo pe osEouedalovn. H Bepancio 0o tpémel va
ovveyiletar péxpt tnv e&EMEN ™S VOGO 1 TNV EUPAVIOT] U ATOdEKTNG TOEIKOTNTAC.

® Bruozo ueiwaong ts 00ong

Agvaiwopion®
Adon Evapéng 25 mg
Erinedo doong -1 20 mg
Eninedo d60mg -2 15 mg
Erinedo doong -3 10 mg
Eninedo doong -4 5mg
Erinedo doong -5 2,5mg

* H dwayeipion g peiwong g d6omg v OAa ta Tpoidvta pmopet va yivel ave&dptnta

e Opoupforevia

Otov to alpomeTdALo 2UVIGTOLEVT) TTOpEia,

Meiwfovv o < 30 x 1091 Awokdyte T Ogpomeio pe Aevaiidouion

Emotpéyouy og > 50 x 1091 Eavapyiote T AevaAidouion oto eninedo dd6ong -1
pio @opd tnv nuépa

INo kabe emdueVn Tr®omn kot omd 30 X Awaxoyte  Bepaneio pe Aevaildopion

1091

Emotpéyouy e > 50 x 101 Eavapylote T Aevaridopion 61o apecmg
YoUNAOTEPO EMIMESO dOONG i GOpPA TNV NUEPO

o Armdlvrog apiBuig ovdetepopiiwv (ANC) - ovdetepomevia

Otav 0 ANC SUVIeTOUEVT TOpEia”®
Meiw0et yio tpd popd oe < 0,5 x 1091 Awaxoyte 1 Ogpaneio pe
Aevaidouion

Emotpéyet og > 1 x 10%1 dtoav 1 ovdetepomevia ivoun

Eavopyiote T AEVOAISOUIdN 6T
pHovN TapaTnPovUEVT] TOEIKOTNTA

d6om évapéng pio popd tnv nuépa

Emotpéyer oe > 0,5 x 10%1 6tav mopotnpodvral
300G0eE0PTOUEVES ALUOTOAOYIKEG TOEIKOTNTEG, EKTOC
TNG OVOETEPOTEVING

Eavopyiote T AEVOAIOOUIdN GTO
eninedo d6on¢g -1 pio opd tnv
npEpa

Mo k6O endpevn mrdon kéto amd <0,5 x 1091 Atoxoyte T Oepaneio e

Aevaldouion

Eavapyiote tn Aevaidouion oto
Emotpéyel oe > 0,5x 1091 ApESOG YOUNAOTEPO ETIMESO BOGTG
uio @opd v nuépa.

“Katd v kpion Tov y1oTpov, edv 1 ovdetepomevia givar 1 LoV ToEIKOTNTA GE 0OTO0ONTOTE EMIMESO dOGNG, TPOGHETTE TOPAyOVTaL
Siéyepong amokidv kokklokvTtapav (G-CSF) kot dtotnprote 1o eninedo 560mg TG AevaAdopiong

e  AsgvoMmdouidon oe cvvdévooud pe neA@oAGvN Kot Tpedvilovn okoilovbovueveg and
AevoALdOLLION cuvTRpNoNC o€ acOeveic TOV SV Eivol KATOAANAOL Y10, LETOUOGYELGN

H Oepomeio pe Aevadopidn dev mpémet vo Egkivioet v o ANC eivon < 1,5 X 1091, xav/m o aptdudg

TV arponetarMmv etvar < 75 x 109/1.
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2ovierauevy 0oon

H ovvictopevn d6on évapéng eivar Aevaiidouion 10 mg amd otoépatoc pio popd TV NuéEpa Kotd Tig
nuépeg 1 éwg 21 emavolapPavopevov kKoK oV 28 nuepmv Yo £mg kat 9 kokAovg, peieaidvn 0,18
mg/kg and otépatog katd tig nuépes 1 Ewg 4 emavalapfovopevmv KokAmv 28 nuepmv, Tpedviiovn 2
mg/kg and otoépatog Katd Tig Nuépes 1 émg 4 emavoarapfovopevav kokiov 28 nuepdv. Ot acbeveig
OV OAOKANP®VOLV 9 KOKAOLG 1 TOV ABLVATOVY VO, OLOKAT pMGoLY TN Bepameio cGuvovaGHOD AOY® Un
avoyng Aaupdvouv povobepareio pe Aevaidopuion og e&ng: 10 mg yopnyodeVa amd TOV GTOUATOC
pio @opd v nuépa Katd tig nuépes 1 mg 21 emavaiapfavopeveov KOkAmv 28 nuepdv péypt v
€EEMEN g vooov.

®  Bruata usiwong g 00ang

Agvaldopion Mehpardvn [Ipedvitovn
Aoom Evapéng 10 mg“ 0,18 mg/kg 2 mg/kg
Eninedo d0omg -1 7,5 mg 0,14 mg/kg 1 mg/kg
Eninedo d0omg -2 5mg 0,10 mg/kg 0,5 mg/kg
Eninedo 660m¢ -3 2,5 mg Agv gepopudleton 0,25 mg/kg

* Edv 1 ovdetepomevia givar n Lovn to&ikd o o€ 0mo10dnmote eninedo 601G, Tpochiate Tapdyovta SIEYEPCTG OTOIKIDV
kokkokLTTap®V (G-CSF) kot dtatnpniote o eminedo d6oMg TG AevalMdopuiong

e Opoupforevia
Otav to oponeTdila 2UVIGTAOUEVT TTOPEiaL
Meww0ovv Yo TpdTH Popd e < 25 x 1091

Awaxoyte ™ Bepaneio pe Aevaiidopion

Eavapyiote T AevaAldouion Kot T LeAPaidavn

r > 9
Emotpéyovv g > 25 x 1071 o0 emimedo 60T -1

IMo kabe emdueV TTOOT KATO

a6 30 X 1091 Awaxoyte T Bepaneio pe Aevaiidopion

Eavapyiote T AevaAdouidn 6To AUECHS
Emotpéyouy og > 30 x 1091 YopnAdtepo eminedo d6omg (emimedo d6omMg -2 N
-3) uio eopd TV NuUépa.

o Amdlvtog apiBuos ovdetepopilawv (ANC) - ovdetepomevia

Otav 0 ANC 2UVIGTAOUEVT TOpEia®

Meiw0el yia mphn @opd og < 0,5 x 1091 Awaxdyte T Bepaneia pe AevaAldopion

Emotpéyer oe > 0,5 x 1091 otav 7 | _ ) ) )
ovdetepomevia givarl 1 poVN TapaTnpoduevn | =AVOPYIOTE T ngahfiou}ﬁn ot doon
to&ikdtnTa évapgng pio gopa v Nuépa

Emotpéyer oe > 0,5 x 10% o6tav

TOPATPOVVTOL docoelaptopeves | _ ) ; ;
OLUOTOMOYIKEG  TOEWKOTNTES,  €KTOG  TNG ;fw“pﬂm‘? m Xsyah%u@ﬂ oto eminedo
ovdetepomeviag oomg -1 {ia opa v Nuepa

Mo xabe emduevn mrtdon kdto and <0,5 x

109/ Awaxoyte ™ Bepaneio pe Aevaiidopion
Eavapylote T AeVOALOOUIOT GTO AUECMC

Emotpéyel oe > 0,5x 101 YopnAdTEPO mMinedo d6omMg pia popd TV
nuépa.
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* Katd tnv kpion Tov yorpo, eav 1 ovdetepomnevia givar ) povn 1o&kdtTa o€ omotodnnote eninedo d6oNg, Tpochicte
mapdyovia diéyepons amokiov KokklokuTtapmv (G-CSF) kot dtatnprote to eninedo d0ong g Aevoldopiong.

e Asgvaidouidn cvvinpnong oc acheveic mov £yovv vrofAnOel og aVTOAOYN LETOUOGYEVON
opyéyovav kuttdpov (autologous stem cell transplantation - ASCT)

H Aevaiidopion cvvimpnong Ba mpénel va EEKVA PLETA A EMOPKT OULOTOAOYIKT ATOKOTAGTAOT) LETA
and ASCT oe aobeveig ympig évdelln e&éMéEnc. H Aevaridopion dev mpémet va Eexiviioet eav o ANC
gtvar < 1,0 X 10%1 xav/m o ap1Opdc Twv orpometoriov etvar < 75 x 1091,

2OVIGTOUEVH 000N

H ocvvictopevn 66om évapéng eivar 10 mg Aevoiidopidng amd otdpatog pia opd tnv nuépa
ocvveyopeva (katd tig Nuépes 1 £mg 28 og emavolapfovopuevonus KhkKAovg 28 nuepdVv), HEYPL TNV
eEEMEN g vOooL N TN un avoyn. Metd and 3 kikAovug Aevoiidouidng cuvtinpnong, n 6661 umopei va
avéndei og 15 Mg amwd otopaTog pio opa TV NUEPA, GV Elval avVeKTH.

e  Bruata ueiwons g 00ong

. Y mepimtoon avénong mg 066
Adonm évapénc (10 mg) P ?15 rﬁg)(:]g N5 ne
Eninedo doong -1 5 mg 10 mg
Eninedo d6omg -2 > mg (nugp‘g? 1-21 k69z 28 5mg
NHEPEC)
Erinedo d6ong -3 Agv gpapudletal 5 mg (nuépeg 1-21 xabe 28 nuépeg)
Mnv yopnyeite d0on kdtw TV 5 mg (Muépeg 1-21 kébe 28 nuépeg)

* Metd amd 3 KOKAOLG AevaMdopidng cuvtipnong, n d6on propel va avénbei og 15 mg and tov 6TéHATOG
pio @opd v nuépa, dv etvar avexT.

e Opoupforevia

Otav ta opomeTdiia 2ZUVIGTOUEVT TOpPEiaL

Meiwovv e < 30 x 1091 Awokodyte T Oepameio pe Aevaildopion

Eavapyiote T Aevaildopuidn oto eninedo 000mMC
Emotpéyouy g > 30 x 1091 - 1 pio @opd v nuépa

IMa k60e endpevn peiwon katw and 30 X 10%1 | Araxdyte ) Oepameio pe Aevaiidouidn

Eavapylote T AevaAildouidn o1o apéomg
YOUNAOTEPO eimedo SOONG [io opd TNV NuUéEpPa

Emotpéyouy og > 30 x 1091

o Amdlvtog apiBuos ovdetepopilawv (ANC) - ovdetepomevia

Otav o ANC ZuvieT@UEVT Topeia®

Meiw0ei o€ < 0,5 x 1091 . ) )
Awaxdyte ) Oepameia pe Aevaiidouion

Eavapylote T AevaAldopuion 1o eninedo 0001MC

Emotpéyer oe>0,5x 10%I . . .
- 1 pia @opd TRV nuépa

IMo kabe emduevn peiwon kétw and < 0,5 X

1091 Awaxoyte ™ Bepaneio pe Aevaiidopion




ZEavopyiote T AeVOAOOUIdN OTO AUECHMG
Emotpéyet o >0,5x 1091 YOUNAOTEPO EMimeEdO dOOMG Lia popd TNV
nuépa

* Kotd v kpion tov yatpov, edv 1 ovdetepomevia etvar 1 povn To&koTnTe 68 0mo100MToTE EMinedo dOoNG, TPochéate mapdyova
Séyepong amowidv kokklokvTtdpmv (G-CSF) kot dratnpriote to eminedo d6omg g Aevaitdopiong.

TloAamAd pvédwua pe Tovldyiorov uio ponyodusvy Geporeio

H Oepomeio pe Aevaldopidn dev mpémet vo Egkivioet v o ANC eivon < 1,0 X 1091, xav/m o aptOudg
Tov aporetariov gival < 75 x 10919, avéroya pe t S190non tov poedod TV 06TMOV ard
TAOGHATOKDTTAP, 0ptOUdg arpometaiiov < 30 x 1091

2OVIGTOUEVH 000N

H ovvictopevn d6om évapéng g Aevaidopiong eival 25 mg amd oTOUOTOG Pio popd TNV NUEPT KATA
TigNuépeg 1 émcg 21 emavarapPfavopevav koxkiwv 28 nuepodv. H covietdpevn 66om de&apnedaldvng
elvar 40 mg amd otdépatog pia eopd v Nuépa kotd tig Nuépes 1 émc 4, 9 g 12 ko 17 €émg 20 kabe
KOKAOL 28 NuepdV Yo TOVG TpdTOLG 4 KOKAOVG Bepameiag ko o1 cvvéyela 40 mg pia popd v
nuépa katd tig nuépeg 1 émg 4 kabe 28 nuépeg.

Ot ovvtayoypa@ot tatpoi Ba Tpémel va aEloloyovv TpoceKkTikd moto 0601 de&apebalovne Tpémet va
xpNoonmotleital, AapuBavovtag VoY TNV KOTAsTOCT TOV achevols Kot NG acBEVELng TOL.

®  Bruata usiwong g 006ng

Adom évapéng 25 mg
Erninedo doong -1 15 mg
Eninedo do6ong -2 10 mg
Eninedo d6ong -3 5mg

e Opoupforevia

Otav T0 0UOTETAAL, ZuvioTAUEVN TTOPEiD

Meiw0obv yio tpdn eopd oe < 30 x 101 Awaxoyte T Bepaneio pe Aevaiidopion

Emetpéyouy og > 30 x 1091 Eavapyiote ™ Aevaiidopion oto eninedo dd6ong
-1

Mo ké0e emduevn trdon kéto and 30 x 1091 Awoxoyte T Ogpameio pe Aevadopion

Emotpéyouy og > 30 x 1091 Eavapylote T AevaAdouidn 6To apécms
xounAotepo eninedo d6omnG (eninedo do6oNG -2
M -3) pia eopd v Nuépa. Mnv yopnynoete
d6om wKpoTEPN TOV 5 Mg pio popd TV
nuépa.

o Amdlvtog apiBuos ovdetepopilawv (ANC) - ovdetepomevia

Otav 0o ANC ZUVIGTOUEVT TOopEia®

Meiw0ei yia mpd gopd og < 0,5 x 1091 Awoxoyte ™ Bepameio e AeVOALOOUION

Emotpéyet o > 0,5 x 10%1 6tav n
0VLOETEPOTEVIN ElvaLl 1] LOVT] TOPATT|POVUEVT|
TOEKOTNTO

Eavapyiote T AevoAldouion otn d6om
évaping pio popa v npépa

Emotpéyet o > 0,5 x 10%1 6tav mapatnpovvtot

, ; . Eavapyiote Tn Aevadopidn oto eminedo
3060eE0PTOUEVES ALUATOAOYIKEG TOEIKOTNTEG, S60me -1 piot popé Ty nuépa
EKTOC TNG OVOETEPOTEVING

INa k60 emdpevn nrdon kbto amd < 0,5 X 1091 | Atokoyte t Oepomeio pe Aevoridouidn

Emotpéyel oe>0,5x 101 Eavapyiote T AEVOAMOOUION GTO AUECHG
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YOUNAOTEPO eTinedo d6omG (enimedo d6oMNG -
1, -2 1 -3) pia popd v nuépa. Mnv
yopnynoete 6601 LikpdTEPT TOV 5 mg pia
@Opa TNV NUEPA.

* Kotd v Kpion Tov yiatpov, E4v 1 ovdetepomevia givar 1 Lovn To&kOTnTe 68 0mO10dMTOTE EMinedo dOoNG, TPochiéate mapdyova
diéyepong amokidv kokklokvTtapmv (G-CSF) kot dtatnpote to eminedo d6omg g AevaAldopiong.

Olwdec Aéupwua (0OA)
H Oepaneia pe Aevoldouidn dev npémet vo Egkivioet v 0 ANC givar < 1 x 10%1 kav/f 0 aptdudg
apometodiov eivar < 50 x 10%1 extoc edv anotedel emaxdiovdo oe Aéppopo Smdnong Tov pveod Tmv
0GTAOV.

2ovviotauevy doon
H ocvvietdpevn d0om évapéng g Aevaiidopidng ivor 20 mg yopnyodueva amd Tov GTOUATOG i popd
mv nuépa katd T nuépeg 1 g 21 emavaiappavépevov kKokhov 28 nuepdv yio £0¢ 12 KhkAovg
Bepaneiag. H cvuviotmdpevn 86om évapéng tng prrov&udunng eivar 375 mg/m2 gvdopiéPia (IV) kabe
gPdoudda otov koKAo 1 (nuépeg 1, 8, 15 ko 22) kot v nuépa 1 kabe koKAov 28 NuUeEPDOV Y10 TOVG
KOKAOLG 2 €g 5.

®  Bruara ueiwons g 00ans

Aodon évapéng 20 mg pio gopd v nuépa Kota Tig nuépeg 1-21, kdbe 28 nuépeg
Eninedo doong -1 15 mg pio gopd v nuépa katd Tic nuépeg 1-21, kdbe 28 nuépeg
Eninedo d6ong -2 10 mg pio opd tv nuépa katd Tig nuépeg 1-21, kabe 28 nuépeg
Eninedo doong -3 5 mg pio @opd v nuépa katd tic nuépeg 1-21, kabe 28 nuépec

TNa mpocappoyéc g d6ong AdYm To&kdTNTOoG e T prrovédpm, avatpéste oy avtictoynlepiinyn
v Xopaktnplotik®v tov [Ipoidvroc.

o Opoupforevia

Otav T0 aUoTETAMA, ZUVICTAOUEV TTOPELD

MeiwBovv oe < 50 x 1091 Awaxoyte ) Oepancio pe Aevoridopion kat
TPOUYUOTOTONOTE VO TANPEC OLULOSLOLY POULLLLOL
(CBC) tovrayiotov ke 7 nuépeg
Emotpéyouv og > 50 x 1091 Eavapyiote TN AevaASouidn 6TO auicmg
YouNAOTEPO £Minedo d0onc (eminedo ddomng -1)
Mo k60e emdpevn ntdon kétw omd 50 X 1091 | Awxdyte ) Oepomeio pe AevariSopidn kat
TPOUYUOTOTONOTE VO TANPEC OLLOSIOLY POULLLLOL
(CBC) tovhdyiotov kabe 7 nuépeg
Emotpéyouv o > 50 x 1091 Eavapylote T AevaAdouidn 6To apécms
YounAotepo emninedo d60m¢ (eninedo d6oNG -2
M -3). Mnv yopnynoete 06N LKPOTEPT TOL
emmédov 060G -3.

o Amdlvtog apiBuos ovdetepopilawv (ANC) - ovdetepomevia

Otav o ANC ZuvieTduevn Topeia®

Mewwfei og < 1,0 x 1091 yia tovrdyiotov 7
Nuépec MMe1m0ei og < 1,0 x 10%1 pe
oyeti{ouevo mopeto (Deppokpocio coOUNTOC >

Awkoyte T Ogpameio pe Aevoldopion Kot
npaypatoroote Eva CBC TtovAdyiotov kabe

38,5°C) 1 muépeg
Mewwfei g < 0,5 x 1091
Emotpéyet o > 1,0 x 1091 Eovapyiote TN AEVOALOOUION 6T0 AUECHC
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YouNAOTEPO £Minedo dOong (emimedo ddomg -1)

Mo k60e emdpevn ntdon kétw omd 1,0 x 1091
Yo

TovAdyioTov 7 nuépec N mtoon o€ < 1,0 x
1091 pe oyetilopevo mopetod (Oeppokpacio

AwokoyTe T Oepameio pe Aevoldopion Kot
npaypatorotfote éva CBC tovAdyiotov Kabe

muépeg

omupatog > 38,5°C)n mrdon ot < 0,5 X 10%1

Hovapyiote T AevaAdopidn 610 apécmg
YOUNAOTEPO ETimedo dOoTg (emimedo dooNG -2,
-3). Mn yopnynoete 86on KpdTEPN TOL
emmédov doomg -3

“ Katd mv kpion tov yorpo, edv 1 ovdeteponevia givat 1 Lovn ToEIKOTNTO 6€ 0OTO10NTOTE EMINESO HOONG, TPOCHESTE TOPAYOVTA JEYEPCTG
anokidv kokklokvttapov (G-CSF)

Emotpéyet o > 1,0 x 10%1

Oladec Aupmuo (OA)

2vvopouo Avong oykov (Tumour lysis syndrome, TLS)

O)ot o1 acbeveig Bo mpémet va, Aapfdavovy Tpoevuiaktikny aymyn Yo to TLS (aAlomovptvorn,
POGUTOVPIKAGT 1) IGOSVVOUO GUUPMOVE, HE TIG KATELBVVTNPLEC 001 YiEC TOL WPHIOTOS) KOl Vo Eivar
KoAd evOdaT@PEVOL (aTd TOL GTOUATOG) KATA TN SEPKELD TNG TPATNG EROOUASNS TOL TPMOTOV KUKAOL
N Yo LeYAADTEPO YPOVIKO dtdatnua av gvdsikvutar KAvikd. [Ipokepévon va mapakoiovBodvtot yio
TLS, o1 acbeveig Oa mpémel va vrofaiiovtal o froynuiko éheyyo kabe efdoudda Katd tn SiapKeL
TOV TPMTOV

KOKAOL Kot OTG EVOEIKVLTOL KAVIKA.

H Aevoiidopion pnopei va cuveylotel (0661 cuvinpnong) oe aceveic [e epyacTnplokd
emPePoropuévoTLS 1 pe Khvikd emPefaiopévo TLS Babuov 1 9 katd v Kpion Tov yroTpov,
LEUDOTE T O00T KAt £val EMIMESO KOl GLVEYIOTE TN AEVOAIOOUIdT. Oa mpénel va mapacyedel eviaTikn
EVOOPAEPLO EVOOATMGT KO KOTAAANAN 10TPIKY| Sloelpton cOUG@VO UE TNV TOTIKT cuvi o Bepamneio,
uEYPL TN 010pHom TOV AvVOUUAIDOV ToV NAeKTpoALTOY. Evoéyetal va ypelactel aymyn ue
pacpumovpikdon yio ) peimon g vrepovpryaipiog. H voonieia tov acBevoic evamokeital otnv
Kkpion Tov yiotpoo.

Ye aoBeveic pe kKhvikd emPeParopévo TLS Babuov 2 émg 4, dtaxdyte T AeVoAdopuidn Kot
TpaypoToromote Proynukd Eleyyo kabe efdopdda 1 Omwg evdsikvotar KAvikd. Qo mpénet va
napacyedel evtatiky] evooPAEPLa EVUIATMOON KO KOTAAANAT 10TPIKT SLoEIPLOT GCUUPOVO. LE TNV
ToTIKY ovvnOn Bepameia, péxpt T S10pBwoN TV avOUIADY T®V NAekTpolvTtdv. H aywyn pe
POGUTOVPIKAGT KOl 1) VOOT|AELD evamdkevTal 6TV Kpion tov yorpov. Otav to TLS vroympnoet
oe BaBpov 0, Eavapyiote T Aevaiidopuidn oty apécms Yopniotepn d66n Kot TNV Kpiorn tov
ywtpoO(BA. mapdypopo 4.4).

Avtidpaon ovolwrdpwong oyxov

Kotd v kpiomn tov yiotpov, n AevaAidopidn uropei va cuveylotel oe acbeveic e avrtiopaon
avalomopwong 6ykov (Tumour flare reaction, TFR) Babpov 1 1 2 yopic Swakonh 1 tpomoroinom.
Kotd v kpion tov yrotpo, pnopet vo xopnynOel aywyn pe LU GTEPOELDN OVTIPAEYUOVMOIN PAPLLOKOL
(MZA®), KopTIKOGTEPOELDT| TEPLOPIGUEVIC SLIPKELNG KA/ VOPKOTUKH ovoAynTkd. Xe aoBeveic e
TFR BaBpov 3 1 4, dwokdyte ) Oepameio pe Aevaidopion kot Eekvnote aywyn ue MIAD,
KOPTIKOGTEPOELDN Kav vapk@tikd avaiyntikd. Otav n TFR vroywproet oe < Babuoo 1, Eavapyiote
N Oepaneio pe Aevoidopion oto idto eninedo d6omg yio Tov vTdAoITo KVKAO. Ot aobeveic pmopovv
va AdPovv Bepomeio yio T dayeipion TV GVUTTOUATOV, COUE®VL UE TIG 00NYieg Yia T Oepomeio
™G TFR BaBuov 1 kot 2 (BA. mapdypago 4.4).

Olec o1 evigiceic
IMo aAreg to&ikdreg Babuov 3 M 4 mov kpivovrtal oti oyetiCovion pe tn Aevaiidopuion, n Oepameia Oa
TPETEL VAL SLOKOTTTETAL Ko va., apyilel €k vEOL LOVO GTO APECHG XAUNAOTEPO ETimedO dOONG OTOV N
to&kOTNTO LTOYWPNoEL 68 < BaBpov 2, avaioya pe tnv Kpiomn Tov ylatpoo.

H wpocwpvi 1 poviun drokomr| tng Aevaridopiong Oa mpénel va eEetaletal og depuatiKd e£avinua
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Babpov 2 1 3. H Aevoiidopidon mtpénet va, SLoKONTETAL GE AyYELO0IONL, OVOPVAAKTIKY OvTidpaomn,
e&avOnuo Babpot 4, aro@oMdwmTikd 1 ToUPOAVYDOEG £AVONLLa, 1] O€ TEPITTM®OT VTOYING GLVIPOLLOV
Stevens-Johnson (SJS), To&ikng emdepkng vekpoivong (toxic epidermal necrolysis, TEN) 1
Ooppakevtikng Avtidpaong pe Hoowoeirdia kot Zuotpatikd Zountdpote (DRESS), kot dev Oa
npénel va Eavapyilel HETA TN SLOKOTY AOY® OVTOV TV AVTIOPAGEDV.

Edwkoi mtinbvouoi

o [owdwrpkdc tAnbBvcoudg
To Lenalidomide/Grindeks dev mpémet va ypnoponoleiton o€ maidid Kot eprovg amd T yévvnon £mg
v nAkio kato tev 18 etdv Yo Adyovg acpdieiag (PAEre Tapdypapo 5.1).

e HAlxkiopévol
Ta péypt tdpa Stofécipa PapLaKoKIVNTIKA dedopéva TEPLYPAPOVTOL GTNV Tapdypoeo 5.2. H
Aevoldopion €xel ypnolponmoinbei og KMVIKEG S0KIIEG € ao0evelg e TOALATAO LVEA® IO NAKIOG G
91 etav (PAéme mapdypa@oS.1).

Kabmg o nukiopévor acbeveic eivar mo mbavo va mapovsidlovy petmpévn veepikni Aettovpyia,
OTTOLTEITOL TPOCOYN KOTA TNV ETLAOYT TNG 00G0A0YI0G KOl GUVIGTATOL 1) TAPAKOAOVON O TN VEQPIKNG
Aertovpyiog.

Neodroyvawo0ev mollamlo pvélwuo: aobeveic mov oev gival katdAiniot yio uetauoocycvon
AocBeveig pe veodiayveoc0év modlhamAd poéiopa nitkiog 75 etodv kot dve Ba tpénet va agloloyovvton
TPOGEKTIKG TPV TO evAEXOUEVO AMym¢ Bepaneiag (PAéne mapdypago 4.4).

INa acBeveic nlkiag dvo Tov 75 etdv mov Aappdvovy Oepaneia e Aevoidopion 6 GLVOVACUO LE
de&apebalovn, n 00on Evapéng g deapebalovng eivon 20 mg pio opd v nuépa Katd Tig nuépes 1,
8, 15 ka1 22 ké0e kdxAov Oepaneiog 28 nuepmv.

Agv TtpoteiveTon TPOGAPHOYN TNG 000N Y. acbeveic nhikiag dve TV 75 etdv mov AauPdvouv
Oepamneio pe Aevaidopuion og cuvoLOCUO Pe LEAPAAAVT] KOt TPESVILOVN.

e acbeveic pe veodiayvwoHév ToAlamAd puéhopa nikiog 75 etdv ko avo tov Edafav Bepaneio pe
Aevodopion, mapatnpnOnke VYNAOTEPT GUYVOTNTA ELPAVIONG GOPAPOV AVETOOUNT®OV EVEPYELDV
KOl OVETOOUNTOV EVEPYELDY TOL 00N YN CaY GE dlakomn NG Depaneiog.

H ovvdvacuévn Oepameio pe Aevaitdopuion ntav Aydtepo avektn o€ acbeveig e veodtoyvaocéy
TOAALOTTAG PUEA® Lo NAKiOG Ave TV 75 eTdv 68 cOYKPLoN UE TO VEOTEPO o€ NALKia TAnBuoud. Avtoi ot
acBeveig di€komtav o€ YNAOTEPO TOGOGTO AOY® U1 avoyng (avemBounteg evépyeteg Babuov 3 1 4 kot
cofapég avembounteg evépyeleg), o oOykplon ue acbeveig nhikiog < 75 etmv.

Holdorhd poédawua: acleveis ue tovidyiorov uio mponyoduevy Beporeiao

To 1060016 TV 060evaOV Le TOAAATAO pLEA® A NALKIOG 65 eTdV 1 Ave dev SEPEPE CNUAVTIKA HETAED
™¢ opadag Aevaidouiong/oe&apuedalovng Kot tng opdoog sikovikov gapuakov/deéauefaldvng. Asv
TopaTNPNONKE GLVOAKN SLUPOPE MG TPOG TNV ACPAAELN ) TNV OTOTEAEGUATIKOTNTA LETAED ALTOV TOV
acOevav kot aclevov pikpdtepng NAKING, 0ALA (o HeyaADTEPT TPOIIABEST] OTA ATOUA LEYAADTEPNG
nAkiog oev pumopel va amokAEIoTEL.

Ol deg Aéupmua
INa acBeveig pe ol{ddeg Aéppmpo mov Erafov Bepameio pe AevaAidopidn o€ GUVOLOCUO HE
PLTOVELUAUTT], T) GUVOAIKT GLYVOTNTO, AVETIOOUNTOV EvePYEL®V givar Tapopota, yio acbeveic nAkiog 65
ETMV Kol GV o€ cVYKPLoN pe aobeveic nhikiag KaTm TV 65 etdv. Agv TopatnpnOnKe GLVOATKN
SPOPA MG TPOG TNV ATOTEAEGLOTIKOTNTO UETAED TV dVO NAIKIOKOV OUAO®V.
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e AoBeveic e veppikr SuoAettovpyia
H Aevoldouidon amekkpiverar kupimg amd tovg veppovg. Acbeveig pe peyarlvtepo Babuo veppiknig
dvuolettovpyiag pmopei va £xovv dratapaypévn avoyn otn Oepaneio (BAEne mapdypago 4.4). O wpémnet
va, divetol TPoGoyn KOTd TNV €MA0YT TNG 000G KOl GLUVIGTATOL TAPAKOAOVONGN TNG VEPPLIKNG
AerTtovpyiog.

Agv amo1TOOVTOL TPOSUPIOYEG TNG dOONG Yo acBeVEIG e Lo veppikn SucAettovpyia Kot TOAAATAO
poélopo 1 olddeg AEppmpa.

Ot akdAovBec TpocappoyEg TS 800N GuVIcTOVTAL KOTtd TNV Evapén tng Bepaneiog kot kab’ dAn ™
ddpkera g Bepameiog yio acOeveig pe pétpra 1 coPopn veppikn dvciettovpyio 1| veppomddeia
teMKko0 otadiov. Aev vrdpyet epmelpio og dokipéC edong 3 pe Neppomdbela Telkod Etadiov (End
Stage Renal Disease, ESRD) (CLcr < 30 ml/min, amottei oipokdabapon).

TloAamldo uveiwua

Ne@pucn Aertovpyia (CLcr) [Mpocappoyi Tng 6661Mg

MétTpila veppikn dvoAelTovpyia 10 mg pio @opd v nuépat

(30 < CLcr < 50 ml/min)

ZoPapn veppikn dvcAeltovpyia 7,5 mg pia popd TNV nuépa’

(CLcr < 30 ml/min, dev amatitel cupokabopon) 15 mg pio opd kébe devtepn nuépa

[NeppomdOeio Tehikov Xtadiov (ESRD) (CLcer < 30 5 mg pia opa v nuépa. Kotd tig

ml/min, awottel alpokddoapon) MUEPEC TNG arpokabapong, n 66on
mPETEL Vo yopnyeltal LeTd TV
opoxafapon.

1 H 860 pmopet va owéndei oe 15 mg pia popd v nuépo. peté amd 2 koxAovg, edv o acbevig dev avtamokpiveton otn Ogpamneia
kot avéyeton T Oepomeia.
2 Te ympeg 6mov Statideton To Kaydkio twv 7,5 mg.

Ol des Aupawua

Negpwn Aerrovpyia (CLcr) Mpocappoyh Tne d661C
(Muépec 1 ¢ng 21 Tavoropufoavouevmv
KOKA®V 28 nuepdv)

Métpila veppikn dSvcoiettovpyia 10 mg pia @opé v nuépot 2

(30 < CLcr <60_ml/min)

YoBapn veppikn ducAgttovpyio Aev vrapyovv dobéoipa dedopéva’

(CLcr < 30_ml/min, dev anottel orpoxddopon)

Neppomdfeia Tedkod Xtadiov (ESRD) Aev vrapyovv dobéoipa dedopéva’

(CLcr < 30_ml/min, arottetl aupokabapon)

'H §60n pmopei vo, avamposcoppoctel 6e 15 Mg pic gopd Ty Nuépo HeTd amd 2 KOKAOUE, £Gv 0 0c0evHg &xel aveydel T Bepomeio.

2 TN acBeveic oe d6om évapéng 10 mg, oe mepintoon peimong d6omg ylo Ty avipetdmion g ovdeteponeviag 1 Opopponeviag Baduod 3 14,
1 6AAng to&uwodmrog Babpov 3 1 4, n omoia kpivetar 6t oyetiCetan pe ™ AevaAidopidn, un xopnynoete doom kpdTepn TV 5 mg Kabe
devtepn nuépa i 2,5 mg pio opd v NUéPa.

3 Ov aoBeveic pe coPapn veppikt) Suchettovpyia | ESRD amoxheictnioy omd t pekém.

Metd v évapén Bepameiog pe AeVoALOOUidN, ETOUEVN TPOTOTTOINGT TNG 6OGMG AevaAldouidong oe
acBeveic pe veppikn dvoiettovpyia Oa wpénel va faciletar 6TV avoyr TOV EKAGTOTE AoOEVODC 6T
Oepameio, OTMC TEPIYPAPETOL TAPATAV®.

e  Aocfeveic pe nmotikn dvcheltovpyia
H Aevoiidopion dev £xetl emionua uehetndei og acbeveic pe nrotikn SveAettovpyio Kot dEV LITAPYOLY
€101KEG 00COLOYIKEC GUGTACELG.
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Tpoémog yoprynong

A6 otoépATOC Xp1ION.
Ta kaydxia Lenalidomide/Grindeks 8a mpénet va Aapfavovtal amd 6TOUUTOG TEPITOL TNV 1510 dPOL TIG
mpoypappaticpéves pépes. Ta kaydakia dgv mpémetl va avoiyovtat, vo omalovtal i va pacaovrot. Ta
Koyakwa Oa Tpémel va Katamivovtor OAGKANPpa, KAt TpoTipnon e vepod, He 1 xopig eoynto.

IMo v agaipeon Tov KoWoKiov amd TNV KOYEAN GUVICTATOL VO TECETAL LOVO GTO £va GKPO TOV,
HELDVOVTOG KT  0VTOV TOV TPOTO TOV KivOLVO Tapapdpemaeng i Opadong Tov Koyakiov.

4.3 Avtevocigeg

e YrepevaroOncio otn SpacTikn ovcio 1| 6€ KATOL0 0O T K00 TOL AVAPEPOVTAL GTIV
moapdypago 6.1
¢ 'Eykveg yovaikeg
e ['vvaixkeg o avomapay®ykn NAKia eKTOS €6V 1kavomToloHvTol OAES 01 TPOVTOOEGELS TOV
ITpoypaupoatog [pdinyne Komong (BAéne mapaypdeovg 4.4 ka1 4.6).
4.4 Edwkég mpogrdomomoeis Kot Tpo@purdtels Katd T (pion
‘Otav 1 Aevoirdopnion yopryeitol 6€ cVVOLAGNO pE AAAA QUPUUKEVTIKE TPOiIOVTA, TPETEL VA
ocvppovireveste TV avtiotoryn lepiinyn tov Xapaxktnprotikav Tov Ilpoidvrog wpiv amdé tv
évapén g Oepaneioc.

[Ipoeidoroinon kbnong

H Aevaidouidon oyetiletat doptkd pe ) Baidouion. H Boiidopidn ivarl pio yvootn tepatoydvog
dpaotikn ovcia Tov tpokaiel coPfapéc, aneldnTikés yia (o1 dtapoptieg dStamAdoews. H
Aevoldopidon Tpokdiece o TONKOVS SVOTANCIES TAPOUOLES LLE AVTEG TTOV TEPLYPAPTKOV Y10 TN
BaAdouidn (PAére mapaypaeovg 4.6 kot 5.3). Eav n Aevaiidouidn Anedei katd ™ didpreia g
KONONG, M TEPATOYOVOC ETIOPOON TG AEVOALOOUIONG GTOVG avOPDTOVS Eival AvaUEVOUEVT).

O podmobéoeic tov [poypauportog IIpdAnyne Kinong mpénet va ikavomotobviat yio OAES TIC acheveig,
€KTOC €4V VITAPYOLV 0ELOTTIOTA GTOLYED OTL M AoOEVG OEV Eival G avamapoy®YIKn NAtkia.

Kpirthplo Yo Yuvoikec Tov 8gv Vol GE OVOTTOp oY WYLKH NAKia,

Mua yovaiko acBevig 1] oOVIpoog evog dvdpa acBevoig Bempeitat 6T eival o€ avamapaywyikn nikio
, EKTOC €AV IKOVOTOLEITAL TOVAAYLGTOV £val 0o Ta, akOAovOa kprTipLa:

e Hiwkia > 50 etdv kot puororoykd apnvoppoikn yio > 1 érog (H apunvoppola petd omd
avTIKapKIviKY Bepameio 1 Katd Tn dtdpKeld Tov ONAacpoD dev amokAgiel duvatotnTa
TEKVOTOINONG).

e [Ipoéwpn wobnkikn avendpkela, emiPeformuévn amd e01kO YUVOIKOAOYO

e IIponyobuevn aueoTeEPOTAELPT COATLYYOMOONKEKTOUN 1| VOTEPEKTOUN

e XY yovérumog, cbvdpopo Turner, ayevesio Tng WATPOC.

Evnuépmon
H Aevaiidopion avtevdeikvotal 6€ yOVaikeg e SuVOTOTNTO TEKVOTOINGTG, EKTOG EAV IKOVOTOLOVVTOL
ola ta akdAoLOO KpLTHpLOL:
e H acBevic katavoel Tov avapevopevo Kivovvo tepatoydvov dpacng 6to Eufpvo.
e Kotavoel Tnv avaykn Yo 0TOTEAEGUATIKY] AVTIGUAANYT], AOLAAETTO, TOVAQYIGTOV 4
gPoouddeg mpv v évapén g Bepameiag, kad’ OAn ™ didpkela e Oepameiog Kat
TOVAGYIGTOV
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e 4 gfdopdodec puetd v oAokAnpmon g Bepameiog.

e AxOUO KOl OTNV TEPIMTOGT] TOV UI0 YOVOIKO LE SVVATOTNTO TEKVOTOINGNG £XEL AUNVOPPOLAL,
TPETEL VO, AKOAOVOEL OAEC TIG GUOTACELC GYETIKA LLE TNV OTOTEAEGUATIKT OVIIGOAAN Y.

e H acBevic Ba mpémel va ivar 1Kovn vo GUULOPPMOVETAL LE AMOTEAEGULATIKA LETPOL
OVTIGCOAANYNG.

e H acBevic éxel evnuepmBei kot KaTavoel TIG EVOEYOUEVES GUVETELEG TNG KONOMG KoL TNV
aVAYKN GUECMG EVIUEPWOGTG TOV LOTPOV GE TEPIMTMOOT] TOV VIAPYEL KIVOLVOGKVITONG.

e H acBevic xotavoel v avaykn évapéng tng Bepaneiog evBHg apéomc petd
GLVTAYOYPAPNON TNG AEVAALOOUIONG, LETA OTO APVNTIKO OTOTEAEGLO TEGT KUTOT|C.

¢ H acBevic katavoel Tnv avdykn Kot d€yeTan vo VITOPAALETAL GE TEGT EYKVUOGVVIG
TovAdLoTOV KAOE 4 gfdonddeg eKTOG amd TNV mepintwon emPBePaiopévng CaATLYyIKNG
otelpoong.

e H acBevic BePformvel 6TL KOTAVOEL TOVE KIVOUVOLG KOl TIG OTTAPAiTNTES TPOPVALEELC TOV
oyetiCovtal e TN xpnomn g Aevoldouiong.

IMo vdpeg acBeveig mov AapPavovv AeVaAildouion, To PapUAKOKIVITIKG dedoUéEva, EDE1EAV OTL 1|
Aevadopion eival Tapovoo 6To avOpOTIVO GTEPUN o€ EEAPETIKA YUUNAA ETiTed KATA TN S1dpKELN
¢ Oepaneiog Kot Oev aviyveDeTal 6T0 avOpdOTIVO oTEPL 3 NMUEPES LETA T SLOKOTY| TNG OVGING CE
VYLEG Gropo (PAEE mapdypao 5.2). Qg tpoevAaén Kot Aapufavoviog vroyn e1d1koHs TANBVGHOVG e
TOPAUTETOUEVO XPOVO ATOPOANG, OTMG O TEPITTMOT VEPPIKNG dvcAeltovpyiag, OAOL 01 Avdpec acbeveic
OV AAUPAVOUY AeVOASOUIdN TPETEL VO IKAVOTOLOVV TIG 0KOA0LOEC TpoDToOETEIC:

e Koatavoolhv tov avapevopevo kivouvo tepatoyovou dpdong edv Exovv 6e£ovalKY| ETAEN LE
pio £ykvo yovaika 1 pio yovoika pe duvatotnTo TEKVOTOineG.

e Koatavoolhv v avaykn ypnong TpopuANKTIKOD gdv £xovV 6eE0VOMKY| TP LE Lo £YKLO
yovoika 1 [e po yovoiko pe dSuvatdTnTa TEKVOTOINGTG TOL OV (PN CIHOTOLEL AMOTEAEGULATIKN
avTIoVAAN YN (aKkoua Kal av 0 Gvdpag Exel VTOPANDEl o€ EKTOUN GTEPUATIKOV TOPOV), KOTA TN
duapketo TG Bepameiog Kot Yo, TOVAAYIOTOV 7 NUEPEC LETA TIG TPOGMPIVESG SLOUKOTEG TNG 00GTG
KOV TNV oploTikn dtakonn tng Oepansiog.

e Koatavoolhv 0Tl 6€ TEPIMTO®OT TOV TPOKVYEL KOTGT G GUVIPOPO AVOPA AGOEVOVS EVOS®
MapBove Lenalidomide/Grindeks 1 o€ pikpo ypovikd d1dotnuo LeTd T 10K TG AYNG
Lenalidomide Grindeks, avtdg Oa mpémel va evnuepmoel ouécmc to Oepdmovta 1otpd ToL Kot
EMIONGC GLOTNVETAL 1] GVVIPOPOG TOV 060evolG va TaparepPbel g 10TPO EOIKEVUEVO N
TEMELPAUEVO OTIG dLapapTies dSidmiaong yia a&loAdynomn Kot Kabodnynon.

O cvvtayoypaeogc 1 TpOg TPEMEL VO S1ACPAAITEL Ta. akOAOVO Y10 YOVAIKEG PLe SUVATOTNTA
TEKVOTOINoNG:
e H acOevic cuppopedveton pe tig mpodmodéceig tov Ipoypduparog [Ipdinyng Konone,
ovumeprrappovopévng empPefaimong 6Tt To £(EL KATAVONGEL EXTAPKAC.
e H acBevic £xet amodeybel Tig Tpoavapepbeiceg tpoimobécerc.

AvTicOAA YN

Ot yvvaikeg pe SuvotdTNTO TEKVOTOINGNG TPETEL VA, YPTN|GLLOTOLOVV TOVAGYIGTOV L0 OTTOTEAEGLOTIKN
1€00380 avTIGOAANYNC Yo TOVAAYLGTOV 4 gBdouddec Tpv T Oepameia, Katd ™ dtdpKeLla Tne Oepameiag
Kol Yo TovAdyiotov 4 gfdopnadeg petd m Oepaneio pe Aevaildopion, akdpo Kol o€ tepinTmon
S10KOTNG TNG 0O0NG, EKTOG €4V 1 AoOEVG OECUEVTEL Y100 ATOAVT Kol GLVEYT Aoy, 1| omoia Ba
emPePoardvetor og unviaio Baon.Edv dev ypnoiponolel anote e patiky aviicOAAN Y, 1 acOeVg
npénel vo topaneOel o€ KOTAAANA O EKTOIOEVUEVO ETTAYYEALOTIO VYELOG Y10 GYETIKEG CUUPOVAEG, £TGL
M®OTE VAL EEKIVIGEL 1] AVTICOAA Y.

Ta akdéAovBo propovv va Bewpnbodv g mapadeiypato KaTdAAA®V nedddwv avTicOAANYNC:
) Epgoitevpa
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e Evdountpikd cvomua (intrauterine system, IUS) anehevbépwong AefovopyectpéAng

o Acg&apevn o&ikng pedpoéumpoyeotepdvng (depot)

e XoAmyylkn oteipwon

o Yefovolkr| emapn povo pe dvdpa mov £xel vioPfAnbel e exTopr| ongppatikod tépov. H
EKTOUN TOV GMEPUATIKOV TOPOL TTpEmeL va emPePorwel pe dVo apvnTikéc avaldcelg
OTEPUATOC.

e  XAmo ovosTOANG TNG woppNnElag TOL TEPLEXOVY LOVO TPOYECTEPOV (TT.Y. OECOYESTPEAN)

A6ym Tov avénuévou Kivdovov eAePikng OpouPoepufoinc o acbeveic pe ToAAATAO pVEA®LO 01 0TTOi01
Aappavooy Aevoiidopion og Bepaneio cuvovac oD, Kol o€ uKpoTePo Babud oe aceveic e ToALOTAO
poélmua, mov Aappdvouv povobepaneia e AevaAldopidn, Ta amd cTOUATOS GLVOVACUEVA
OVTICVAANTITIKA Yamia dev cuvictdvtot (BAéne eniong mapdypaeo 4.5). Eav pia acBevig ypnoipomotel
omd OTOUOTOG CUVOVUGUEVT] AVTIGOAANYT, 1| AcOEVIAG TPETEL VO LETATAGGETOL GE [i0 OO TIG
amoTeEAEGUATIKEG HeBOdOVE oL TapaTifevtol Tapandve. O kivovvog eAefikng Opopufoepnpoing
ovveyilel va vopiotatol yio 4—6 efdopddeg PeTd ™ SloKOTN TNG 0O GTOUATOG GUVOVAGHEVNG
avTICVAANYNG. H amotelespatikdTnTo TV OVIIGLAANTTIKOV GTEPOEOMV EVOEYETAL VO LEL®MBEL KaTA
™ dibpketa g Oepamneiag pe cuyyoprynon de&apnebalovng (PAéne mapdypapo 4.5).

Ta gpeuTed HOTA Kol TA EVOOUNTPIKA CUOTNUATA ATeEAELOEPOTG AEPovopyesTpéing oyetilovTat pe
avénuévo kivouvo Aoipnmwéng Katd TV TortofETnon Tovug Kol aKavOVIeTI KOATIKY aloppayia.
[Tpopviaktikn ANym avtirotik®dv Oo tpénet va eEgTdleTal, £0KA 0TV TEPITT®OT 0GHEVDOVY pie
OVLOETEPOTEVIML.

Evéountpikéc cuokevéc amelen0épmong xaAkoD YEVIKA OEV GUVIGTOVTIOL AOY® TOL EVOEXOUEVOL
KtvoOVoL AoTU®mENC KATA TNV TOTOOETNGN TOVE KOl KOTAUNVING OTMOAELNG OiLOTOC, 1| OTTOl Uopel val
PAayel acBeveig ue ovdetepomevia 1 Opoupomevia.

Aoxwoocio Kdnong

ZOUQMOVO [LE TNV TOMIKY LOTPIKN TPAKTIKY, TPETEL VO TPAYLOTOTOLOVVTAL VIO 1OITPIKN EXIPAEYT
dokipaoieg Komong pe eldytotn gvatcOnoia 25 mIU/ml yia yvvaikeg pe dvvatdtnta tekvonoinong,
OTMOG AVOPEPETAL TOPUKAT®. AVTN 1 amoiTnoT cvureplAapBdvel yovoikeg pe dvvatotnrto
TEKVOTOINGMG 01 0Toiec ePapuOLovV amdAVTN Kot cuvey amoyn. Idavikd, n dokipacio KOnoeng, N
cuvTayoypaenon kot n xopnynon 0a mpénel va tpayuotorombodyv v idto nuépa. H yopriynon g
Aevaldouiong oe yovaikeg e SuvatoTNnTo TEKVOTOINong Do Tpémel va yivetal eviog 7 NUEPOV 0o T
oLVTAYOYPAPNON.

Lpwy v évapln e Bepareioc

Otav ocvvtayoypapeitor n Aevaiidouidn, Oa npénetl va tpoypotonoteital pia dokipacio khnong vmod
TP ETPAEYN KOTA TN SLAPKELD, TN EVIUEPWOGTG, 1] GTO SLACTNUA TOV 3 UEPDV TPV TNV EMIGKEYT)
GTOV GLVTAYOYPAPO 1UTPO, EPOGOV 1) 0GHEVIC EXEL ¥PTCLOTOLCEL ATOTEAEGLATIKT AVTIGOAAYT Y1d
TovAdylotov 4 gfdopddec. H doxipacio mpénetl va emPePaidvetl 6t n acbevig dev ivar €ykvog 6tav
apyilel tn Oepomeio pe AEVOAISOUION.

ToparxolovBnon kou oloxlnpwan the Ospomeiac

Mia dokipacio Knong Vo W TPk enifreyn npénet va emavaloupavetol TovAdyloToV KAOE

4 gBoouddeg, cvpmeprlapfovopuévav tovidyiotov 4 Bdopnadwv PHETE TV oAokApmon g Oepaneiog
€KTOG 0TV MepinT®on emPBePaiopévng CaAmLyyikng GTeElp®ONG. AVTEG 01 dOKIUOGIEG KOO TPETEL VAL
TPOYUOTOTOLOVVTOL KOTE TNV NUEPQ TNG EXIOKEYTC GLVTAYOYPAPNONG 1 EVTOG 3 NUEPDY TPV aTtd TNV
enioKeY™n GTOV GLVTAYOYPEPO 1TPO.

EmnpocBeteg mpouArdéelc
Ot acBeveig Tpémetl va evUeEPOVOVTOL VO, U1 divovV TOTE aVTO TO PUPUAKEVTIKO TTPOTOV G€ GAAOLG KoL
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VO EMGTPEPOVY TUYOV LN YPTCLLOTOINUEVO KO AKLY GTOV QOPHOKOTOLO TOVG GTO TEAOC TNG Bepameiag
Y10 AGQOAT aTTOpPLYN.

Ot acBeveig dev mpémel va dwpilovv aipa kotd T dtdpKeld TG Oepomeiag 1 Yo TOVAGYIOTOV 7 NUEPES
LeTA ™ droKom TNG AEVOALSOUIONG.

Ot emaryyehpotieg vysiog Kot o dropa mov ppovtilovv acbeveic Oa mpémel va popovy yavtio piog
xpNoems otav xepilovror v kKoywéAn 1 to Koydkio. Ot yuvaikeg mov givon £ykveg 1 mhavoroyovv 01t
umopet va gtvor éykveg dev mpémet vo, yelpilovrar v KoyéAn 1 to kKowakio (PA. mapdypagpo 6.6).

Exmadeutikd vAMKA, TEPLOPIGUOL GLVTAYOYPAENGNE KOl YOPTYNoNg

IIpokeipévou va Bondnoet Toug acBeveic va amovyovv v £kBeon eufpvwv oty Aevaiidopion, o
KAOTOY0G TNG Gdelag Kukhopopiag Ba mapdcyel eKTAdeLTIKO VAKSO 6TOVG enayyelpaties vyeiag,
TPOKELEVOD VO TOVICEL TIG TPOELOOTOINGEL CYETIKA LLE TOV OVOUEVOUEVO KIVOLVO TEPATOYOVOL
dpaong g AevaAldouiong, va Tpoc@EPel GUUPOVAEG GYETIKA UE TNV AVTIGVAAN YT TPV TV Evapén TNg
Oepameioc kot va mopéyel KaHodNyNo™ CYETIKA LE TNV avVAYKT Yo doKlpacieg konong. O
GLVTAYOYPAPOG LATPOG TPEMEL VAL EVILEPDVEL TOVG AVOPES KAt TIG Yuvaikeg acBeveig oyetikd pe tov
OVOUEVOLEVO KIVOLVO TEPATOYOVOL OPACTG KOl TA avaTNPd HETPA TPOANYNG KONGTG, OTMOG
kabopilovtal oto [Ipoypaupe [IpdAnyng Kunong, kat va mapéyel 6toug acbeveig to KoTdAAN A
EKTOLOEVLTIKA PLALGSIA Y00 TOV acOeVT], TNV KapTO 060EVOLS Kal/M 16000VAIO HEGO, GOUP®VA, LE TO
epappolopevo eBvikd cuotnua Kaptag acbevovc. Xe cuvepyaocio pe tnv kabe EOvikn Appddia Apyn
€yel viomoBel éva eBvikd eleyyduevo cuotnua dtavouns. To eleyyOeEVO GUGTNIO SLOVOUNG
mEPIAaUPAvEL TN YPNON oG KaPTOG aoBeVODE KU VOGS 1G0dVVOLOD LEGOV Y10 GLUVTOYOYPAQPT|ON
KOUT 1o EAEYYOVG YOPYNONGS, KUl T GLAAOYT AETTOUEPDV CTOLYEIMV GYETIKE LE TNV £VOELEN,
TPOKEIUEVOL VO, TOpoKoAoVOEiTAL 0TEVA 1] EKTOG EVOEIEEMV YpN oM EVTOS TNG X DPas. Idavikd dokipacio
KUNOMNG, N GLVTOYOYPAPN O™ Kot 1 xopnynon Ba mpémetl va tpaypatomotnBovv v idia nuépa. H
XOPNYNON TG AEVOAIOUIdNG GE Yuvaikeg pe duvatoTNTo TEKVOToinong Do tpémel va yivetal evidg 7
NUEPDVY ATd TN GLVTAYOYPAPNON KOl LETE ATd Lo ApVNTIKT SOKLUOGIO KOG VIO 10TPIKN
enifreym. H cvvtayoypdenon yio yovaikeg pe duvatodtnta tekvomoinong umopet va £xetl Héylot
didpkela Oepaneiog 4 BOOUASOV COUPMVA [E TA EYKEKPLUEVO SOGOAOYIKA GYNUOTA TOV EVOEIEE®V
(BAéme mopdypa@o 4.2) Kol 01 GLVTOYOYPAPNGELS Lo OAOVS TOLG AALOVG aebeveic umopel va €xouvv
uéytotn diapkela Ogpomeiag 12 fdopdadwv.

AALec e101KEC TPOELOOTOMGELS KO TPOPLAGEELS KATA TN ¥p1|oM

Euppayua tov pookopdiov

"Epopaypo tov pookapdiov €xet avapepbel oe acbeveig mov Aapfdvoov Aevaldopion, d1otépms o
EKELVOVG LE YVOOTOVE TapdyovTeg KIvOVOoL Kot EVIOS TOV TPOTOV 12 unvadv dtav xpnoiuonoleital oe
ovvovacuo pe de&apuebalovn. Ot acheveic pe yvootodg mapdyovieg Kivohvov — GUUTEPIAAUBOVOUEVTS
mporyovuevng Bpopupwong — Ba tpénel va mapaxorovBodvtar oteEVA Kot Ba mpémel va AnpHovv pétpa
Yo TNV TPooTABELD ELAYIOTOTOINGNG OA®V TOV TAPAYOVI®OV KIvOHVOL TTov dHVAVTOL VO
TpomomonfovV (7., KATVIGUO, VTEPTOCT KOl DIEPALTLOALLIN).

Dlefika kou aptnproxa Opoufocufoiixa coufavro.

e aoBeveig pe TOAAATAO HOEA® LA, O GLVOLACUOG Aevaildouidng pe de&auebalovn oyetiletan pe
avénuévo xivouvo prefikng Opoppoepfoing (kupiwg ev T Pdber prefikne OpouPoong Kot
TVELUOVIKNC eRPoAnc). O kivovvog eAefiknc OpouPoeuPfoing mapoatnpndnke oe pikpdtepo faduod pe 1o
GVVOLAGUO TNG AEVOALOOUIONG e HEAQAAGVT KoL TTPEdVILOVT.

e aoBeveic pe moAhamAd puédmpa, 1 povobepameio Le AEVOASOUION GYETIOTNKE LUE YOUNAOTEPO
kivouvo piefung OpopPoepfornc (kupimg ev tm Pabder pAefikng OpouPmong Kol TVELHOVIKNIG
guPoing) amd 0,11 o€ acbeveic pe TOAAOTAO LLEA® LA TOL AQUPAVOVY AevaAldouion oe Oepameia
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ouvdvacuoy (PAére mapoypdeovg 4.5 ko 4.8).

e aoBeveig pe TOAAATAO LVEA® LA, O GLVOLACUOG Aevaildouidng pe de&auebalovn oyxetiletar pe
avénuévo xivovvo aptnplakng Bpopfoepufoing (kopimg Epnepaypo Tov puokapdiov Kot
OYYELOEYKEPOAMKO €TEIGOO10) Kot TapatnpiOnke o pikpdtepo Pabud pe ) Aevaidopion ce
oVVOLOGUO pE HEAPaAGVT Kot TpedVILOVN. O kivouvog aptnplakng Opoppfoepufoing eivar yopunAlotepog
o€ acbeveic pe moAAomAd puélmpa mov AapPdvouv povobepaneio pe Aevoiidouion anod 6,t1 6
acBeveig pe molamhd puéropa Tov Aappdvovv Aevaidouion oe Bepaneio cuvdvAGHOV.

Katd ovvéreta, ol acBeveig pe yvootovg mopdyovteg kivovvov yio Opoppoepforn —
ovumeprapfavouévng ponyovuevng Bpoupwong — Ba tpénetl va mapakorovBodvtol otevd. Oa
mpémel va ANeBovv pétpa yla tnv mpocntadeia eElaylotonoinons OA®V TV Tapaydvimv Kivddvov Tov
dvvavtol va Tpomomotnfovv (T.y. KATVIGUA, VITEPTACT] Kot vaepAmdaipia). Tavtoypovn yoprynon
£PLOPOTOMTIKAOV TOPAYOVT®V 1 TPOTYOVUEVO 10TOPLKO BpouPoepforitkdv coupdvtov umopei exiong
va, avénoet Tov kivouvo Bpdpufmong otoug cuykekpipévoug acheveis. Xvvenmc, epvdpomontikol
TOPAYOVTEG 1| GALOL TapdyovTeg o1 omoiotl pmopel va avEncovy Tov kivouvo Bpdupfmong, dmmg
Oepameio oppovikng vrokotdotaonc, 0o Tpémel va ¥pnoILoTOIoVVTOL LE TPOGOYN o€ acbeveic e
TOAOTAS LVEAW® O TTOV AapPdvouy Aevaitdouion pe de&apedalovn. ZuykEvipmaon aluocealpivig dveo
tov 12 g/dl 8o mpénet va 00N yNOEL 6€ B10KOTH THE XOPNYNONG TOV EPLOPOTOMTIKAOV TAPUYOVIMV.

ZuvieTdTol 6ToVg aceveig Kot TOVG 10ITPOoVE Vo PPIicKOVTOL GE EYPIYOPCT YO TNV OVAYVOPLOT)
onueiov ko couttoudtov Opoupoeufoinc. Oa tpénel va YiveTal c0GTACT 6TOVG acBeveig va {ntodv
otpikn Ponfeta GV EPEAVIGOVY GUUTTOUATO OTOG dVGTTVOLO, OPOKIKO YOG Kal OO U0 TOV AVO 1
KOTO GKpoV. O TPETEL VO GLVIGTATOL 1] (PO TPOPLANKTIK®V avTIOPOUPOTIKOV QOPUAK®V EOIKA GE
acBeveig pe emmpocOeTovg mapdyovieg kKivdvvov Bpopupwong. H amdeacn yia tn Aqym
avTIOPOUPOTIKOV TPOPLAAKTIKOV UETPOV O TPEMEL VoL AapPaveTal LETA amd TPOoeEKTIKT a&loAdynon
TOV VTOKEIUEVOV TOPOyOVT®V KIvdOVoL Tov Kabe acBevouc.

Av o aclevng eppavicel omoradnmote OpopPoepuforkd copPavra, n Oeporeio Oo Tpémet va dtakomei
xa Bo Tpémer va Eekvioet cuvnOng aviumktikn aywyn. Otav o acBevic otabepomondel otnv
OVTITINKTIKY 0y®YT KOl OVTILETOTLGTOVV Ol TVYOV EMITAOKEG TOL Opoufoepfoiikod cupufavtoc, umopei
va, Eekvnoet Eova m Oepameio pe AevaAlldopion oty apylkn 600n avAaAloyd LE TNV EKTIUNGT 0QEAOVC-
Kwvdovov. O acbevnic Ba mpémel va cuveyicel TNV avTmNKTIKN aymyn Katd ) dtdpkela g Bepansiog
HEe AEVOALOOUIOT.

Ilvevuovikn vrépraon

"Eyxovv avaephel mepntdoelg mvELIOVIKNG VIEPTAGTC, OPICHEVEG Bavatneopeg, og acbeveic mov

éhaPav Oeponeia pe Aevaiidopion. Ot achevelg mpenet va alloAoyodvtal Yo onpUEin Kot GCUUTTOUUTO
VIOKEILEVN G KAPSIOTVELLOVIKNG VOGOL TPV amtd TV £vapén Kot Kotd T didpkela e Oepaneiog e
Aevoldouion.

Ovdeteporevia kot Opouforevia

2TIC KUPLEG OOGOTEPLOPLOTIKEG TOEIKOTNTEG TNG AEVOALOOUION G cLUmEPIAAUPAvoVTaL 1) OVOETEPOTTEVIQ.
kol 1 OpopPonevia. [TAMpec arpodidypoppa, coureptrapfovouévayv tov aptfpuod Kot Tov THTOV
TOV AEVKOKLTTAPMOV TOV AiLATOG, TOL aplOpoD TOV AHOTETOAM®VY, TNG AULOCOLPIVIG Ko TOV
alpotokpitn Bo Tpémel va devepyeitan KaTa TV EXICKEYT AvOQOPAS, KABe EfdoUAdN YO TIG TPDTES
8 efdonadeg Oepoameiog pe Aevaridouion kot oe unviaio Bdon epeng, yio v Tapokorlovdnen yio
KUTTOPOTEViEG. L& 0{MdEG AEPUPMLLO, TO OO TapakoAovOnong Ba Tpénel va mpaypatomoleiton kabe
ePdopdda yua Tic Tpmteg 3 efdoudadeg tov kvKrov 1 (28 nuépec), kabe 2 gfdopndadeg Katd tn Siapreln
TOV KOKAOV 2 £0¢ 4 Kot Katdmy katd v évapén kabe kokAov. Evdéyetal va amatteitol Tpocmpivi
dlokon koM peimon g 06ong (BA. mapdypoago 4.2).

e mepintmon ovdeteponeviag, 0 1Tpdg Oa mpémel va eEeTAGEL TO EVOEXOUEVO YPNOTNG OVENTIKOV
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TopayovIiov o1r Bepaneia Tov acbevovc. Oa mTpénel va yiveTal cOGTACT) 6TOVG AGHEVEIS VO avapEpouV
dueca Toydv eUmHPETA EMEGOOLO. ZVVICTATAL GTOVG 0GOEVEIC KO TOVC 10 TPOovg va Bpickovial og
EYPNYOPOCT] Y10 TNV OVAYVOPLGT] GTUEIDV KOl CUUTTOUATOV OO pPayioc, CVUTEPIAAUPOVOUEVOV
TMETEXELDV Kol eMioTagng, Wiaitepa o€ acbeveic mov Aapufdvouy TaVTOXPOVA POPUOKEVTIKY TPOIOVTO
pe ovénuevn mbavotnta TpokAnong apoppayiog (BAEme Tapdypaeo 4.8, Alpoppayikég dStatopayis).
H cvyyopnynon Aevaiildopiong pe GALOVS LUELOKATACTAATIKOVG Tapdyovieg Oa mpémel va yiveTan pe
TPOGOYN.

e  Neodwyvooév morramAd poélmuo: acheveic mov £yovv vroPfAnbei oe ASCT kot AapBavouv

Oepaneio e AevoMdopion cuvtnpnong
Z1ic avemBounteg evépyeleg and tn perétn CALGB 100104 courepiiapfdavovioav cuppfavta wov
avoeéptnkay petd and yopnynon vyning doong perpordvns kot ASCT (HDM/ASCT), kafdg kot
ovupavta amd Ty TEpiodo Bepamneiog cuvimpnong. Mia deutepn avAaAVOT TOVTOTOINGE GLUPAVTA TOV
TOPOVGIACTNKAV HETA TNV Evapén tng Bepameiag ovvtnpnong. Ztn perétn IFM 2005-02, ot
aveTIOOUNTEC EVEPYELEG TTPOEKLY AV UOVO atd TNV TTEPiodo Bepameiog cuvinpnong.

Zuvolkd, ovdetepomevia Babpov 4 mapatnpnOnke oe vymAdTEPT GLYVOTNTA GTO GKEAN
AEVOAMIOUIONG CLVTINPNONG GE GUYKPLON UE TA GKEAT GUVINPNONG LE EIKOVIKO OAPLOKO OTIG 2 HEAETEG
a&toldyneong g Aevaidouiong cuvinpnong o acbeveic pe NAIIM mov éxovv vmofAindei e ASCT
(32,1% évavtt 26,7% [16,1% évavtt 1,8% petd v évapén g Oepaneiog cuvtipnong] otn perét
CALGB 100104 ko 16,4% évovtt 0,7% ot pehétn IFM 2005-02, avtictoiya). AvemBdunteg
EVEPYELEG OVOETEPOTEVING OQEILOLEVEG TN Bepameio TOV 0O YNCAY GE SLOKOTY TNG AEVAALOOUIONG
avaeéptnkav oto 2,2% tov acbevav ot pelétn CALGB 100104 kot 1o 2,4% tov acbevav ot
perétn IFM 2005-02, avtictoya. Epmopetn ovdeteponevio Babpov 4 avaeépbnke oe mopodpoteg
GLYVOTNTEG GTO GKEAT AEVOAMIOUIONG CLVINPNONG GE CUYKPLOT| LLE TA GKEAT] GLVINPNONG LE ELKOVIKO
eappoko oe apeotepes 16 perétes (0,4% évavtt 0,5% [0,4% vavtt 0,5% petd v évapén g
Oepaneioc cuvmmpnong] o perét CALGB 100104 kat 0,3% évavtt 0% otn peiétn IFM 2005-02,
avtiotorya).O1 acBeveig Oa mpénel va cupPfoviedovtal vo ovaeEPovy AUEGH TUYOV EUTOPETA
eNEL0O010 KOl EVOEYETOL VoL oot Oel mpoowpiv draxomn g Bepoameiog Ko/ peiwon g 66ong
(BAéme mapaypago 4.2).

®popponevia Babuod 3 1 4 mapatnpndnke og vynrdtepn cLYVOTNTA GTA GKEAT AEVOALOOUIONG
GLVTNPTOTNG GE GUYKPLOT LE TO GKEAT GUVTHPNOTG UE EIKOVIKO QAPLOKO GE LEAETEG AEIOAOYNONG TNG
Aevardopiong ovvinpnong oe acbeveig pe NAIIM mov éxovv vmoPAndei oe ASCT (37,5% évavtt
30,3% [17,9% évavtt 4,1% petd v évapén g Oepaneiog cvvimpnong] ot perétn CALGB 100104
kot 13,0% évavtt 2,9% ot pedétn IFM 2005-02, avtictoryn). ZuvicTdtol 6Tovg acheveic kot Tovg
10ITPOVG va, PpIicKOVTOL GE EYPNYOPCT] YO TNV OVAYVOPLET] CTUEIDOV KOl GUUTTOUATOV olpoppayiog,
CUVUTEPILAUPAVOLEVOV TTETEXEIDV KAl EMOTASEWV, Wlaitepa o€ acheveig mov Aapupdvouy Tavtdypova
PUPUAKEVTIKA TPOTOVTA pe avénuévn mbavotnta va Tpokaiécovv aipoppayio (BAéne Tapdypapo
4.8, Alpoppayikég dtatapayEc).

e  Neodyvwohév morrlamdid poédmpa: acbeveic Tov dev givor KATAAANAOL Y10 LETOUOGYEVON
Kol Tov AaufBdvovv Bepaneia pe Aevaldopidn oe cuvdvacoud pe Boptelopipmn kot
de&apebalovn

Ovdeteponevia Babuov 4 mapatnpndnke oe younAdTEPN GUYVOTNTO GTO GKEAOC AEVOAMIOUIONG OF
ovvovacuo pe Boptelopipnn kot de&apedalovn (RVd) oe ocdykpion pe to cvykprtikd okérog Rd
(2,7% évavtt 5,9%) ot pedétn SWOG S0777. Epnopetn ovdetepomevia Babpov 4 avapépbnke ce
TOPOUOLEG cLYVOTNTEG 6T0 okélog RV kau To okélog Rd (0,0% évavtt 0,4%). Ot acBeveic Oa mpémet
va, GUUPOVAEDOVTOL VO OVOPEPOVY AUESH TVYOV eUTOpETa emElc0da. Evoéyeton va amoantndel

TPOG WPV dtakomn| g Bepaneiog ka/n peimon g 66ong (PAéne mapdypapo 4.2).

®popporevia Babuov 3 1 4 tapatnpndnke o€ vynrdtepn ovyvotnta oto okéhog RVd og cuykpion pe
19



70 ovykprtikd okélog Rd (17,2% évavtt 9,4%).

e Neodwyvwchév morhamdd puélopo: acleveic mov dev eivor KATAAANAOL Y10 HETOUOGYEVCOT
ko1 Tov Aapfdavovv Bepaneia pe Aevaidouion oe cuvovacud pe de€apedalovn

Ovdetepomnevia Babuov 4 napatnpndnie oto okédn g Aevoiidopidng e suvovacud pe
de&apebalovn oe pikpdtepo Pabud amd 0,11 6To cLYKPLTIKO oKEAOG (8,5% oe Rd [ovveyn Bepamneia]
kot Rd18 [Bepameia yia 18 koKAovg didpketog 4 efdopnadwv] oe oOykpion pe 15% oto okéEAOG
pedpordvne/mpedvilovng/Oaidopuiong, PAEre mapaypapo 4.8). Eneicddio eumbpeTNG OVOETEPOTEVING
Bafpot 4 ftav cvpemva pe to ovykprtikd oxérog (0,6% oe Rd ko Rd18 acBeviv vid Bepancio pe
Aevardopion/de&apnebalovn oe cOykpion pe 0,7% oto oKkéA0G LeEAQOAGVTG/TPedviLovNc/Baidopniong,
BAéme mapaypapo 4.8).

OpopPornevia Babuov 3 1 4 mapoatnpndnke o pikpdtepo Pabuod ota okén Rd ko RA18 amod 6,11 6to
oVYKp1TIKO okéAog (8,1% évavtt 11,1%, avtiotowya).

e  Neodwyvoobhév morlamdd poédmpa: acbeveic Tov dev givor KATAAANAOL Y10 LETOUOGYEVON
Ko TovAapufavovy Bepaneio pe Aevaidouion oe cuvovacud pe pedpordvn Kot tpedvitdvn

O ovvdvacudg Aevordouiong pe PeEAPaidvn Kot Tpedvilovn oe KAWVIKEG SOKIUEG 0e0ev@dV e
veodlayvmoOEv TOALATAO PHuEA® O GYXETICETAL LE VYNAOTEPT) GUYVOTNTA ELPAVIOTG OVOETEPOTEVING
Bafpot 4 (34,1% oto okélog perpardvng, tpedvilovng katl Aevaidopuiong akorovBoveveg and
Aevardopion [MPR+R] kot ped@ardvn, tpedvilovn Kot Aevoridopidn axorovBodueves and acbeveic
og elkovikd edppoko [MPR+p] oe cOykpion pe 7,8% oe acbeveig vid Bepancio pe MPp+p, PAéne
napdypoeo 4.8). Engicooia epmdpetng ovdeteponeviag Babpod 4 napotnpndnkav ondvia (1,7% oe
acBeveig vnd Bepaneio pe MPR+R/MPR+p e 60ykpion pe 0,0% oe acbeveig vmod Oepaneia pe
MPp+p, PAéne mapdypago 4.8).

O ocvvdvaopog Aevaidopiong pe pedpordvn kot tpedvilovn oe acleveic pe TOAAATAO PLEAD L
oyetileTou pe vymAdTEPT cuyvoTTO EPPaviong Opoppomeviag Babuov 3 ko Babuot 4 (40,4% oe
acBeveic vid Oeponeia ue MPR+R/MPR+p o€ o0ykpilon pe 13,7% oe acBeveic vind Bepancio. pe
MPp-+p, PAéne Topdypago 4.8).

e JloAlomAo pvélouo: acHeveic pe tovddylotov pio Tponyovuevn Oepameio
O ovvdvacudg Aevardouidong pe de&auebaldvn oe acbeveic pe TOALATAO LVEA®UA LUE TOVAAYLIGTOV
pio Tpornyovuevn Oepameia oyetiCeton pe vYNAOTEPT GLYVOTNTA ELEAVIGN G ovOETEPOTTEVIAG Babuov 4
(5,1% o€ acBeveic vd Bepancio pe Aevardouidon/deEapebalovn oe cvykpion pe 0,6% oe acbeveig
o Oepansio pe eikovikd eappoko/de&anefalovn, PAéne mapdypapo 4.8). Eneicodia epumopetng
ovdeteponeviag Babuov 4 mapatnpndnkav onavia (0,6% oe acbeveig vind Oepomeia pe

Aevaldouion /de€apedalovn o ouykpion pe 0,0% oe acbeveic vod Bepaneia pe e1KoviKo
oappoko/de€apefalovn, Préne napdaypago 4.8).

O ovvdvacudg Aevordouiong pe de&auebaldvn oe acbeveic pe morlamhd pvéhopa oyetileton pe
vyNAOTEPN GVYVOTNTA EPPavIons Opouforeviag Babupov 3 kat Baduov 4 (9,9% kot 1,4% avtictoiymg
oe acBeveigund Oepameia pe Aevaridopion/degapedalovn oe cuykpion pe 2,3% kai 0,0% ce acBeveig
v Oepameio pe gicovikd eappoko/deapebalovn, PAéne napdypago 4.8).

o Oldodeg Aépoopa
O cvvdvacprog Aevaidouiong pe prrovépuaunn o aobeveic pe olddec Aéupopo oyetiletot pe
VYNAOTEPT GLYVOTITA ELPAVIoTG ovdeteporteviag Babuob 3 1 4 o€ ovykpion pe aobeveig 6T0 GKELOG
£1KOVIKOD Qapuakov/prrovéipuaumnc. H epmdpetn ovdetepornevia ko 1 Opopfomevia Babuov 3 1 4
wapatnpHOnKay o cuyva 6to okéAog Aevaidouiong/prrov&ipaunng (BA. Tapdypago 4.8).

Arazapoyéc Tov Gopeogidodc
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"Exovv avapepbel mtepuntdoeilg vmoBupeoeldicon Kol TEPUTTOGELG VTEPHLPEOEIDIGHOD. ZuVicTATOL
BérTIoTOG éAEYYOC CLVVOCT POV KATOGTACEMY TOL ENXNPEALOLY T AglTOoVpYia TOV Bupeoeldovg TPV
and v évapén g Bepaneiag. ZuvioTdTal 0pyLKn Kot cuVEXILOLEVT TapaKolovONGT TG Aettovpyiog
oV Bvpe0ELdOVG.

Hlepipepixn vevpomraBeio

H Aevaidouidon oyetiletat doptkd pe t BoAdopion, n omoia eivar yvootod 6t Tpokaiel coPfapn
TEPLPEPIKTN VEVPOTADELD. Ay LINPEE ADENGT OTNV TEPLPEPTIKT VEVPOTADELX TOV TOPOTNPNONKE e TN
Aevaldouidon oe cuvovacud pe deEapebalovn N peApaidvn kot Tpedvilovn N povobepameia pe
Aevaldopion M pe T poKpoypovia xpomn e Aevaitdopuions yua m Bepaneia tov veodioyvewcBévtog
TOAALOTTAOD PVEAD UOTOG,

O ovvdvacudg Aevaidouiong pe evéoprépia foptelopipmn kon de&opebalovn oe acbeveic pe
TOAAOTTAS puéAmpa oyetiletor pe LYMAOTEPT GLYVOTNTA TEPLPEPIKNG veEVporabelac. H cuyvotnta rav
youniotepn otav 1 Bopteopipmn yopnyndnke vrododpa. ['a tpdcebeteg mAnpopopiec, PAéne
mopdypago 4.8 kot tnv [IXI1 yio tn foptelopipnn.

Avtidpoon avolwrdpwonc 0ykov kol oOvIopouo ADong oykov
Agdopévou OTL 1 AEVOAOOUION EXEL AVTL-VEOTANCUATIKY dpAcT, ElvVal SUVATOV VO ELPAVIGTOLY OL
EMMTAOKEG TOV GLVOPALOL Avong dykov (TLS). Exovv avagpepbel nepiotatikd TLS kot avtidpoon
avalomdipwong 6ykov (TFR) mepiraupavopivav kot Bomedpav teputtwoewy ( PAEne mapdypopo 4.8 ).
Kivovvo yua TLS xou TFR Satpéyovv ot acbeveic pe vynid poptio 6ykov mpv amd tn Oepancio. Oa
TPEMEL VoL OlveTal TPOcsoyN 0Tav avToi ot acheveig Eekivov Bepaneia pe Aevaiidouion. Ot
ovykekpluévol acBeveig Ba mpémel va mopakoAovfobviol 6TeEVA, £101KA KOTE TN S1APKELN TOV TPDTOL
KOKAOL 1] TNG KALAK®ONS TNG 060MG, Kol Vo AapBdvovTal ot KOTAAANAESG TPOPUVAAGEELS.

o  Olddec Mpomua
ZUVIGTATOL TPOGEKTIKT TapakoAovOnon kat atoAdynon yio TER. H avalomdpwon dykov propet va
piunBet PD. AcBeveic mov eppdvicav TFR BaBpob 1 kot 2 éhafav Bepameio [ie KopTIKOGTEPOEDN,
MZEA® ko vopr@TkKd avoiynTtikd yio ) dayeipion tov cvuntopdtov e TFR. H andpaon
oyeTika pe tn Aym Oepamevtikdv pétpav yia TFR Qo mpémet va yiveton PeTd amd TpoGeEKTIKT KAVIKN
a&lohdynon tov kabe acbevn Eexmpiotd (PA. mapoypdpovg 4.2 kat 4.8).
Yuviotdtol TPooeKTIKT TapakorovOnon kot a&toddynon yio TLS. O acBeveic Oa mpémetl va eivan kald
EVLOUTOUEVOL KOl VO AOUPBAVOLY TPOPLACKTIKY oy®yn yia To TLS, kabmg kot va vwofdiioviat kKabe
gPdoudda o€ Proynuikd EAeyyo KOTA TN SIGPKELD TOV TPOTOV KOKAOL 1 [LE UEYOAVTEPT YPOVIKE,
HLEGOJCTALLATA, OTMG eVOEiKVUTOL KAWVIKA (BA. Tapaypdpovg 4.2 ko 4.8).

AlAepyikéc avtidpaoeic kol oofopiC OspUOTIKES AVTIOPATELC

"Exovv avoapepOel mepntdoelg aALEPYIKOV aVIIOPACEDV, CUUTEPIAUUPAVOUEVOV OYYELOOIONUATOG,
AVOQPUAOKTIKNG OVTIOPUGTC Kot GOPapmV dEpUATIKGOV avTdpdcemv, copnepirapfovouévav tov SIS, TEN
ka1 DRESS, o¢ ac0eveic mov éhaPav Oepaneia pe Aevaiidopion (PAéne mapdypapo 4.8).

Ot acBeveic 0o Tpémel va EVILEPDOVOVTOL Y10 TO GTULEL KOl TOL CUUTTM UOTO OVTOV TOV AVTIOPACEDV
amd aVTOVE TOV TOVEC GLVTOYOYPAPOVV TO PApuaKko Kot Oa Tpémel vo Aaufdvouy odnyiec va
avoalnTovv dueca wtpikn fondela o tepinTon TOL EKdINAM®COLY QLT To GuuTTOpaTe. H

AeVOAMOO IO TTPETEL VO, SIOKOTTETAL GE TEPIMTOGT] AYYEOOIONUATOG, AVOPUACKTIKNG ovTidpaong,
ATOPOAMO®TIKOV N TOLPOAVYDI0VG e&avOnuatog 1 og voyia SIS, TEN 1} DRESS, kot dev 0o mpémet
va, EEKIVE €K VEOU UETA 0O SLOKOTT AOY® TETOLMV ovTdpacemy. Oa wpénet va e&etaletol To
€VOEYOEVO TPOGOPIVIAG N LOVIUNG SLOUKOTNG TNG AEVOAMIOUIONG OE TEPITTM®OT GAA®Y LOPPDV
SEPUOTIKNG avTidpaonS, avarldyws Tng cofapotntac. Ot acbeveic mov giyav mponyovLUEVEG OALEPYIKES
avtidpdoelc katd tn Oepaneia pe OaAidouidn Oo mpénet vo mapakorovBoldviol otevd, Kabmg Exel avapepOel
ot PpMoypaeia Tlavn deotavpoduevn avtidpacn uetald Aevaldopiong kot Ooidopione. Ot acOeveic
LE 10Top1KO coPapov e&avOnuatoc mov oyetileton pe Oepameia pe Boldopion dev Ba mpémetl va
Aappévoov Aevoiidouion.
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Lenalidomide/Grindeks

Aevtepec mpwromalbeic korxonbeiec

M abénon tov devtepov tpotonaddv kakondewdv (second primary malignancies - SPM) &yet
mopatnpnOel oe KAvikég dokipég oe asBeveic pe puédmpa mov giyav mponyovpévag vtoPandel oe
Oepamneio pe Aevardopion/de&apedalovn (3,98 ava 100 atopo-£tn) o€ GOYKPIOT UE TOVS UAPTVUPES
(1,38 avd 100 atopo-étn). Ot un dimdntikég SPM meptiapufBavouy Seppotikd KOpKIVOUOTO K fOCIKOV
N TAak®d®V kKuttdpmv. H mhetoymeia tov dmdntikdv SPMS ftav kakonbgiec cuoumaydv Oykov.

Xe KMVIKEG doKLUES acBevAV pE veodlayvmcBEV ToAAOTAS puéimpa Tov dev elvor KatdAAniot Yl
HETAPOGYELOT], £xEl TapatnpnOel o advénomn 4,9 popéc o1 GUYVOTNTA ELPAVICTC ALUATOAOYIKOV
SPM (mepintdoeig AML, poehodumaotikod cuvdpdpov (MDS) ce acBeveig mov éAafav Aevaiidouion oe
ouvdvacud pe peApaidvn kot Tpedvilovn péypt v e&EMEN (1,75 ava 100 atopo-£11) o cOYKPLON UE
peA@ardvn o€ cuvovoaouo pe tpedviiovn (0,36 avda 100 atopo-£n).

"Exel mopatmpnet pia advénon 2,12 eopéc atn cuyvotnta epedviong SPM cournaymv 6yKov o€
acOeveic mov Edafov Aevaidopion (9 khkAot) o€ cuVdLAGHO pe peA@OAavN katl Tpedvilovn (1,57 ava
100 atopo-£tn) o€ o0YKplon pe HEAQOAAVT o€ GuVdVLAGHO pE Tpedviiovn (0,74 avd 100 atopo-étn).

e aobeveig mov EAafav Aevorldouidn oe cuvdvacud pe de&apuefaldvn péxpt v eEEMEN M Yo
18 ufvec, n ovyvotnto peaviong tov atpotoroyik®v SPM (0,16 avé 100 atopo-£tn) dev avéndnke oe
ovykpion pe BaAdopidn og cuvovacud pe pekaidvn kot tpedvilovn (0,79 ava 100 atopo-£tn).

"Eyxet mopatnpnBet pio advénon 1,3 popég ot cvyvotnrta epedviong SPM counaydv éykov ce
acBeveig mov Ehafav Aevoldopion oe cuvovacuo pe deEapnefalovn péypt v e£EAEN 1 v 18 punveg
(1,58 avda 100 atopo-£tn) oe cvykplon pe Bodouidn oe cuvovacud pe ueEA@aidvn Kot Tpedvilovn
(1,19 ava 100 atopo-£1n).

e aoBeveig pe veodlayvawcsév ToAlamAd poédmpa mov Elafav Aevaldopion oe GUVOLACUO LE
Boptelopipmn kat de&apedalovn, n cuyvotnta epeaviong tov apatoroyik®v SPM ftav 0,00 — 0,16
ava 100 atopo-£tn Kat 1 cvyvotnta epedviong SPM counaydv 6ykmv 0,21 — 1,04 avé 100 atopo-
£m.

O av&npévog kivduvog devtepav Tpwtonadav kokondelidy mov oyetilovral pe tn Agvaidopion eivor
eniong onuovtikodg oto TA0iclo NATIM petd amd petapdoyevon apyéyoveyv kuttapov. [aporo tov
aVTOC 0 KIvOLVOG deV £YEL KO YAPUKTNPIOTEL TANPWG, Oa Tpémel va Aaupavetal vtoyn otav
e€etdleton to evdgyouevo kat ypnotponoteiton Lenalidomide/Grindeks vid avtég tig cvvOnkec.

H ovyvétta epedviong aipatoroyik®v kakonoeidv, wiog AML MDS kot kakonfeiov B- xuttdpov
(cvumepriauPavouévov tov Aeppoportog Hodgkin), fitav 1,31 ava 100 atopo-£1n yia to oKEAN
Aevardopiong kai 0,58 ava 100 atopo-£tn yio ta okéAN eikovikod eapudkov (1,02 avéa 100 atopo-£tn
v acBeveig mov ektédnkayv og Aevaidouion petd omd ASCT ko 0,60 ava 100 atopo-£tn yio acBeveic
7oL dev extébnkav oe Aevaiidouion petd amd ASCT). H cuyvotnta eppdviong SPM counaydv
oykwv Ntav 1,36 avd 100 atopo-£tn yia ta okéAn Aevaidopiong kot 1,05 avé 100 atopo-£tn yia ta
oK€AT gkovikoD popudkov (1,26 ava 100 atopo-£tn yia acBeveig mov eKTEOMKOY GE AEVOAIOOUION
petd amd ASCT xot 0,60 ava 100 atopo-£tn yio acBeveig mov dev exktédnkav oe Aevailidopnion petd
an6d ASCT).

O «ivouvog epedviong aipotoroyik@v SPM mpénet va Aappavetot veoym mpv amd v Evapén e
Oepoameioc pe Aevaldouion eite 6 cuVOVOGUO UE LEAPOAGVY EiTE AUECHOG UETA OO UEAPOAGVT
vynAng d0ong kot ASCT. Ot watpoi Oa wpénel va aloAoyoby TpocekTikd Tovg acHeveic Tpv Kot Katd
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TN ddpkela g Bepameiog ypnoonoldvtag Kabiepmuéves e£eTACELS SOLOAOYNG Y10l KOPKIVO Yid TNV
gnedavion SPM xat va Eexkivobv Bepameia 6mmg amatteitat.

Aedtepec mpwromabeic karxonbeiec oto olwdec Abupwua

e o pedétn vrotpomalovtoc/avlektikov pun Hodgkin Aeppodpatoc Bpadeiog e£éMéng (iNHL) 6mov
ocoumepthappavovtay kot acbeveic pe olmdeg Aéppoua, dev mapatnprinike avénuévog kivouvog SPM
0T0 GKENOG AEVAAOOUIONG/PLTOLEUAUTNG GE GOYKPIOT| LE TO GKEAOG EIKOVIKOD
oappdxov/prrovéipdunng. Ayatoroywkés SPM g AML napovsidotnkay o€ 0,29 ava 100 atopo-£m
670 ok€N0G Aevaaidopiong/prrovéyuaunng oe ovykpion pe 0,29 avé 100 atopo-£tn o€ acbeveig mov
Adppavay gikoviko eappoko/prrovéipuaunn. H cuyvotnta epedviong tov opatoroytkov SPM cuv tov
SMP covpraymv 0ykev (e£0podIEVOV TV U1 LEAAVOUOTIKOV KapKivev tov déppatog) ntav 0,87 ava
100 atopo-£tn 610 6KEAOG Aevardopiong/prrovéudunng, oe ovykpion pe 1,17 avd 100 atopo-£tn oe
acBeveic mov Adppavay elKoviKe eappraKo/prtov&iudunn pe didueon mopakorovnon 30,59 unvav
(e0pog 0,6 £wg 50,9 pnveg).

Ot un peEAOVOUOTIKOL KopKivol TOV SEPUATOG OTOTEAOVY TAVTOTOUEVOLS KIVOUVOLS Kol
TEPIAAUPAVOLY KOPKIVOLOTO SEPUATOG AO TAUKMOEG EMONAL0 1| fUCTKOKVTTAPIKG KOPKIVDLOTA.

Ot yiatpoi Oa wpémel va mapakorlovBovv Tovg acbeveis yia eppdvion SPM. Otav e€etdleton To
evoeyopevo Bepameiog e Aevolidopion, Ba mpémet va Aapfdavetol vIoyn TOGo To SuVNTIKO OPELOS TNG
Aevoldopiong 66o kot o Kivovvog yio SPM.

Hromixéc drotopoyéc

"Exet avapepBei nmotikn avendpreia, copmeptlapfoavopévav Bovatnedpmv TEPIGTATIK®V, 6€ 0c0evelc
mov £Aafav Aevaidopion o Bepaneio cuvdvacrov: £xovv avaeepBel ofela nratikn avendpkeia,
To&IKN NTOTITION, KVTTOPOAVTIKN NAOTITION, YOLOGTOTIKY NTATITION KOl UKT

KUTTOPOAVTIKT/ YoAooTaTIKN Nrotitido. O unyaviopoi tng cofapng eapuaKoyevong
NTOTOTOEIKOTNTOG TAPOUUEVOVY AYVMOGTOL, OV KO, GE UEPIKES TEPIMTMGELS, TPOVTAPYOVSA LOYEVIG
NTOTIKY VOGO0G, AVENUEVES TILES avaPOpAs NTATIK®OV evEOH®V Kol mBavag Bepaneio pe aviiflotikd
EVOEYETOAL VO OTTOTEAODV TOPAYOVTEG KIVODVOU.

Mn @uG10A0Y1KEC SOKIUAGTIEC NTTOTIKNG AEITOVPYIOG avaPEPONKOY GLYVA KoL NTAV YEVIKA
OCVUTTOUOTIKEG KOL VOIS TPEYLUEG LE TN SLOKOTT TNG 0001 S. MOALG Ol TOPAUETPOL EMGTPEYOVV OTIG
TIHEG avapopds, propet va eEgtactel To evdeyduevo Bepamreiog e yaunAotepn d0om).

H Aevaidouidn anekkpiverar amd toug veppovs. Elval onuoviikn n Tpocappoyr] tg 600ng o€
acBeveig pe veppikn dveiettovpyio, £T61 OGTE VO 0ToPELYOOVV EMIMESO, TAAGLOTOC TOV UTOPEL VoL
av&NCoLVV TOV KIVOLVO Yot AVENUEVES OLUOTOAOYIKEG aVETOOUNTEG EVEPYELEG 1] NTATOTOEIKOTITA.
ZuvieTdTol TapaKoAoVOnon TS NIATIKNG AELToVpYiag, Wlaitepa OTOV VITAPYEL IGTOPLKO 1] TAVTOYPOVN
107evNG Aoipmén Tov Nratog 1 6Tav 1 Aevaildopion cuvovAaleTal LE POPULOKEVTIKA TPOTOVTIA TOV Eival
YVOGoTO 6Tl oYeTilovion e NEATIKY SLGAELITOVPYia.

Aoiuwln ue 1 ywpic ovdstepomevio,

AocBeveic pe TOALATAO PLEAMUO Eival emppeneic otV avarTLén AotumdEemv cuumeptiapPavouévng
¢ vevpoviag. [apatnpndnke vyMAOTEPO TOGOGTO AOIUDEEMV e TN AEVOALOOUIOT GE GLVOVACUO UE
de&apebalovn anod 0,11 pe MPT og acBeveig pe NAIIM mov dev givar Ko TdAANAOL Y10 LETOUOGYEVOT,
KOl LLE TN AEVOALSO IO GLUVINPNONG GE CVUYKPLOT] LLE TO EIKOVIKO Papuoko o€ acbeveic pe NATIM wov
£&yovv vtoPAnOei oe ASCT. Epgpavietnkav Aouméeic Babuov > 3 ota mhaicia tng ovdeteponeviag o
AyoTEPO amo TO £va Tpito TV 0cfevdv. AcBeveic pe Yvowotovg mapdyovieg Kivouvou yio Aotuméelg Ha
npémnel vo TopakoAovBovviat otevd. O acBeveig Ba mpénel va cupfovievovtat va avalntovy dueon
ortpikn fondeta pe v epedvion tov Tp®dTov onueiov Aoiuwéng (m.y. PRyoc, TupeTdS K.A.T.),
EMTPEMOVTAG LE QLTOV TOV TPOTO TNV TPMOLUT dlayeipion mote va puelwbel 1 coPapdtnta.

Likn erovevepyoroinon

23



‘Eyovv avaeepbel mepiotatikd 1kng enavevepyomoinong oe acbeveic mov Aappdavovv Aevaiidopion,
CUUTEPILAUPAVOUEVOV COPUPOV TEPLOTOTIKOV ETAVEVEPYOTOINGNG TOL 10V Epmnto (moTnpa M
nrotitdog B (HBV).

Mepikd omd To TEPIGTATIKA KNG ETAVEVEPYOTOIN GG Eiyav Bavatnedpa EkPaocn.

Mepikd amd to TEPIOTATIKA EMOVEVEPYOTOINONG TOV £pmnta (MoThpa odnyncav ce didyvto Epmnrta
{owompa, unviyyitda and Eépanta Cootipa 1 0eBaAuko Epmnrta {OoTHPA TOV OTUITOVGOY TPOGMPIVH
Tovon N woviun dtakonn g Oepaneiog pe Aevalldopuion kot exapkn avl-ukn Oepamneia.

‘Exer avaeepbel omdvia emavevepyomoinon tng mmatitdog B oe acbeveic mov Aapupdvovv
Aevaldopion, ot omoiot £xovv poAvvOei 610 TaPEABOV pe Tov 10 TG Nratitidag B (HBV). Mepud amd
aVTA T TEPLOTATIKA Exovv eelyBel oe ofelo NmaTKn avendpkeln, pe ATOTELEGUO TN OLOKOTN TNG
Aevaldopidong Kot tn yopnynon emapkovs avit-ukng Bepaneiag. H katdotaon tov 100 nratitidag B Oa
npénel vo, kaboplotel mpv amd v Evapén tng Oepameiog pe Aevaitdopion. I'o acOeveic pe Betkn
g&€taomn v Aolpwén amd HBV, cuvictdtor n copfovdn yiotpod pe edikevon otn Ogpomeia tng
nrotitdog B. Oa wpénel va divetal mpocoyn 6tav 1 Asvaiidouidn ypnoiponoteitor oe acleveic e
mpornyovuevn Aoipwén and HBV, counepriapfavopéveov acbevav mov givon avti-HBc Betikol adid
HBsAg apvntikoi. Avtoi ot acOeveig Oo mpémel va mapakoiovbBodvtol otevd ylo onueio Kot
SVUTTOMOTO EVEPYOD Aoipnmwéng amd HBV ko’ 6An t didpkela tng Oepamneiog.

Ilpoiodoo molveotioxn Levkogyrkepaloralsia

Me ) Aevoldopidn Exovv avaeepBel Tep1oTATIKG TPOTOVGAG TOAVEGTIOKNG AEVKOEYKEPAAOTADELOG
(ITITA), peta&d tov omoimv kot Bovatnedpwv. H IITA avaeépbnie apketodg pveg £m¢ Kot 0pKETA
xpovia petd v Evapén tng Oepaneiog pe Aevaridopion. Ta meptotatikd apopovcay yYevikd acOeveic
mov Adupavay tautdypova degapebalovn N elyav AAPel TPoNyoLUEVMS AALT OVOGOKATOGTAUATIKT
ymueofepamneia. Ot atpol Tpénel va mapakoAovBoHv Tovg acheveic ava TakTd ypovikd S1OCTALOTA Kot
va, e&etalovv 1o evdeyouevo vapéng IIIA oto Thaiclo dtugopikng dtdyvmong o€ acbeveig pe véeg M
EMOEVOVUEVEC VEVPOLOYIKEC, YVIOGLOKEG 1] CLUTEPLPOPIKEG evOei&elg 1 copumtopata. Ot acbeveig
TPEMEL EMIONG VO GLUPOVAEVOVTAL VO EVILEPDVOVY TOVG GLVTPOPOVGS 1] TO ATOLA TTOV TOLG PPOVTILOLV
oyetikd pe ) Begpamneio Tovg, 510TL TO ATONO OVTA B HTOPOVGAV VAL TOPATNPT|COVV GUUTTMOUATO TO,
omoia dev avtilapupavovtal ot idlot ot aebeveic.

H a&oroynon tng [IIA npénel va Baciletal og vevporoyikn €££TAOT, AMEIKOVIOT] LAYV TIKOD
GLUVTOVIGLOD EYKEPAAOD KOt OvAALGN £YKEPaAOVOTIAiOL VYPoD Y DNA tov 100 JC ((JCV) péom
aAvo1dm g avtidpaong molvuepdons (PCR) 1 oe Proyia eykepdiov pe e€étaon yio tov 16 JC. To
apVNTIKO ATOTEAEGHLO GTTV AAVCIOMTN aVTIOPOCT TOAVUEPACTC GYETIKA [E TNV VTLapEn Tov 100 JC dev
amokAeiel v vmapén IITA. EAlelyel evarloaktikng didyvoonc, uropel va aroiteitol 7pdeiet
mopaKkoAovOnon kot a&toAdynon.

e nepintwon vroyiog HITA, mpémet va StakdmTETOL 1) YOPTYNOT TOL POPHAKOV £®G OTOL amokAelchei
To evogyouevo vopéng IITA. Eqav emBeforwBei n IIITA, n xopriynon Aevaiidopidong npénet va
SLOKOTTTETOL OPLOTIKA.

AoBsveic ue veodiayvawabéy moldarAo pvéloua

Ympée éva vynidtepo mocootd un avoyng (avembounteg evépyeleg Babuod 3 1 4, coPapég
avemBounteg evépyeleg, dlakonmn) o€ acbeveic nAikiag > 75 etdv, otadiov I katd ™ ctadiomoinon
ISS, xatdotaon anddoong katd ECOG > 2 1) CLer < 60 ml/min 6tav 1 Aevaiidouidn yopnyeitol o
ovvovacpo. Ot acheveig Oa Tpémel va 0ELOAOYOVVTOL TPOGEKTIKA Y10 TNV IKOVOTNTA TOVG VO aveyHovv

™ AeVOALoUidN o€ cuvdvacuo, e&etdlovtag TV NAkia, T otadionoinon oto otadio Il katd ISS, v
katdotoon anddoong katd ECOG > 2 1y Clcr < 60 ml/min (BAéne mapaypdpovg 4.2 ko 4.8).
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Karappaxtne

"Exer avapepbel katappdktng pe vynidtepn ocvyvotnta o€ aceveic mov Aapupavouv AevoAildopion oe
ovvovacouo pe deapedalovn, Wdlaitepo OTOV YPNCLLOTOIEITAL Y10 TAPATETAUEVO YPOVIKO SLAGTNLLOL.
ZUVIGTATOL TOKTIKY TOPOKOAOVONGT TNG OMTIKNG IKAVOTNTOC.

Avoovelio Aoxtolnc

To xoydaxio Lenalidomide/Grindeks mepiéyovv Aaktoln. Ot aocbeveig pe omdvio KANPOVOUIKG
mpoPAnnota dvcavetiog ot YoAaktoln, TANPN OVETAPKELD AUKTAGNC N KOKN amoppdenon YAvko(ne-
yorloktdlng dev Tpémet va TpovY aVTO TO PAPLLOKO.

Naizpio
To @apuaxo avtd mepiEyel Arydtepo amd 1 mmol vatpiov (23 mg) avd kaydxio, eivatl ovtd ToL
ovopdlovpe «erevBepo vatpiovy.

4.5 AMANAremoOpacelg pe GAho QUPROKEVTIKA TPOIOVTA KOl AALES HOPPES UAANAETIOPAGTG
EpvOpomomrtikol mapdyovtec 1 GALOL TopdyovTeg o1 omoiol umopei va avéncovy tov Kivovvo
Opoppmonc, dmmwg Bepameio OPLOVIKNG VTOKATAGTACTG, B0 TPETEL VAL YPTGLULOTOLOVVTAL LE TPOGOYN COE
acBeveig pe TOALATAO poédmpa Tov Aapfavovy Aevaidouion pe deapedalovn (PAEne mapaypdapovg
4.4 ko1 4.8).

And otOUOTOC AVTIGVAANTTIKG

Agv €yl mpaypotomombel HeAET AAANAETIOPAGE®V [LE Ta. Atd GTOUATOG AVTIGVAANTTIKG. H
Aevaldopuion dev givon emaymyéag evioumy. e pa in vitro peiétn pe avlpdmivo, NrotokuTTapa, M
AevoMOopidT, oe SLAPOPES GLYKEVTIPDGELS TOV doKlpdoTnKay, dev £de1ée emaywyn tov CYPLAZ,
CYP2B6, CYP2C9, CYP2C19 kau CYP3A4/5. Tuvendmg, dev avapéveTol ETaymyn tov Bo propovoe va
0ONYNOEL GE HELOMUEVT] OTOTEAECUOTIKOTITO POPULUKEVTIKAOV TPOIOVTI®V, CUUTEPIAOUPAVOUEVOV TOV
OPUOVIKADV OVTIGVAANTTIKDV, GV 1] Aevaiidouidn yopnyeital uovn tg. Evrovtoig, n de&opuebalovn
glval yvootd ot elvar évag acBevig émg pétplog enaywyéag tov CYP3A4 ko givon emiong mbavov va
enmnpealet Ao Eviopa kabag kot petapopeic. Asv pmopel va anokAelotel 1 ThovOTNTA LEIOUEVNG
OTTOTEAEGUATIKOTITOG TOV OO GTOUATOC AVTICLAANTTIK®V KaTd T dtdpkela g Oepameiag. [Ipénel va
AOUPBAVOVTOL OTOTELEGUOTIKA HETPO TPOC amoPLYN TG Konong(PAéne mapaypdpoug 4.4 kot 4.6).

Boapoeoapivn

H ovyyopnynon molhoriodv d6cemv 10 mg Aevaiidopidong dev iye kapio exidpoon otn
QoppokokvnTiky pag 86omg R- xat S-Bapeapivine. H cvyyoprynon piog 66ong 25 mg Bapeapivng
dev giye kopia exidpoon ot PappaKoKvNTIKY TNG Aevaidouiong. Evtovtolg, dev gival yvowoto dv
VIAPYEL CAANAETIOpOIGT KATA TN SLAPKELL TNG KAWVIKNG ¥pNong (cuvdvaouévn Oepaneia pe
de&apebalovn). H oe&opedalovn etvar évag acBevig £mg HETPLog eVEL KOG ETOY®YENS KOl 1] ETIOPOCT|
™ o1 Bapeapivn etval Ayvootn. ZovieTdTol 6TEVH TOPAKOoA0VONoN TG GLYKEVTPOONS Bappapivng
Kot ™ didpkelo TG Oepameiag.

Avyo&ivn

H ovyyopnynon pe Aevoiidouion 10 mg pia popd v nuépa avénoe ta eninedo TAACULATOS TG
dryo&ivng (0,5 mg, epdmna& d6on) katd 14% pe 90% CI (confidence interval, sidotnpo epmiotocHvNg)
[0,52%-28,2%]. Aev givar yvootd £dv 1 enidpacn Oa eival S1apopeTiky 6TNV KAWVIKY xprion
(vymAoTepeg 000EIC Aevarldouiong kot cuvovacuévn Bepameia pe de€auedalovn). Zvvenmc,
GLVIGTATOL TOPOKOAOVON O TNG CVYKEVTP®OTNG TNG OLyo&ivng, Katd Tn dtdpkela g Oepaneiag pe
Aevodopion.

Zrtotiveg
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Yrdpyet avénpévog kivouvog pafdopvdrivong dtov xopnyovuvTol GTATIVEC LE AEVOALOOWIOT, 0 0TT010g
umopei va givar animg abpototikog. EmPePaidveror n avaykn avénong g KAviKNG Kot
EPYAOTNPLOKNG TAPOKOAOVONONG Kupiwg KoTd TN didpkela TV TpdOTOV efdonddwv tng Bepaneiag.

Ag&opeBalovn

H ovyyxopfiynon wog 1 roAromddv d6cewv de&apedaldvng (40 mg pio popd tv nuépa) dev Exel Kopio
KAMVIKG GNUOVTIKN EMIOPOCT) TN PAPUAKOKIVNTIKE TOAAATADY dOGE®V TNG AevoAildouiong (25 mg pia
QOpa TNV NUEPQ).

AMnAemdpdoelc pe avaotoreic g P-yAvkonpwteivng (P-gp)

In vitro, n Aevoldopion eivan éva vrootpopo T P-gp, aArd dev eivan avactoréag tg. H
GLYYOPNYNON TOAAATA®Y dOGEMV TOV 1GYXVPOY avacToAéa g P-gp, Kvidivn, (600 mg, d0o popéc v
NUEPQ ) 1 TOL HETPLOV OVOGTOAER/VTOGTPOUATOG THG P-gp, TEUGIpOAoVS, (25 mQ) dev éxet kapia
KAVIKG GTUOVTIKT ETOPACT OTN QOPLOKOKIVNTIKY TNG Aevaitdopiong (25 mg). H cuyyopnynon g
Aevaldopidng dev petafaAAiel TN GOPUAKOKIVITIKY TOV TEUGLPOALLOVG.

4.6 Tovipétnta, kinen kot yorovyia

Adyo ToV TEPATOYOVOL SLVALKOD, 1| AEVOALOOUIdN TTPETEL VO GLVTOYOYPAQEiTOL 6TO TAAiGLO EVOG
[Tpoypappoatog IpoAnyng Kimong (BAéne mapdypapo 4.4) ektog £bv vdpyovv a&lomiota otorygio 6t N
acBevng dev eivar og avamapaywykn nAtkio.

IMuvaikeg pe duvatdnta tekvonoinons / AVIicVAA YN 6€ AvOPES Kol YOVATKES

IMovaikeg pe duvatdHTNTO TEKVOTOINGCNG TPENEL VAL XPTCLULOTOL0VV OTOTEAECUOTIKY] LEB0SO
OVTICVAANYNG. L€ TEPIMTO®GT TOV TPOKOYEL KONON G [id yuvaika 1 omoia Aapupavet Oepaneia pe
Aevoldopion, n Bepaneio pémel va drakomel kol 1 acBevig mpénetl va maponepnedel o 10TpO

€101KeV VO 1] EUTELPO GTIG dtapapties dStdmiaons yia a&loAdynon kot Kabodnynon. Xe nepintwon mov
TPOKVYEL KOO GE GUVTPOPO AVIpa 0cOevoDg oV AapPavel AEVOAIOOUION, TPOTEIVETOL ] GOVTPOPOC
oL 0.00evolg va Tapanenedei o€ 1TpO EOIKELUEVO T} EUTTELPO GTIC dLapapTies SidmAaong yio
a&toAdynon kot kabodnynon.

H Aevaidouion sivar mapovco 6to avOpdOTIVo GTEPUO GE EENPETIKA YOUNAA ETITEDD KATA T
didpkera g Bepameiog Kot dev aviyveveTal 610 ovOPOTIVO oTéPpa 3 NUEPES LETA TN OLOKOTY| TNG
ovoiog og VY1EG atopo (PAEne mapdypa@o 5.2). Q¢ mpo@OAaln, Kot AaUPAvovTog LITOYT EOKOVG
TANOVGLOVG UE TAPATETAUEVO YPOVO OTOPOANG, OTMG GE TEPIMTOOT VEPPIKNG duGAELITOVPYiag, GAOL Ol
avdpeg acBeveic mov AapPfdvouv Aevaridouion o TpEmel va ¥PNGIULOTOLOVY TPOPLAOKTIKA KO OAN
T ddpKela NG Bepameiag, Katd T dtdpkeld S1aKomng TV ddcemv Kot yia 1 efdopdda petd tnv Anén
¢ Oepamneiag, edv 1 cOVIPOEHS TOVG givar £YKVOG 1] £(EL dSLVATOTNTO TEKVOTTOINONG Kot OgV
YPNOLUOTOLEL OVTIGOAAN Y.

Kinon
H Aevaloouidon oyetiletar doutkd pe ) Oaldouion. H Boiidopuidn ivarl pio yvootn tepatoydvog
dpaoTikn ovcia yia tov AvOpwmo mov Tpokodel GoPapég cvyyevelg dtopapTieg anelAnTikE Yo T Lon.

H Aevaiidopidn mpokdiece SuomAacio o€ TONKOVE TAPOUOLN LE OVTEG TTOV TEPLYPAPNKAY Y1d, TN
Bodopidn (PAEme mapdypa@o 5.3). Zuvendg, 1 TepATOYOVOG EMIOPACT] TNG AEVOAISOUIONG ivar
aVOUEVOLEVT KoL 1) Aevalldopuion avtevosikvutal katd t didpketo g komong (BAéne mapdypapo
4.3).

Oniacudg
Agv glvol yvooTo gdv 1 AevoAdopidT omeKKPIVETOL GTO UNTPIKO YAAN. ZVUVETMC, 0 ONAUGLOC TPETEL VO

dlaxonTeTOl KOTA TN d1dpKela TG Oepameiog pe AeVOALdOUion.
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Tovipoétnta

Y& ol LEAETT YOVIUOTNTOG GE EMILES e 801G Aevaidopiong £mg kot 500 mg/kg (repimov 200 émg
500 popéc TV avipomvev docemv Tov 25 mg kol 10 mg, avtictolya, BAGEL TNG EMPAVELOG
GMUOTOG) OV TPOKANONKAV avemBOUNTEG EVEPYELES GTT] YOVILOTNTA 0VTE KO YOVIKT TOEIKOTNTO.

4.7 Emodpdoeig oty IKOvVOTNTA 001Y10NG KOL ELPLOUOV YOV LATOV

H AevaAidopion €xetl pkpn 1 HETPLA EMIOPACT] GTNV IKOVOTNTO OONYNONG KOl YEPIGLOV UNYOVIULATOV.
Koénmwon, {édAn, vmvnia, iAtyyog ko Baunn 6pacn €xovv avapepBei katd T gpnon T Aevaidouiong.
ZUVETMDG, CLVICTATOL TPOCOYN KATA TNV 00N YNOMN 1 TO XEPICUO UYLV LATOV.

4.8 AvemOounTeg evépyeLeg

20voyn Tov TPoeik aceoieiog

Neodiayvawobév morllomlo uvéiwua: aobeveic mov éyovy vmofiinbei e ASCT kou Laufavovv Ogporeio ue
levalidouion ocovinpnonc

E@apudcnke pio covinpntikn TpocEyyion yio ToV TPpocdlopicUd TV AVeETBOUNTOV EVEPYELDY OO TN
perétn CALGB 100104. Y11 avemBOunteg evépyeleg mov meprypagpoviat otov [ivaka 1
cvumeprapufavoviay cuppavia wov avaeépbnikay petd ond yopriynon HDM/ASCT, kabmg kat
ovupavrta amd v wepiodo Bepaneiog cuvtnpnong. Mia debtepn avdivon n omoia Tavtonoince
SVUPAVTO TOV TAPOVGLAGTNKOY UETA TNV Evapsén g Bepameiog GUVTAPNONG VTOSEIKVVEL OTL OL
ovyvotNnTEg OV TTEPLYpapovtor otov [livaka 1 evdéyetan va eivar peyalvtepeg amd avtég Tov
TOPATNPNONKAY GTNV TPAYUATIKOTNTO KOTE TN S1dpKELN TNE TEPLOSOL Bepameiog cuvTipNnoNG. X
perétn IFM 2005-02, o avemBdunteg evépyeleg mpoékoyay uovo amd v mepiodo Bepameiog
GLVTNPNOTG.

Ot cofoapég avemBounteg evépyeieg Tov mopatnpnOnkav cvyvotepo (> 5%) pe ™ Aevatidouion
GLVTAPNOTNG ad O,TL LLE TO EIKOVIKO QAPUOKO NTOV Ol EENG:
e [lvevpovia (10,6%, cuvdévacpévog 6poc) amd tn peiétn IFM 2005-02
o Aoipwén tov mvevpova (9,4% [9,4% petd v évapén g Oepaneiag cuvtipnong]) amod
peiétn CALGB 100104

21 perétn IFM 2005-02, o avemBounteg evépyeleg mov mopatnpnOnkay cuyvotepa pe AevoAdopion
cuvtnpnong omd 0,Tt e ewovikd pdppako frav ovdeteponevia (60,8%), Bpoyyitda (47,4%),
dtappota (38,9%), pwvopapvuyyitida (34,8%), wvikoi omacpoi (33,4%), Aevkomevia (31,7%),
e€acBévion (29,7%), Pryxog (27,3%), Opoupomevia (23,5%), yaotpeviepitida (22,5%) kot mopeia
(20,5%).

2 perétn CALGB 100104, ot avemBiunteg evépyeleg Tov mopatnpnOnKay cuyvotepa U
AevaAidouion cvvtypnong omd 6, TL pe e1koviko edpuako ftav ovdetepomevia (79,0% [71,9% petd tnv
évapén g Bepaneiag cvvtipnong]), OpouPorevia (72,3% [61,6%]), siappora (54,5% [46,4%]),
g€avinua (31,7% [25,0%]), AolumEn Tov avdOTEPOL AVATVEVGTIKOD GuoTHUOTOC (26,8% [26,8%]),
komwon (22,8% [17,9%]), Aevkomevia (22,8% [18,8%]) xot avorpia (21,0% [13,8%]).

Neodiayvawabév mollarlo uvélwua: aobeveic mov dev givau kotaAiniol yio ustouooycvon kol Aoufavoovy
Ospomeio ue Asvalidouion oc ovvovaouo us Poprelouiunn kot deousbalovn

> ueAétn SWOG S0777, ot cofapég avemBounteg evépyeleg mov mapatnpidnkay cuyvotepa (> 5%)
pe ™ Aevadouion oe cuvovacuod pe evooeAEPia Boptelopipmn kot de&apuebalovn o oxéon pe
Aevoldopidon o cuvovacuo pe de&apnefalovn Nrav:

e Ynotaon (6,5%), hoipwén tov Tvevpova (5,7%), apuddtwon (5,0%)
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Ot avemBounteg evépyeleg mov TapaTnPRONKAY GLYVOTEPA LE TN AEVAAIOOUIdN 6€ GVVOLAGUO LE
Boptelopipmn ko de&apebaldvn oe oyéon e T AevoAldopidn oe cuvdovacuod pe deEapebalovn NTav:
xonwon (73,7%), meprpepikn vevponadeta (71,8%), Opopponevia (57,6%), duvokothdtta (56,1%),
vracBeotiaipio (50,0%).

Neodiayvawobey morlamdo pvélwuo.: aobeveic wov dev eivor kKOTAIANAOL Yo HETOUOTYEVOH 0L OTTOI01
Aaufavovy Ospomeio ue Aevotidouidn oe cvvovaouo ue oclouslalovn youninc doonc
Ot coPapéc avemBounteg evépyeleg mov mapatnpnOnkav cvyvotepa (= 5%) oto cuvdvacud
Aevoaldopiong pe de&oapebalovn yapning 66ong (Rd kot RA18) amd 6,11 pe pehpordvn, Tpedvilovn Kot
Baidopion (MPT) frav:

o Tlvevpovia (9,8%)

e  Neoppwkn avendpkela (cvpneptropfavouévng g o&eiog) (6,3%)

Ot avemBOunteg evépyeleg mov mapotnpnOnkay cvyvotepa pe Rd kot RA18 amd 6,11 pe MPT ftav:
dtappota (45,5%), kommwon (32,8%), ooceuadryia (32,0%), eEacBévion (28,2%), avmvia (27,6%),
eEavOnpua (24,3%), uetopévn 6peén (23,1%), Prxos (22,7%), mopeéia (21,4%) kar poikoi oroacpol
(20,5%).

NeodiayvawoBsv moAlamdo uvéiwua.: aobeveic Tov 0V eIvol KOTAAANAOL Y10 LETOUOTYEVOY 01 OTTOLOL
Loaufavoovv Bepameio ue Aevalidouion oe ovvovoouo ue usipotavy xai tpeovilovy
Ot coBapéc avemBounteg evépyeleg mov mapatnpnOnKay cuyvotepa (= 5%) ue pelparavn,
TpedVILOVN Kol Aevaiidouion akorlovBovueveg amd Aevoidopion cvvinpnong (MPR+R) 1
UEAPOAAVY, TPEdVILOVT KO AeVOASOUidN akolovBovueves amod eikovikd eappako (MPR+p) amd 6,11
ue peA@ardvn, tpedvilovn Kot EIKOVIKO GAapuako akoAovbodueva and eikovikd eapuoko (MPp+p)
nrov:

e  Eumdpetn ovdetepomnevia (6,0%)

o Avauio (5,3%)
Ot avemBounreg gvépyeteg mov mapatnprinikav cvoyvotepa pe MPR+R 1) MPR+p and 6,11 pe MPp+p
Nrav: ovdetepomnevia (83,3%), avarpia (70,7%), OpouPonevia (70,0%), Aevkomnevia (38,8%),
dvokoromta (34,0%), dtappora (33,3%), e€avOnpua (28,9%), mupetia (27,0%), neproepikd oidnpoa
(25,0%), Pyog (24,0%), peiopévn 6peén (23,7%) kot e&acbévion (22,0%).

Hollorwlo uvéiwua: aobeveic ue tovddayiorov uio Tponyovuevy Bepomeio.

e 600 eAeyyOUEVEC UE EIKOVIKO QApaKo peréTeg paong 3, 353 acbeveig pe TOAAATAG HVEAD O
eKTEOMKOY 6T0 GVVOLAGUO AevaAldopionc/de&apuefaldvng kat 351 6To0 GLVIVACUO EIKOVIKOD
oappdkov/degapedalovne.

O1 coPapotepec avemBOUNTEG EVEPYELEC TTOV TTAPATNPNONKOV GLYVOTEPA GTO GUVILAGUO
Aevodopiong/deEapedalovng amd 6,11 610 GUVIVAG O EIKOVIKOD PapUakov/de&apnefalovng ntav:
o  DAefikn OpopPoeuPorn (ev o Pabel pAePikn Opoupwon, Tvevpovikn epPoin) (BAémne
Tapaypoeo 4.4).
e Ovodeteponevia Babpov 4 (PAéne mapdypago 4.4).

O1 TopotnPOVUEVEG OVETIOOUNTEC EVEPYELEG O1 OTTOIEG TAPOVGLAGTNKAV GLYVOTEPX UE AEVAALOOUION KoL
de&apuefalovn amd 0,11 pe elkovikd eapuoko Kot de&opuefalovn e opadOTONUEVES KAIVIKEG QOKIUEC
moAlomAov poedmpoatog (MM-009 kot MM-010) ftav konwon (43,9%), ovdetepomevia (42,2%),
dvokonotnta (40,5%), dappota (38,5%), puikég kpaumeg (33,4%), avorpio (31,4%),

Opoupomevia (21,5%) ko e€dvOnuo. (21,2%).

MuerhodLoTAUGTIKG GOVOPOLLOL

To cuvorikd TpoPik aopdrelng TG Aevaidopiong o acheveic pe poehodvomhacticd cOvopopo facileTo
o€ dedouéva oo cuVoAKe 286 acleveic amd pa perétn edong 2 kot pio pedétn edong 3 . edon 2, kol
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o1 148 acbeveig Ehafav Oepameia pe Aevaiidopion. Tt perétn edong 3, 69 acbeveic Elafav Aevoridopion
5 mg, 69 acbeveig ue Aevaiidouidn 10 mg kot 67 acOeveig ELaPav EIKOVIKO PAPHOKO KOTA T SIEPKELD TNG

SUTANG-TVPANG PAOMG TNG LEAETNG.

O1 eplocdtepeg avemBounteg evépyeteg tetvouv va gpeoaviCovton katd tig tpdteg 16 efdopdoeg Oepamneiog
pe Aevolidopion.

Ot cofapég avemBounteg avTdpdcelg meptrapupavouy:
o  ®Dlefwn OpopuPoepuporn (Bpdupmon Padidg pAéPac, mvevpovikn eppoin) (PAére apdypapo
4.4)
. Ovdeteponevia Babuov 3 1 4, epmdpetn ovdeteponevia kot Opopfonevia Babuov 3 1 4 (PAéne
[Moapdypapo 4.4).

O1 110 GVYVA TAPATNPOVUEVEG AVETIOOUNTEG EVEPYEIEG TTOL EUPAVIGTIKOV GUYVOTEPO, OTIG OLOOES
AevoMdouidng oe GUYKPLION UE TOV Ppayiova EAEyyov ot HEAETn pdong 3 ftav ovdeteporevia (76,8%),
OpopPomevia (46,4%), duappora (34,8%), duokothdtra (19,6%), vavtia (19,6%), kwvnoudc (25,4%),
e€avOnua (18,1%), xénwon (18,1%) kot puikol onacpol (16,7%).

Aéupmuo. kKoTTapwY puavova.

To cuvolikd TPoPik acPdrelag TG AevaAldopiong o€ acbeveic pe AEpempa KuTtdpmv povova Pacileton
o€ dedopéva amo 254 acbeveic amd Tuyoomomuévn, eEreyyopevn perétn edaong 2 MCL-002. Emumiéov,
oToV Tivaka 3 CUUTEPIANEONKOV avemBOuNTEG EVEPYELEG amd TNV VIooTnpikTiky peAétn MCL-001.

O1 coPapég avemBOunTES evépyeleg Tov apaTnpnOnKay cuyvotepa otn perét MCL-002 (pe dtpopd
TOVAJYLOTOV 2 TOGOCTIOHMY LOVAS®V) GTO GKEAOG TNG AEVOASOUIdNG GE GUYKpLoN Ue Tov Bpoayiova
eAéyyou NTav:

e+ Ovuodetepomevia (3,6%)
e < [Ivevpovikn epPoin (3,6%)
e+ Awdpporwa (3,6%)

O1 710 LY VE TAPUTNPOVUEVEG AVETIOOUNTEC EVEPYELEG TTOV EUGOVICTNKAV GLYVOTEPH GTOV Ppoyiova TG
Aevoldopidong oe cuykpion ue tov Ppayiova eAéyyov ot perétn MCL-002 fitav ovdeteponevia (50,9%),
avopio (28,7%), dSappota (22,8%), komwon (21,0%), dvokotmdtnta (17,4%), mupesia (16,8%) kot
eEavOnua (cvpmeptiappavopévng tng aliepykng depuatitidag) (16,2%).

2t perétn MCL-002 vrfp&e cuvolkd pio epeavig avénon tov mpdipev (evtog 20 gfdopddwv)
Bavdrtov. Or acBeveic Le vYNAO Poptio OyKoL Katd TNV Evapén StaTpEyovy awENUEVO Kivduvo Tpompov
Bavdazov, 16/81 (20%) Tpoémpot OGvatol 6To 6KEAOG TNG Aevaildouidng kot 2/28 (7%) mpowpot Odvartol 6To
oKkélog eAEYYov. Evtog 52 efdopdadwv, ta avtiotoya ototyeio tav 32/81 (39,5%) won 6/28 (21%) (BAéme
Tapdypoo 5.1).

Koazd ™ didpkela tov tpdtov kukiov Bepaneiog , 11/81 (14%) acbeveig pe vyniod eoptio dykov
amocvpOnkav amod tn Oepaneia otov Ppayiova Aevaidopiong évavtt 1/28 (4%) oty opdda eréyyov. O
KOP10¢ AOY0G Yoo TNV amdovpon ¢ Oepamneiog Yo acOeveic pe vymAd eoptio GyKov Katd Tr S1APKELN TOV
TPMTOL KOKAOV Ogpameiag 1 610 6KEAOG TNG AevaAidopidng NTov ot avemBounteg evépyeleg, 7/11 (64%).

Q¢ vynAd eoptio 6ykov opiotnie TOLAdYIGTOV pict dAAOi®oN pe StapeTpo >5 cm 7 3 aAloidoelg >3 cm.

Ol dec Aéupowua
To cuvorikd TPoPik acPAreLng TNG AEVAAIOOUIONG € GLVIVAGHO LE PLToLELAUT o€ aoOevelg e
olmdeg Aéppopa mov giye Tpornyovpévag vofinbei og Bepancia Paciletan o dedopéva amd 294
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aoBevelc amd o Tuyaomonuévn, ereyyopevn peaétn eaonc 3 NHL-007. Eniong, otov mivaka 5 €xovv
ououmeptnebel avemBounteg evépyeleg omd v vrootpiktikn perétn NHL-008.

Ot cofapég avemBOuntes evépyeteg mov mapoTnpOnKay o cuyva (pe dtapopd TovAdyiotov 1
nocooTtwoiag povadog) otn perétn NHL-007 oto okéhog Aevatidopiong/ prrov&ipudunng oe ocbykpion pe
TO GKEAOC EIKOVIKOD QUPIAKOV/PITOVEUAUTNG TTOV:

- Eundpem ovdetepomevia (2,7%)

- TIvevpovikn epporn (2,7%)

- TIvevpovia (2,7%)
2 peiétn NHL-007, ot avemBOunteg evépyeleg mov mapatnpridnkay To cuyva 6To GKEAOG
AEVOMOOUION G/ PITOVEIUAUTNG OE GUYKPLOT UE TO OKEAOG EIKOVIKOD PapUAKov/prrovéudunng (pe
TovAdyloTov 2% VYNAOTEPT GLYVOTNTA LETAED TOV GKEAMV) MTay ovdetepomevia (58,2%), dibppota
(30,8%), Aevkomevia (28,8%), duokotmdtnta (21,9%), Brxoes (21,9%) kot kémwon (21,9%).

Tivakoc ovemBountov evepyeimv

Ot avemBounteg evépyeleg ol omoieg mopatnpnOnkav oe acheveig mov Edafav Bepaneio pe
Aevoldopion topatifeviol TapakdTo avd Katnyopio opyavikoh GLGTARATOS Kol cuyvoTnTa. Evtoc
KG0e KoTnyopiag cuyvoTNTIG EUPAVIONG, Ol avemBounteg evépyeleg Tapatifeviat kotd divovoa
oglpd coPapotntag. Ot ovuyvotnteg kabopilovion ®g: ToAD cuyvic (= 1/10), cvyvég (= 1/100 émg

< 1/10), oy ovyvég (= 1/1.000 émg < 1/100), omdvieg (= 1/10.000 g < 1/1.000), ol omavieg (<
1/10.000), un yvootic (dev umopodv va ektiunbovv pe Bdon ta diabéoiua dedopusva).

Ot avemBounteg evépyeles £ovv cuUTEPIAN QO] TNV KATAAANAT KATIYOPio GTOV TOPAKAT® TIVOKOL
GOUP@OVA LE TNV DYNAOTEPT] CLYVOTNTO TOV TOPATNPNONKE GE OTOUONTOTE ATO TIG KUPLEG KAVIKEC
OOKIUEC.

20VorTikOC wivokac yia ) povobepomeio oto TIM

O axdAiovBog mivakag TpokvmTel and SeS0UEVA TOV CLYKEVTPMONKAV KOTE TN SLAPKELD LEAETOV
NAIIM og acBeveig mov £yovv vwoPAnbei oe ASCT kai o1 omoiot AapPdavovv Oepaneia pe
Aevaldouion cuvimpnong. Ta dedouéva dev TPOGUPUOGTNKOY COUPMVOL LLE TN LEYUAVTEPT] OLAPKELD
¢ Oepaneiog oTa OKEAN TOL TEPLElYAY AeVOALOOUIdN Kol cuvE Loy HEXPL TNV eEEMEN TG vOGOL
£VOVTL TOV OKEADV EIKOVIKOD POPUAKOV OTIG PAoIKEG HEAETES TOV TOAAATAOD pueddpotog (BAETE
mopaypaeo 5.1).

Hivakog 1. AvemOOunTeg evépyereg mov avaEPONKay o€ KAMVIKEG d0KINES o€ aoBeveic pe
moAAaTAO poélopa wov éhafav Oepameio pe Aevardopuion cuvripnong

Katnyopia/opyoaviko (O)Leg o1 AvemOOunTeg AvemOOuNTES EVEPYELEG
cvotnpa Evépyaieg/Zoyvétnro BaOpov 3-4/Zvyvétnro
/ TIpoTIHL®OUEVOS 6POG
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[ToAd Tvyvéc

[Tvevpovia®®, AoipmEntov
OVAOTEPOL AVOUTVELGTIKOV
GLGTNUATOG, OVOETEPOTEVIKT)

Mol Tvyvég
[Tvevpovia®®, Ovdetepomevikn

Aolpmén

hoinméEn, Bpoyyitidal®, Ipinnn’, Zvyvég
Cactpeviepinido’, Inyorpia®?, Baxtnploupia,
Aorpddeig kat IMapoappivokoAmitido, Aoipwén Tov Tvedpova’,
Ilapacitdozig Pwogapuyyitida, Pvitida Boxtnpoxn Aoipwén tov
KOTMOTEPOL OVOTVEVGTIKOV
Puyvég ovotiuatog, Bpoyyitida’,
Aoipwén’, ovporoinmén®”, [pinnn’, Tactpeviepitida’,
Aolpmwén Tov KatmdTEPOL Epmnc {wotqpac’, Aoiumén’®
OVOTVELGTIKOD GUGTNLOTOG,
Loiuwén tov Tvevpova’
Neomhaopata KaronOn, [Euyvég
Koxko10n ko Mn MveLOOLGTAOGTIKO
KaBopiopéva cOvipopo®”
(mepriappfévovrar KOGTELS
KOl TOADTOOES)
Awtapayég Tov IToAV cuyvég Mol Xvyvég
ULLOTTOTIKOV KOl TOV Ovdetepomevio’, Epmdpetn Ovdeteponevio™, Epmopet
AgnQkoV cvoTHNATOG ovdetepomevia™’, ovdetepomevion?,

®poppomrevio™’, Avorpia,
Agvxonevia’, Aspponevio

OpouPomevio™’, Avarpia,
Agvkonevia’, Aspomevio

2uyvég
IMavkvtroponevia’
Awtapayés Tov [HoA¥ ovyvég YmoxaAtonpio >uyvég

Merafoiiopov kot ¢
Opéymg

YrokoAaipio, AQuodTtmon

Avwtapayéc Tov Nevpikov
ZVOTNNOTOG

MoV cvyvég Moparctnecieg

2uyvég
[Teprpepucn vevpomabera?

Svyvéc Kepolodryio

Ayyawokéc Avatapayég

2uyvég
ITvevpovikn epforn®”

2vyvég
Ev to Babel pAePikn
0poupwon™*°

Awtapoyéc Tov
AVOTVEVLGTIKOD
YVoTHRATOS, TOV OOpaKa
Kol Tov MgcoOmpaxiov

IToAd Tvyvéc Bryag

2uyvég
Avonvola’, Pivoppota

Zuyvéc Abonvora’

Awutapayés Tov
TI'aotpevrepikov

IToAb Zvyvég
Adppota, AvoKolAo1a,

Kotuakd diyog, Noavtio

Xuyvég
"Epnetog, AAyog dvm KotMaKNG
XDPOG

2uyvég
Adppota, 'Epetoc, Navtia

Awtapayés Tov 'Hratog
Kol TOV XoAneépov

IIoA0 Xvyvég
Mn @uo10A0Y1KEG SOKIUAGIES

NTOTIKNG AELITOVPYIOG

2uyvég
Mn @uo10A0Y1IKEG SOKIUAGIES

NTOTIKNG AEITOVPYIOG
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IToAd Tuyvég Zuyvég

A & Aé
LITAPTYES TOV AEPHATOS E&avOnua,Enpodeppia E&avOnuo, Kvnopdg

Kot Tov YTod6prov Ietod

IToAbd Tvyvéc Mvuikoi omacpol
Awtapayég Tov
MvookereTIKOD ZOTHNATOG| ZVYVEG

Kot Tov Zovdetikod Iotov | Muaiyio, Mvookeletikog

TOVOG
Ievikég Avatapayés ko IToAd Yvyvég 2uyvég
K‘"‘}‘“’dcalg ¢ 0609 Koénwon, Koénwon, EEacBévion
Xopnynong E&acBévion,ITvpeéia

O AvemBdunteg evépyeteg mov avaeépinkay wg coPapéc oe KAMvikég dokiég o acbeveig pe NAIIM mov €xovv vrofAndei oe
ASCT

*  loydel povo yio Tig coPapéc PUPLOKEVTIKES AVETMOOUNTEG EVEPYELEG

~ BAEme v meptypapn TV EMAEYUEVOV AVETIBOUNTOV EVEPYELDV TNV TaPAypapo 4.8

o Y7 tov cuvdvacpévo opo avembountov evepyeltdv «Ilvevpovion neptiapfdavovot ot akdlovbor Tpotindpevol dpot:
Bpoyyonvevpovia, Aofmddng mvevpovia, mvevpovia and Pneumocystis jiroveci, Tvevpovia, Tvevpovio amd KAEUTSIEALL, TVEL OV
oo AEYIOVEAAQ, TTVEDHOVIO OO LVKOTAUGLLOL, TVEVHOVIO, OTO TVEVHOVIOKOKKO, TVEVHOVIO 0TO GTPETTOKOKKO, TVEVLLOVIO, LOYEVG,
Swtapayn mvedpova, mvevpovitida B Yo Tov Guvovacévo 0po avemBounTmy evepyelmv «onyoatpion tepthapfdvovrar ot
ako6Aovbot TpoTIL®dpEVOL Opot: Baktnplokn onyoipic, onyaitio omd Tveupoviokokko, onmtiky katarinéio, onyotpio and
GTOPLAOKOKKO

¥ Y76 tov cuvdvaoiévo 6po avembountmv evepyerav «llepipepikn vevpordbeion mepthapfavovon ot axodrovbor mpotipdpevol
opot:

[eprpepikn vevpomddeta, TepLpeptkn asOnTIKN vevporddeia, moAvveLPOTAOELD

8 Y16 tov suvdvacuévo 6po avemBountav evepyeidv «Ev to Badel orePikr Opopfwon» mepiiappdavovtat ol akdiovbor
apotiumpevol 0pot: Ev tm Babet piefixn Opdufmon, Opdppwon, prefikn Opoupoon

2vvortikoc mivokac via ) Bepomeio cvvovaouot o IIM

O ak6LoVO0¢ TVOKAG TPOKVTTEL 0O dESOUEVA TTOV GLYKEVTPOONKAY KOTA TIG LEAETEG TOAAATAOD
poedmuotog pe Oepameia cuvovacuov. Ta dedouéva dev TPOCUPUOCTIKOY COUPMVO LE TN
peyodvtepn didpketa tng Bepaneiog ota GKEAN TOL TEPLEiYOY AEVAAMIOUIOT KOl GLVEICAY UEXPL TNV
€EEMEN TG VOGOV £VOVTL TOV GUYKPLTIKOV GKEAOVE GTIC PACTKEG LEAETEG TTOAAOTAOD HVEADLLOLTOC
(BAéme mopaypaeo 5.1).

Mivakag 2. AvemBOuNTEG EVEPYELES TOV AVOPEPONKAY 68 KMVIKEG pELéTES o€ a60sveig ne
TOALOTTAO poélopa wov VToPANOnKay og Ogpaneio pe AEvaoopnion 6€ GuVOVAGHO pE
Poptelopipnn ko doeEapedalovn, oeéapeOaldvn 1 per@ardvn kot TpedviLovn

Katnyopia/opyaviké | ‘Olreg or AvemBdunteg AvemOopnteg Evépyareg
ovotnua / Evépyareg/Zvyvotnta BaOpov 3—4/Xvyvétnta
MpoTindpgvog 6pog
Aopdteig kan [oAd Xvyvéc Ivevpovia®®, Zuyvég
Mopocitdosig AoipnénTton avdTePOL [vevpovia®®, Baktmplakée,
OVOTTVELGTIKOD 10YEVELC KO LUK TIOGLKES
cvotiuoroc’, Baktnplakéc, Aowpméerg
10YEVELG KOl LUKNTIOOIKEG (ocvumeprioppavopévoyv tov
AOLUMEELS guKaPLaKOV Aotpdtenmv)?,
(cvopmephopBavouévay Tov Kvuttapitdo’, Enyapio®®,
gukaPLaKOV Aotpdtenv)’, Loipmén tov mvevpova®,
Pwogapuyyitida, Gapvyyitdo, | Bpoyyxitda’, oipwén tov
Bpoyyitda’, Pwitida AVOATVELGTIKOD GUGTHUATOG,
Ovporoipmén®, Eviepokoditido
Zuyvéc Aopddng
Inyorpia®®, Aolpwén Tov
nvedpovo®®, ovporoipmén®,
nopappvokoAmitido’
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Neomhaopata
Karon0n, Kakon0n

Kol Mn kaBopropéva

(mepriappfévovran
KUOTELG KO
TOAVTTOOEC)

Oy Xuyvéc
Bacikokvttoptkd kopkivouo?,

Agppotikdg kapkivog ek
TAUKOSOV KLTTApmV "

Zuyvéc

Oé&glo poehoyevic Aevyotpia’,
Mverodvomrlaotikd cHvdpouo’,
Koapkivopo déppotog omd
TAOK®IEG emONAL0N*"

Oy Xvyvég
T-Aeppokvttapikn ofeia
Levyoipia’, Bacikokvttopiko
Kopkivouo™?,

20vopouo Aong OYKov

Awtapayég Tov
ApomomTIKoU Kot
10V Agn@ikov
ZVOTNRATOS

[ToAb Xvyvéc
OvSsrsponsv{a’\*o’Oo,
Opouponevia™**, Avonpia’,
Ayoppaykn
datapoyn”,Agvkomnevia,
Agpopomevia

Zuyvéc
Eumdpetn ovdetepomevio™,
novkvttoponevia’

Oyt cvyvég
Awd6lvon, Avtodvoon

OLLOAVTIKY avopio, ALOAVTIKY
ovopio

IToAb Xvyvéc
ODSSTSpOTESVi(IA’O’OO,
@popBomevia -0 Avonpial,
Agvkomevia, Agppomnevia

2oyvég

Eundpetn ovdetepomevior?,
[Mavkvtroponevia’, Aynolvtiky
ovopio

Oyt cvyvég
Yrnepnnkrikotnta, Atatapoyn
otV TEN TOL OiHOTOC

Awtapayég Tov

Oy Xvyvég YrepevaroOnoio”

Av0G0TONTIKOV

2VOTINNOTOG

Awtapayég Tov 2vyvéc YnoBupeoediopog
Evookpivikov

LVGTHUOTOS

Awtapoyéc Tov IToAb Tuyvég 2oyvég

Merapoiopod kon | Yrokohoapia®®, Yaepylvkauia, | Ymokaioapio®®, Yrepylvkoupia,

™mg Opéyng Ymroylvkoipio, YrooBeotionpia’, | YroaoBeotiapio®, Taxyoapddng
Yrovatprioaapio®, Apuddtoon®, | Swfnic’, Yropooeatopia,
Meiouévn 6peén®, Meiouévo Yrovorproupio®, Yrepovpryoupia,
cOUOTIKO Bapog Ovpikn apBpitida, Apvddtmon®,

Mewwpévn 6peén®’, Metopévo

2uyvég copatikd Papog
Ymopayvnolopia, Yeepovpryoupia,
YrepaoPeotiopio”

Yoyuatpukég [ToAV cvyvég Katabiwym, Avmvia | Xvyvég Katabiwym, Admvia

Awotapayés

Oy Xvyvéc
ATdAELN TNG YEVETNOLAG OPUNG
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Awtapoyéc Tov

IToAvd Tuyvég

Mol Tvyvég

Ngvpikov [eprpepicéc vevpomdDerec®, [eprpepixéc vevpomadeiec®
TvoTHHATOS IMopoicOnoia, ZaAn®, Tpouog,
Avoyevoia, Kepaladlyia 2uyvég
Ayyeloxd eyke@olko ene1co810°,
Zvyvéc Z62n", Zvykomn®, Nevpadyia
Ata&ia, Atatapayn wooppomiag,
Zvykonn”, Nevpahyia, Oy ovyvég
AvcaicOncia Evdoxpaviaxn awpoppayio”,
[Mapodukod oyopikd enelcodio,
EyxepoAikn woyoipio
OpBaipikég IToAVd Tvyvég 2vyvéc Katappaxktng
Awtapayés Katappbxng, Oaunn 6paon

2uyvég
Mewwuévn ontikn o&vtnto

Oy vyvég THPAwo

Awtapayés Tov QTog
Kol 100 AapopivBov

2uyvég
Koowon (Xvurepiiapfovopuévng
Ymnookovasiag), Enpoég

Kapowakég
Awatapayég

Zoyvég
KoAmuxrn pappopvyn®®,
Bpadvkapdia

Oy ovyvég

AppuBuia, mapoTeTapéVo
dotnua QT, KoAmikdg
TTEPLYIGLOG,

€KTOKTEG KOIMOKEG GLGTOAEG

2oyvég

"Engpaypo tov pookapdiov
(ovumeprioppovoprévov Tou
0&oc)™?, Kormky papuapoyn®%,
SOUEOPNTIKT KOPOLOKN
avemdpkela’, Tayvkapdia,
Kopdiaxn avendpreia®®,
Ioyopia Tov

pvokapdiov’
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Ayyswokég
Awotapoyéc

Mol Xvyvég

DOArefucd Opoppoepforikd
enelc6o10”, Kupimg ev T Pabdet
oAefikn OpouPwon ko
nvevpoviky eufoin™ %%,
Ynotaon®

Zuyvég
Ynépraon, Exyopoon”

oAb cvyvég

DOArefucd Opoppoepforikd
enelcoo10”, Kupimg v T Pabdet
oAefikn OpouPwon ko
nvevpoviky euforn™*%

Zuyvég
Ayyeiitido, Yrotaon®,
Ynéptaon

Oyt cvyvég

Ioyapia, Tleprpepicn| 1oyoupia,
Opoufmon evooKpOVIAKOD
olePmdovg kOATOV

Awtapayés Tov
AVOTTVEVLGTIKOD
2VOTNNOTOG, TOV

Mol Xvyvég
Abomvorn®®, Enictaén”, Biyog

2vyvég
Avanvevotiky duoyépeia’,

Abdomvora®®, TThevprrikodg

O®OpPuKa KoL TOV Zuyvéc Avogovio ovoc”’, Yno&ia®
Mzoo0®paxKiov
Awtapayés Tov oAb Xvyvéc 2vyvéc
Tactpeviepkod AbGppora®®, Avoxotmotnta’, | Apoppoyio Tov yaoTpevTEPIKOD
Kotaxd dhyoc®, Navtia, sV Ardppaén tov
"Buetoc”, Avoneyia, Aemtov eviépov®, Awdppora,
Enpootopio, Xtopotition Avoxotmotta’, Kotloko
aryoc®, Navtia, Epetoc®
Zuyvéc
Apoppayio TOL YOOTPEVIEPIKOV
coAva (courepthapfavouévng
alpoppayiag tov opHov,
OLULOPPOTIOIKNG OLpLoppayiog,
OLLOPPOYIOG TEXTUKOV EAKOVG
Kot ovAoppoyiag)™®, Avepayia
Oy ovuyvég
Ko\itida, PAeypovi Tov TuQA0D
Awtapayés Tov| [Moiv Tvyvég 2vyvég
‘Hratog Kol TOV| AUWVOTPAVOQEPACT TNG Xolootaon®, Hratoto&ikotnta,
XoAn@oépwv alavivng avEnuévn, Aoraptiky | Hratokvttopikr BAGN,

QUVOTPOVOQEPACT AVENUEVN

Zuyvéc

Hratoxvttopikn BAGSN, Mn
(PLGLOAOYIKEG BOKIHOGIES
Hratikng Aertovpyiog?,
YrepyorepvOpvarpio

Oy ovyvég
Hrotikn avendpkeio”

Apwvotpavepepdon g aAavivng

av&nuévn, Un eLGLOAOYIKESG
doxipaciec nratiknig Aertovpyiog®

Oy Zuyvég
Hrotwen avendpkeio”
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Awtapayég Tov
AépRoTog Kl TOV
Ymodoprov Ietov

oAb Tuyvég EEavOnpata®,
Kvnoudg

Xuyvég

Kvidwon, Yrnepdpwoia,
Enpodepuia, Yrépypwon
déppatog, ‘Exlepa, Epvdnua

Oy ovyvég

Dappoxevtikd eEdvOnua pe
NOGWOPIMA KOl GLGTNHATIKA
copumtOpoTa’’, AVCYPOUOTIGUOC
dépuartog, Avtidpaon

Soyvéc BEavoquota®

Oyt cvyvég

DQoppokevTikd e£avOnpa e
NOGWOPIAMA KOl GLGTIHLATIKA
cvuntopote’’

poTogLAIGONGiag
Awtapayés Tov oAb Xvyvég 2vyvég

MUvOGKEAETIKOV
YVOTHHATOS KO TOV
Y VVOETIKOD 16TOV

Mvik advvapia®®, Mvikot
onacpoi, Ootikdg TOVOC,
[Tévog ko dvcavetio Tov
LVOGKEAETIKOD GUGTILATOG KO
TOV GLVOETIKOV 1GTOV
(ovumeprrappavouévng g
os@uoryiac®®®), Akyoc dkpov,
MvoAyio, ApBpadyia’

2uyvég
A1OyKmon apBpmong

Mvikn advvapia®®, Ootikdg
novoc’, Ilovog ko Sucavetio Tov
UVOGKEAETIKOD GUGTIILATOG KO
TOV GLVOETIKOV 1GTOV
(ovumeprrappavopévng g
os@uoryiag®®)

Oyt ovyvég Adykmon apBpwong

Awtapayés Tov
Ne@podv Kot TOV
Ovpodépov Odav

IToAb Tvyvég Neppkn
OVETAPKELOL
(ovumepriappavouévng g
o&eiog)®%

2uyvég
Apartovpia”, Katakpdtnon
ovpwv, Akpdteln VPOV

Oy ovyvég
Emnixtnto ocvvdépouo Fanconi

Oyt cvyvég
Nékpmon VEPPIKOV GOANVAPIOV

Awtapayés Tov
Avaropay®yikov
ZVOTHHOTOS KO TOV
MacTov

2uyvég
2TUTIKN dVCAELITOVPYia

I'evikég Avatapayéc
kol Kataotdoeig
™™g 0600

Xopnynong

oAb Xvyvég

Konwon, 00, Oidonua
(cvumeptiapfavouévon Tov
TEPLPEPIKOD 010N UATOC), [TupeTdg
00, Acbévela, ypImmOEC
GOVOPOLO
(cvumeptiapfoavousvav TupeTon,
BAxa, pooaAyiag, LLOCKEAETIKOD
TOVOL, TOVOKEPOAOV Kol piymv)
2VyVEC

[T6vog oto ot B0c0, 00,
Anbapyog

[ToAd Yvyvég
Konwon?, 09,

2VyVEC
[epupepuco oidonpa, Mupetdg 00,
Acbévera
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Hapaxivikég IToAV cuyvég

E&etacsaig AAKOMKT] QOOEATACT OUILATOG
aVENUEVN
Xuyvég
C-avidpdoa mpmTeivn
aVENUEVN

Koxkdoeig, 2VyvES

AniTprécsic ko | Iltoon

Emmlokéc

9 AvemOvpMTEG EVEPYEIEG IOV AvOPEPONKaAY ¢ GoPapég oe KMvVikES Sokiuéc og aodeveic e NAIIM nov eiyov AdPet Aevatdopidn oe
cuvdvaoud pe Boptefopipmn ko de&opedalovn

“BAEme Tapdypapo 4.8 TEPLYPOPT] EMAEYUEVOV OVEMOOUNTOV EVEPYELDV

0 AvemBounteg evépyeiec Tov avopépinkay wg coPapic oe KMVIKEG SOKIEG e ac0eVEiS e TOAAATAS PLEAMLLO TTOV VTTOBAN KoY
o¢ Oepomeio pe Aevatdopidn oe cuvdvaoud pe de&apedalovn 1 pekeordvn Kot Tpedvilovn

+ Ioyoetl Lovo yio Tig GoPapés PUPLOKEVTIKES AVETOVUNTEG EVEPYELES

*  AgpHoTiKOG KOPKIVog €K TAOK®OIDV KLTTAP®V avapipOnke og kKAMvikég SoKIES o€ aobevelg pe poéhopa Tov eiyav
nponyovpuéveg vtoPAndel oe Bepansio pe Aevaiidopion/deapedolovn o chyKpion pe TOvg HApTLPES

** Kapkivopo 6éppatog and mAakmdes emOnAo avapépnke og KAvikN dokiun o€ aceveis e veodlayvmabév poélmpa Tov
vrofANnOnkay oe Oepameio pe Aevordopion/de&apefaldvn oe GOYKPIoN LE TOVG LAPTVPESG

2VVOnTIKOG Tivakag oo T povobepaneio
O mopakdte Tivakeg mpoépyovtal and dEGOUEVA TOV GUYKEVIPOONKAV KATE TN S1APKELL TOV KOPL®V
UEAETAOV G povobepameio Y10 LEAOSVOTAAGTIKG GUVOPOLO KOl AEUPOU KUTTAP®Y LOVIVAL.

Mivaxag 3. AvemOopnteg evépyeres mov avaPipOnkay og KMVIkEG peréteg g acOeveig pe
PVELOOVGTAUGTIKG cVUVOpOpa o€ Ogpameio pe Aevarrdouion

Katnyopia/Opyoviké [Oreg or AvemOounTteg AvemOounteg Evépyerec BaOpov
2votnna / Evépyereg/Zoyvotnta 3—4/ZvyvéotnTa
potipmpuevog Opog
AopudEerg kan [ToAd Tvyvég [ToAd Zvyvég
Mopaocrtoroeig Baxtnpakéc, woyeveig ko [Tvevpovio®
LVKNTIOGIKEG AOIUMDEELG
(cvumepriopupfavouévey Tov Zuyvég
cuKoIPLOKOV AoudEemv)®, Bakmnplakéc, 1oygveic kot

LUKNTIOGIKEG AOIUMDEELG
(cvumeptiopfovouévey Tov
EVKALPLOKDV AOIUDEEDV)

Bpoyyitida’,
Awatapayés - [HoAv Zvuyvég Ovdeteponevia?,  [old ouyvég
TO”A‘I‘F‘[‘\’"O‘“T‘K?” @pouponevia™?, Ovdeteponevio™?,
;‘;‘6:‘3” a:OWP"‘O” Agvxonevia @popponeviar? |

noTos Agvkomevia_

ZuyvEg

Eundpetn ovdetepomevio?,
AloTapayEg TOV 2uyvéc Ymobvpeoeldiopoc
Evdokpivikov
ZVGTHUOTOS
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Avatapayés Tov [ToAb cuyvég 2oy vég
Metaforopov kot Meiwpévn 6peén, Yrepylvroupio,
e Opiyng Mewpévn opedn,
2vyvéc
Yeppdpton G1dnpov,
Melouévo couatiKd Bapog
Poyratpikég 2oy véc
Aratapayés Alhoyn S160gonc®

Avatapayég Tov [ToAb cuyvég
Nevpikov Z.aAn, Keparolyio
2VGTRATOS
Zuyvéc
I[MopoarcOnocia
Kapowokég Zuyvég
Avotapayés O&D epepaypa Tov pvokapdiov?,

KoAmikn pappopoyn’,
Kapdiokn avendpkeia’

Ayyewakéc Avatapayég

>vuyvég
Ynéptaon, apdtopa

Zuyvég

Drefikd OpopPfoepupforikd
enelc6010”, kKuplwg ev T Pdbet
oAefikn OpouPwon Kot
mvevuoviky eufoin™?

AlaTopayES TOV [MoAV cuyvég
AVOITVEVGTIKOD Enictaén”
2VoTNNOTOS, TOV
OopoKa Kol TOV
MeocoOmpdakiov
AlaTopayES TOV [ToA0 Xvyvég >uyvég
['aoTpevTEPLKOD Ardppora’, Kothokod aryog ( A1dppora’, Novtia, ITovodovtog
mePILaUPavouevng e avo) ,
Navrtia, Epetog, Avokotdtral,
Zuyvéc
=npoctouio, Avoreyia
Artatapoyéc TOVXVYVEG Zuyvég
[Hrotog ko TOVMN GUGLOAOYIKEG SOKILAGIESG Mn @UGLOAOYIKEG SOKIUAGIES
Xoineépwv MTATIKNG Agttovpyiog mmatikng Aettovpyiog

Avatapayés Tov
AEPROTOS KOL TOV
Y7od6prov Ietod

[ToAv Tvyvég EEavOnuata,
=npodepuia, Kvnouodg

>oyvéc E€avOnuata, Kvnopoc

Awatapayés Tov [ToA0 Xvyvég >uyvég
MvookeLETIKOD Mvikoi oracpoi, Mvockeletikdg [Oc@uaiyia’
TVGTHRATOS KOL TOV  TOVOG(GUUTEPIAAUPAVOUEVNC TG
2 VVOETIKOV 16TOV oceuolyiac® kat Tov THVOL TV

axpav ), ,ApOpolyio, Muadyia.
Avatapayés TOV Xovyvég

Ne@poOVv Kol TOV

Ovpoépnv Od0OV

INepptkn avendprela
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Tevikég Alatapayés  [[ToAd cvyvég ZVYVEG
kol Kotoostaosig g [Komoon, Hepupepiko oidnua, [Tvpetdg
. . 'YPLTMOEG GUVOPOLLO
0300 Xopriynong (cvumeptaufavouévav TopeTon,
Bxa, papvuyyitidag, poadyiog,
LLLVOGKEAETIKOD TOVOV,
TOVOKEPUAOV)
Kokdoeig, Zuyvég
ANANTNPLECELS KoL Itwon
Emmrlokéc

“BAEme Tapdypapo 4.8 TEPLYpaPT) ETAEYUEVOV OVETOOUNTOV EVEPYELDV

0 AvemBounteg evépyeleg Tov avopépinkay wg coPapic oe KMVIKEG SOKIUEG OE acOeVEIS e LVEAOSVTTAAGTIKA GOVIPOLLL
~AlMaym d1dbsom avaeépOnie mg éva cuyvd cofapd avemBounto copPdv otn perétn edons 3 TV LLEAOSVOTAACTIKOV
GUVOPOLL®V, dev avaeépOnke mg avemBounto copPév Babuoo 3 1 4.

O akyopiBpog mov epoppdletar yuo vo copmeptAneovv oto SmPC: Oleg ot avemBOunteg evépyeieg mov GuAAAPAvovTol and Tov
aAyopdpo perétng edong 3 mephoppdvovror 6to EU SmPC. TN owtég Tic, avembounteg evépyeieg Tpayatonotdnke vog
1p660eTOg ENeYy0G TNG cLYvOTTOG TV ADR TTov KoTOypdenKav and Tov aAydpdpo peAEng edong 2 Ko, €AV 1 cLYVOTNTO TOV
OVETIOOUNTOV EVEPYEL®V OTN UEAETN PAoNG 2 NToy VYNAOTEPT Al O, TL 6T LEAETN PAomg 3, To cupuPav cupmepiAnenke oto EU
SmPC o1 cuyvoémTa Tov gpeaviletar otn peAétn edong 2.

# AhyopiOpog mov epoppdletor yio pueAoSVOTAACTIKG GHVOPOLLOL:

* Mehétn @dong 3 og puehodvomhooTikd cOVOpopa3 (SuTAn-TveAN ,TANOVCHOG acEdlelos, Stopopd petald Asvaidouidng 5/ 10mg
KOl EIKOVIKOD QOPUAKOV e apytkn d0coA0Yin oV epeaviletal o€ TOLVAGYIGTOV 2 dTopLa)

0 Oleg ot avemBounteg evépyeleg mov epeaviotnkav ot Bepancio > amd 10 5% TtV atdpmV ot Aevaldonidn kot TovAdyiotov 2%
S10popa TOGOGTOV PETAED AEVOMOOUIONG KO EIKOVIKOD QOPUAKOD

0 Oleg o1 avemBounteg evépyeiec Babpov 3 M 4 mov epgpaviotnkayv ot Oeponeio 6101% TtV 0TOp®V e AeVOMSOpIdN Kot
ToLVAG)IoTOV 1% S10p0pt T0G06TOD HETAED AEVAAGOUIONG KOl EIKOVIKOD POPLAKOD

0 Oleg o1 coPopég avemBounteg evépyeteg Tov gpeavioTnkoy ot Bepaneio 6to 1% TV atdpmv e Aevaidouidn Kot TovAdylotov

1% d10popd m0c0oTOD HETAED AEVOAMOOMIONG KL EIKOVIKOD QOPHAKOV
* MeAétn HueAOSVOTAAGTIKOY GLUVIPOU®Y QAoNG 2
O Oieg ot avemBOunteg evépyeteg mov eppoavictnkay ot Oepaneio > and 5% tov atdpmv mov Erafav Aevaidopion
O OAeg o1 avembounteg evépyeteg Babpov 3 1 4 mov gpoaviomrov ot Oepancio 6to 1% t0v atdopmv Tov EAafoyv Aevolidopion
O OAeg o1 coPapéc avemBounteg evépyeleg mov eppaviotnkay otn Oepomeio 610 1% tov atépev mov Elafav Aevoaidouion

Hivokag 4. AvemOounteg evépyeleg mov ava@ipOnkay og KMvikég peréteg o€ acbseveic pe Aépoopa
KUTTAPOV povova o€ Ogponeia pe Levarlidoopion

Katnyopia/Opyaviké [OLeg or AvemBOpunteg Avem@ounteg Evépyerec BaOpov

XooTnpa / Evépyareg/Zoyvétnro 3—4/XvyvétnTa

potipdpuevog 'Opog

AOLLDEELS KL [ToAd cuyvég [ToAd cuyvég

MMopaocitOoelg Boaktnplokéc, 10yeveig kot Baktnplakéc, 10yeveig kot
LLLKNTIOGIKEG AOIUMDEELG LLLKNTIOGIKEG AOIUDEELG
(cvumepriopfovouévev Tov (cvumeptiopfovouévey Tov
cuKoIPLOKOV AoudEemv)®, EVKOPLAKOV AopdEenmV)’,
Pwoeapuyyitida,Ilvevpovia’ Pwoeapuyyitida,Ilvevpovia’
>uyvEg
Iypopitida

Neomlaopata 2oy vég ZoyveEg

Kolon0n, Kokon0n [Avtidpaon Avtiopoon

kol Mn kafopiopéva [avolOTOP®ONG TOL OYKOV, ovalomipwong Tov GyKov,

(mepriappavovran TAOK®OONG KopKivog ToL dépuatog *,

KOGTELS KOL ©, Bacwkokvttopikd kapkivopa ~, O,

MOAVTTOOEC)

Awatapayés Tov [ToAD Xvyvég >uyvég

Metafoiopov kot Mewwpévn 6peén, Metwpévo IApvddtmon, Yrokvatplonpio

g Opéyng copatikd Bapog, Yrokahaipio  [YroacPetoatpio
Xuyvég
IApvddtmon

Poyratpikég Zuyveég

Avatapoyéc Avnvia
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Avatapayés Tov Xuyvég Zuyvéc

Nevpikov Avcyevoio, Kepoaralyia, Ieprpepikn vevpomadeia
2 VoTINNOTOG MEPLPEPIKT VELPOTAHEL IANBapyoc.

Awatapayés Tov QTog Zuyvic

Ko Tov Aapopiviov  [TAryyog

Kapowakég Zuyvég

Avatapayég Euepoaypo tov

Lookapdiov(cvunepriopfovouévo
v ToV 0E£0Q)",
Kapdiaxn avemdpkeila

Avyyerokéc AtatapayfcEuyvég Zuyvég

Ynotoon® Ev to Badel pAreficr OpouPoon,
[Tvevpovikn epfoin™° , Yrotaon®

Awatapayég Tov [ToAd Tuyvég Zuyvég

AVOTVEVGTIKOD Avonvola’ Avorvola’

2V6THRATOS, TOV

OopoKa Kol TOV

Meoco0mpakiov

Avatapayég Tov [ToAVb cuyvég Zuyvég

TooTpevTEPIKOD Awappora’, , Navtia’, Epetoc®,  |Adppora’, Kothokog movog?,
AvcrkototTa, AverotMoTn T

>uyveég
Kowokog mévog

Avatapoyéc Tov
AEPROTOG KOL TOV
Yroodoprov Ilotov

[ToA0 Xvyvéc

E&avOnuata
(cvumeprioppoavopuévng g
aAAepykng deppatitidng),
Kvnouog

2vyvéc E€avOnuara,

Zuyvéc )
, Enpodepuia
Avatapoyéc Tov [ToAd Tuyvég Zuyvég

MvOGKEAETIKOV
ZVGTNROTOS KO TOV
XovoeTikov Iotov

Mvikoi oracpoi, Ocpuaiyio

2uyvEg
ApBparyia, [Tovol TV axpov,
My advvapio’

Ocuaryia’, Muikf advvopia’,
IApBpadiyia, IT6vol TV dxpwv,

Avatapayés TOV
Ne@poOVv Kol TOV
Ovpopépmv OdGOV

>uyveg
INepptkn avendprela

I'evikég Avatapoyéc
ko Kotastaoeig mng
0600 Xopiynong

I[IoA0 cuyvég

Konwon, AcBéveia, Iepipepikd
oionua, YPImmoec GOVOPOLO
(cvumepriapPfovopévav TopeTon
Prixa)

Zoyveég

Piyn

ZUYVES o

Tvpetdc 0

L, AcOévela”, Kc’mcocm<>

"BAEme mopdypo@o 4.8 meptypapn EMAEYUEVOV OVETIOVUNTOV EVEPYELDV
AvemBopunteg evépyeieg mov avapépiniay wg coPapic oe KMVIKES doKIUES og acbeveic Le AEppoua KuTTdpoy Lovova:
* Eleyyopevn pedém @dong 2 6€ AELPOUATO KUTTAP®V HLovODa.

o

0 Oleg ot avemBounteg evépyeleg mov epeaviotnkav ot Bepaneio > amd 10 5% tov atdpmv ot Aevaldopnion kot tovAdyietov 2%

S1popd 1060610V PeTAED AEVOAMBOUIONG Kot EIKOVIKOD PapLAKOL
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0 Oleg ot avemBounteg evépyeieg Babpov 3 1 4 mov epeaviotkav ot Oepancio > omd 10 1% tov atdpmv pe Aevaldopion kot
TovAdyotov 1% Supopd T0GosTon HeTaED AeVOAOOUIONG KOl EIKOVIKOD QAPHAKOV

0 Oleg o1 GoPopég avemBounteg evépyeies mov gppaviomray ot Oepameio > omd 10 1% Tov atopmv e Aevaldopuidn kot
ToLAdyLoTOV 1% S10p0pd T0G0GTOD HETAED AEVAASOUIONG KOl EIKOVIKOD POPLLAKOD

* Mehét Aepoopdtov Kuttdpov povoda edong 2

O Oieg ot avemBOunteg evépyeteg mov ppovictnray ot Oepaneion > and 5% tov atdp®v

O OAeg o1 avembounteg evépyeteg Babpov 3 1 4 mov gpoaviomroy ot Oepancio o€ 2 1| TEPIGGOTEPA ATOLLO.

O Oleg o1 coPapéc avemBounteg evépyeteg mov eppaviotnkav otn Oeponeia og 2 1| meprocdTEpPA dTOU.

2vvortikoc wivakoc vio. ) Ospareio ovvovaouod og OA
O ax6AovB0g TivaKag TPoKHTTEL 0O dESOUEVA TOV GLYKEVIPOON KAV Katd Tig KOpleg peréteg (NHL-
007 ka1 NHL-008) 6mov ypnoytomotdnie Aevaidopion e cuvovacud pe prtov&iuaunn yuo acbeveigue
olmdec AEppmpa.

IMivaxkag 5: Avem@OunTeS gvEPyELEG TOV OVOPEPONKAY 08 KMVIKES doKIpES o€ 000gveic pe 0MOES
répoopa, Tov Ehafav Ospaneio pe Aevaildopion og cvvovacud pe prrovSipudpmn

Koatnyopia/opyavik Olregor AvemOounreg evépyeres Babpov
6cvoTnpa/ ovemMOOUNTES 3-4/ZvyvotnTo
IpoTip®pevog 6pog gvépyarteg/Zuyvotnta,
Aopderg oAb vyvég SUyVvEG
Kol Aoluwén tov avmtepov [Tvevpovia’, Znyoupia’, Aoipwén
TAPUCITAOOCEL OVOTTVEVOTIKOVGUG T LLOTOG Tovvevpova, Bpoyyitida,
S laotpeviepitioa,
2uyvég [apappvoxoinitido, Ovporoipnmén,
[vevpovia’, [pinn, Bpoyyitida, Kvtrapitda’
[MopopprvokoAmitioa,
Ovporoipmén
Neomhaopato IToAd Xvyvég 2uyvég
KoA01 01, Kak010n ko | Avalondipwon Baocikokuttapikd kapkivopa™,
un kabopropéva oyKov”
(meprrapfévovron
KOOTEG KO 2vuyvég
TOLMOTOOECS) Kaopkivopo 6£ppotoc amd TAaK®Oeg
emOfAo®N*
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AwoTapay£g Tov
GLHLOTOUMTIKOV Ko
TOVAENPLKOD
GULOTHLOTOG

oA Xvyvég
Ovdetepomevia™?, Avauio’,
®popporevia’,
Aevkomevia™”, Agppomevio

[ToAV cuyvéc

Ovdetepomevia’
0

2uyvEg
Avapia®, @popfomevio,
Eumopetnovdeteponevio’,

[avkuttapomnevia,
Agvkonevia”™”, Asugomevio”
Awtapoyés Tov Ioh0 vyvég 2uyvég
petafoiropov Ko Mewwpévn 6peén, Yrokolwopio Apuddtmon,
™sOpéyng YnepooPeotiopio’,
Zuyvég Y nokohoytic,
Ymopmopotapio, Apuddtmon Yropwopatoia,
Ymepovpryoio
Poylatpikég Zuyvég
owutapayég Koatabiyn, Abvzrvia
Awtapayés Tov oA Yvuyvég 2uyvég
VEVPLKOD Kepolodyia, YvyKon
GUGTI|LOTOG 74 1
2uyvég
[epupepixn aodNTIKN
vevpondheia, Avsyevoio
Kapowkéc owatapayés | Oy ovyvég
Appodpuia’
Ayyerokéc dwatapayés | Xuyvég 2uyvég
Ynoétac [Tvevpovikn
n euPorn ™, Yrotaon
Awtoapayéc Tov oA Yvyvég 2VyVvEC
OVOTVEVGTIKOV Avorvord’, Avomvol
GUGTHLATOGC, Brixog o’
T0V0DPUKO KoL
T0V 2uyvEC
pecofmpaxion Alyog otopato@dpuyys, Avcpmvio
Awtapoyég oAb Tvyvég SuyVvEG
T0V Kothako dhyod’, Awgppota, Kowokd dAyoc’,
YOOTPEVTEPLKO Avckothotra, Navtia, Augppota, Avekorotnta,
L)) "Epetog,Avomeyia Ytopoatitidn
2uyvEC
Alyoc dve KotMoKkng
YDPUC, ETOUOTITION,
Enpoactopio
AwTapayés Tov oA Yvyvég 2uyvég
déppatog Kar BEGvOnua”, EEavonua”, Kvnopdg
TOVVTOd6pLOV Kvnoudg
16700
2uyvEg
Enpodeppio, Nvuktepvoi
Wphtec, Epbnua
AwoTapay£s Tov oA Xvyvég Zuyvég
LVOGKEALETIKOD Mvikol onacpot, Mvikn advvapio, Avyevaiyio
GUGTI|LOTOG KOl Oceuaiyia, ApBpaiyia
TOVGVVOETIKOV
1670V 2uyvég
Alyog dKpov, Mvikn
advvoia, MvookeleTikd

GAyog, Muahyio, Avyevolyio
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Awtopayéc TOV
VEQPAOV

KOl TV
0VPOPOPMOVOIDOV

2uyvég
Oéela veppukn BAGPN
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2uyvEg
Konwon, EEac0évion

[ToAv Xvyvég

[Mvpe&ia, Komwon,
E&acBévion,Ilepipepikd
oionpa

I'evikéc dwatapoyég
KOIKOTAGTAGELS TNG
0909 yopiyneng

2uyvég
Koakovyia,

Piyn

Hopoxivikég
eerdosig

oA Xvyvég
AvEnuévn apuvotpavepepdon
™mg aiavivng

2uyvEg
Mewopévo copatikd Bapog,
AvEnuévn yorepvbpivn aipartog

~BA. mopaypapo 4.8 TEPLypopT| ETAEYUEVOV AVETBOUNTOV EVEPYELDV
Alyop10p0og mov £QapprOcTNKE Yo T0 0{MOES AEppmpa:
Eleyyopevn dokyn edong 3:
o AvemBounteg evépyeieg oe NHL-007 - Oheg o1 avembounteg evépyeteg opeopeveg ot Bepomeia pe > 5,0% tov atOpoV 6T0 6KELOG
AevaAdopidng/ prrovéndumng kot tovidyiotov 2,0% vymidtepn cuyvotnta (%) 610 okEA0G AEVOMIOWIONG 6 GVYKPLON LE TO OKEAOG
eréyyov - (ITAnBuopog aoeiietag)
o AvembBounteg evépyeteg Pabpod % oe NHL-007 - Odeg ot Babpov 3 1} 4 avembounteg evépyeleg opelopeves otn Oepomeio pe
TovAdyotov 1,0% tov atopmv 010 okEA0G Aevaldopiong/prrovéipapuang kot tovAdyiotov 1,0% vynidotepn cuyxvoTTo 610 6KEAOG
Aevoldopiong og oOyKpiomn pHe 70 okéEL0G eELEYyov - (ITAnBvopds acpddetac)
o XoPoapég avembounteg evépyeteg o NHL-007 - Olheg ot coPopéc avembounteg evépyeteg opehdpeveg ot Oepameio pe
TovAdyotov 1,0% tov atopmv 610 okéN0G Aevaldopiong/prrovéipapnns kot tovidytotov 1,0% vymidtepn
oLXvOTTA 6T0 GKEAOG AevaMdopidng/prrovénaunng oe GOYKPIon Le To 6KELOG ELEYYOV - (TANBLGLOG 0GEHAELG)
Aokin evog okélovg, paong 3 yia o OA:
o Avembounteg evépyeieg oe NHL-008 - Odeg o1 avembounteg evépyeteg opeopeves ot Bepaneia pe > 5,0% tov
ATOLOV
o AvemBounteg evépyeieg Babpov 3/4 NHL-008 - Okeg o1 Babpov 3/4 avemBdunteg evépyeteg opehOpeveg
o Bepancio mov avapépinkav og > 1,0% TV otOpOV
o XoPoapég avembounteg evépyeteg o NHL-008 - Oleg o1 coPopég avembountes evépyeleg 0PEIMOUEVES 0T
Oepaneio mov avapépbnkay ce > 1,0% TV otopOV
o AvemBbunteg evépyeteg mov avapépnkay g coPfapéc oe KAVIKEG SOKIES Yo To 0LddeC AEpPILOL
* Ioyvet povo yia i GoPUPES PAPUOKEVTIKEG avemBOpnTeg evépyeieg
“Y76 tov 6po «EEGVOMpo» TephapBévoval ot TpoTILdUEVOL 6pot eEAvONua Kot EAvON A KnASoPLaTIS GG
Y16 tov 6po «Agvkomevioy mephapuBEvoVTaL O TPOTILMUEVOL OpOL AEVKOTEViR Kot 0plOUOG AEVKOKVTTAP®V HELWHEVOG
XY O Tov Opo «Agpponevion TEPIAAUBAVOVTOL O TPOTILAHEVOL OPOL AeUPOTTEVID Kot OptOUOG AELPOKVTTAPMOV UELOUEVOS

2ZVVORTIKOC TVOKOS TWV AVETMOOUNTWV EVEPYELWV UETC TV KDKAOQOPIQ aTHY aY0opa.

Emmiéov tov mopandve avemiBopuntov evepyeldv Tov dSamotdnkoy and Tig factkés KAVIKEG
dokluég, 0 akdA0LOOC TivaKag TPOKHTTTEL 0O SES0UEVH TOL GLYKEVTPMONKOV 0mtd GTOLYEID LETA TNV
KuKAOQOpio GTNV ayopda.

Mivokag 6. AvemBOUNTES EVEPYELES TOV AVAQEPONKAY KATE TN PO RETE TNV KVKAOQOpid 6TV
ayopd o€ acOeveig mov vroPAOnkav o Oepameia pe Aevaidoopion

Kotnyopia/Opyoviké [Oieg or AvemO@dunteg AvemOopnteg Evépyaieg

Xvotnpa / Evépyereg/Zoyvotyta BaOpov 3—4/Zvyvétnta

Mpotipdpuevog Opog

Aopdéelg kot Mn I'vootég loyeveic Aowpnaéelg, [Mn I'vootég loyeveig Aotuméelc,

MopaocitOoelg CUUTEPIAAUPAVOLEVTG TNG CUUTEPIAAUPAVOUEVNG TNG
ETOVEVEPYOTOINGCNG TOV 100 TOL  [EMOVEVEPYOTTOINGNG TOL 100 TOV
Epmnta (OoTHPO Kot TNG Epmnta LOoTAP Kol TNG
mmaTitidog nrotitidog B
B

Neomlaopata Zmhvieg

Kalon0n, Kakon6n Zovopouo Aveng 6yKkov

Kot Mn xaBopropéva

(mepriappavovron

KUGTELS KoL

MOAMTTOOECS)

Avatapayés Tov Mn 'vootég Eniktnn oupo@iria

ATHOTOIN TIKOD KO TOV

AERPIKOD XVGTHHOTOS
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Arwatapoyéc Tov
AVOGOTOTIKOV
YV6TNNOTOG

>mdvieg
AVOQUAAKTIKY avTidpaon™

Mn TI'vootég
IATOpPLYN HOGYELLLOTOG
GULUTOYOVG 0PYAVOL

Zrdvieg
AVOQLAOKTIKY ovTiopaon”

Alotapayég To

>uyvéc YrepBupeoetdiopnog

Evéokpivikov

2VoTNNOTOg

Alotapayés ToV Oy1 cuyvég Xrivieg

AVOTTVEVGTIKOD [Tvevpovikn véptaon [Tvevpovikn véptoon

2 V0T NOTOG, TOV

Oopokae Kol TOV Mn TI'vootég
MeocoOmpakiov Aidpeon Tvevpovitida
Alotapayés To Mn yvootéc
I"acTpevTEPLKOD [Mayxpeatitida, Aldtpnon Tov

[YOGTPEVIEPIKOV COANVA
(cvumepriappovouévev

Ol TPNCEDMY EKKOATAOLOTOC,
EVTEPOV Kol TOYEOG EVIEPOL)”
Mn yVooTéc

O&eia nratikn avendpkeia”,
To&wkn nratitida”

Mn I'vootég

O&eio nrotikn avendpkeio”,
To&kn nratitida”,
Kvttapoivtikn nratitida?,
XoAootatikn nrotitidoa”,

IM1KTH KUTTOPOAVTIKT)/XOAOGTATIKY
mratitido”

Avatapayég Tov
[Hratog ko Tov
Xoin@opomv

Avatapayég Tov
AépRaTOS KOl TOV
Ymod6prov Ietod

Oyt cuyvéc Ayyerooionua

Xravieg
>ovopopo Stevens-Johnson”,

To&ikn emdepuikn vekpoivon”
Mn yvootéc
AEVKOKVTTOPOKAOGTIKT
oryyeUtidn, OopUoKEVTIKY
Avtidpaon pe Hoowopidia kot
Puotnuotikd Xvuntopato”

ABAéme Topdypapo 4.8 TEPLypapn ETAEYUEVOV OVETIOOUNTOV EVEPYELDY

IIeprypaen emAeypuévov aVETIOOUNTOV EVEPYELDV

Tepatoyovocg dpaon

H Aevoldopion oyetiletar dopkd pe tn Boldouidon. H Baiidopidn eivar pio yvoot tepatoydvog
OpOoTIKN 0VGia Yo, ToV AvOpwmo Tov Tpokaiel coPfapic cuyyeveig dapaptisg, AmTEANTIKES Yo TN (o).
e mOnKove N AEVOALOOUION TPOKAAECE OLGTANGIEG TUPOUOLEG LUE AVTEC TTOV TEPLYPAGNKOV Y10 TT
Oardouion (PAéme mapaypapovg 4.6 kot 5.3). Xe nepintwon mov 1 Aevaidouion Anedei katd ™
SlapKeLD TNG KON OMNG, 1] TEPATOYOVOG ENIOPAOT TNG AEVOALOOUIONG OTOVG AvVOPDOTOVG EIVOL AVOUEVOUEVT).

Ovodeteporevia kou Opouforevia

o  NeodwwyvaooBév mordamhd puéhopa: acbeveig mov éxovv vrofindei oe ASCT kan Aopfdvovv
Oepancio pe AevaMdouidn ocvuvinpnong
H Aevoldopidn cvvimpnong petd amd ASCT oyetileton pe vynAOTEPT GUYVOTNTO OVOETEPOTEVIOG
BaBpov 4 og cdykpion pe ) cvviipnon pe eikovikd eappako (32,1% évavtt 26,7% [16,1% évavtt
1,8% petd v évapén tng Bepaneiog cuvinpnong] ot peaétn CALGB 100104 ko 16,4% évavtt 0,7%
otn perétn IFM 2005-02, avtictora). AvemBounteg evEPYELEC OVOETEPOTEVING OPEILOUEVES OTT)
Bepameio TOv 0N YNCOV GE SLOKOTY| TNG AEVOALOOUIONG avapEépbnkav 610 2,2% TV aclevodv o1
perétn CALGB 100104 kot to 2,4% tov acBevov otn pedétn IFM 2005-02, avtictotya. Epmdpetn
ovdeteponevia Babpov 4 avapépinke oe mapoHolEg GLYVOTNTEG GTO GKEAT AEVAASOUIdNG GUVTHPTONG GE
GUYKPLOT LE TA GKEAN GLUVINPNONG LE ELKOVIKO pdpuaKko oe apeotepes Tig peréteg (0,4% évavtt 0,5%
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[0,4% évavtt 0,5% petd v évapén g Bepanciag cuvinpnong] ot perétn CALGB 100104 kot 0,3%
évavtt 0% otn perétn IFM 2005-02, avtictowya).

H Aevoldopidon cvvinpnong petd amd ASCT oyetieton pe vynAdtepn cvuyvotnta Opoppomreviag
Babuot 3 1 4 o€ 60yKpion pe 1 cuvnpnon L EKoviko edppako (37,5% évavtt 30,3% [17,9% évavtt
4,1% petd v évapén g Bepanciog cuvinipnong] ot perétn CALGB 100104 kot 13,0% évavtt 2,9%
otn perétn IFM 2005-02, avtictoiya).

o Neodyvemohév mollamid péhoua: 0cdeveic Tov dev sivol KOTIAANAOL Y10 LETAUOGYEVOT KOl
AauBdvovv Bepaneia pe Aevoldopidn oe cuvovaoud pe Boptefopiumn kot deapebalovn
Ovdeteponevia Babpob 4 topatnpndnke oto okéhog RVd o€ pukpotepo Babuod oe oxéon pe to
ovykprtiko okélog Rd (2,7% évavtt 5,9%) ot pekétn SWOG SO0777. Epndpetn ovdeteponevia Badpov
4 avopépOnke o€ mopdpoleg cuyvotNTEG 6710 okéAog RV oe cuykpion pe 1o okéhog Rd (0,0% évovtt
0,4%).

OpopPorevio Babuov 3 1 4 mapatnpridnke oto okérlog RV og peyolvtepo fabuod oe oxéon pe to
ovykpltiko okéhog Rd (17,2% évavtt 9,4%).

o NeodwyvooBév morhamhd puélopa: acheveig Tov dev gival KATAAANAOL Y10 LETAUOCYELCT] KO
mov AouBavovv Bepamneia pe Aevaldouidon oe cvvdvacud pe de€apebalovn
O ovvdvacuodg Aevaidouiong pe de&apuebaldovn oe acheveic pe veodlayvmoéy TOALATAO HVEA® LA
oyetiletan pe yaunilotepn cvyvotnto ovdeteponeviag Babuov 4 (8,5% oe Rd ka1 Rd18), g ohykpion pe
MPT (15%). Epndpetn ovdeteponevio Babpov 4 tapatnpndnke ondvia (0,6% oe Rd kot Rd18 og
ovykpion pe 0,7% oe MPT).

O cvvovacpog Aevartdopiong pe de&apebalovn oe acbeveig pe veodiayvwcBév mollamhd poéimua
oyetileton pe yapniotepn ocvyvotnta Opopponeviag Babuov 3 kot 4 (8,1% o Rd kot Rd18), og
ovykplon ue MPT (11,1%).

° Neodwyvacshév molranmAd poéhoua: acbeveic Tov dev gival KATAAANAOL Yo LETAUOGYEVGT] KO
mtov AauBavovv Oepameio pe Aevaildouion o€ cuvovacud ue neAoardvn kat Tpedvilovn

O ovvdvacpog Aevardopiong pe perpardvn kot tpedvilévn oe acbevels pe veodioyvwcBEv morhamhod
puélope oyetiCetan pe vymAdTEPN cLyvoTTO oVdeTEPOTEViag Babuov 4 (34,1% ce MPR+R/MPR+p) og
ovykpion pe MPp+p (7,8%). [Tapatnpndnke vyniotepn cuyvotnta eumvpetng ovdeteponeviag Babpon
4 (1,7% oe MPR+R/MPR+p og ouykpion pe 0,0% o MPp+p).

O ovvdvaouodg Aevardopidong pe peA@ordvn Kot tpedvilovn oe acBevelc pe veodiayvewoBév moAAamAd
puéhopa oxetileton pe vymAidtepn cvyvotta OpopPonevioc Baduov 3 kot 4 (40,4% oe
MPR+R/MPR+p) og c0ykpion pe MPp+p (13,7%).

o JloAlamhd puéhmua: aceveic ne TovAdylotov o Tponyoovuevn Oepameio

O ovvdvacuog Aevaidopiong pe de&apnefalovn oe acbeveic pe mollanmdd pvéhopa oyetileTon pe
VYNAOTEPT CUYVOTNTA ERPEVIONG ovdeTepomeviag Babuov 4 (5,1% oe acbeveig vrd Bepamneio pe
Aevoldouidn/de&apne0alovn oe cvykpion pe 0,6% ot acbeveic vd Oepaneia pe glkovikd
@appaxo/deauedalovn). Exeicodia epumvpetng ovdeteponeviag Babuov 4 mapatnpndnkov éxt coyva
(0,6% o€ acbeveicvmd Bepaneia pe Aevariidouidn/deapnedalovn os ovykpion pe 0,0% oce acbeveic vid
Bepoameio pe sucovikd papuoko/de&apefalovn).

O ovvdvacuog Aevaidouiong pe degapedaldvn oe acbeveig pe TOAAATAO HLEA® O, OYETICETOL LE
vynAdTEPN SVYVOTNTA EPPavVions Opouforeviag Babuod 3 kot fabuov 4 (9,9% kot 1,4% avtictoiyme og
acBeveic vo Bepaneio pe Aevatdouion/de&apnedaldovn og cbykpion ue 2,3% kot 0,0% o acOeveic vio
Bepoameio pe sucovikd eapuoko/de&apefalovn).

e  Aofeveic pe puelodvomTAaoTiKd cOVOpOLLD
Ye aofeveic pe pueAodVOTAACTIKA GOUVOPOLL, 1| AevaAdopion oyetiletar e vynAdTEPT GLYVOTNTA
ovdeteponeviag Babpov 3 1 4 (74,6% twv acBevav mov Erafav Aevaildouion oe cuykpion pe 14,9% tov
acBevav mov EAafav elkovikd Gapuoko oe LEAET edong 3). Ta eneloddio UTVPETNG OVLOETEPOTEVIOG
BaBpov 3 1 4 mapoanprinkav oto 2,2% tev aclevdv mov éhafav Aevaidopion oe ovykpion pe 0,0% twv
acfevav mov Ehafav ekovikod eappoko). H Aevaiidopidn oyetileton pe vynAdtepn cuyxvotnta
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Opoppoxvrtraponeviog Babuod 3 1 4 (37% oe acbeveic mov Erafav Aevaiidopion oe cOykplon pe 1,5% oe
acBeveic mov Ehafav EKOVIKO PAPLOKO GTN HEAETN (Aog 3).

o Aofeveic pe AEpoopa KVTTapoVv povova
e aoBeveic pe Aeppopatoa povdva, 1 Aevoldopion oyetileton e vymMAdTEPT CLYVOTNTO OVOETEPOTEVING
Babpov 3 1 4 (43,7% oe acBeveig mov Erafav Aevaldouion oe ocbykpion pe 33,7% oe acbeveig 610 GKEAOG
eréyyov oe perétn edong 2) Ta enelcddia epmdpetng ovdeteponeviag Babuov 3 1 4 tapatnpnibnkav oto
6,0% tov acfevav mov Erafav AevaAldouidn oe cuykpion e 2,4% tov acBevav tov Ppayiova grEyyov.

o Aocbeveig pue olddec Mpoopa
O cvVdVAGOG AeVAAIdOUIONG [E priovéuaunn o TANBueud pe olmdec Aéppmpa oyetileTon e
vynAOTEPN SVyvoTNTa ovdeteporeviag Babpot 3 1 4 (50,7% oe acBeveic vmo Oepamneio pe
Aevoidopion/prrovéipuapnn oe ovykpion pe 12,2% oe acBeveic vmd Bepaneia pe g1KOVIKO
eappako/prrovéudumnn). Oleg o1 mepmtdocelg ovdeteponeviag Babuov 3 1 4 tav avaotpéyiueg HEcw
TPOCOPIVIG OLAKOTNG TG dOONGS, Helmong TG dOONS KA VIOGTNPIKTIKNG y®YNG L 0uENTiKons
napdyovtes. Eniong, eumbpetn ovdeteponevia mapatnpndnke ondvia (2,7% oe acbeveic vmo Oepaneia pe
Aevoidopion/prrovéipuaunn o ouykpion pe 0,7% oe acbeveic vd Oepameia pe elkovikod
Qappako/prrovéudumn).

H Aevoiidopion oe cuvdvacud pe prrovéyuaunn oxetiletal emiong pe vynAodTEPT GLYVOTITA EUPAVIOTG
Opopporeviag Babupov 3 14 (1,4% ce acBeveic vwd Oepaneia pe Aevoridouion/prroviuaunn oe cOyKpion
pe 0% oe acBeveig vd Bepameia pe elovikd Paprako/prroviidumn).

Drefixn OpouPocufoin

Avénuévog kivdvvog ev o Pdber prefikng OpduPwong Kot mvevpovikng epuPoins oxetileton pe
YPNOM TOL GLVILAGUOD Aevaldouiong pe de&auebaldvn o acbeveig pe TOALATAO HVEAMLLO KOL GE
ukpotepo Pabud oe acbeveic Lo Bepameio pe AEVOAIOOUION GE CUVOVOGHO UE LEAQUAGVT KOl
TpedviLovn N oe acBeveig pe TOAAATAOG HVEADLA, LVEAOSVOTANGTIKO GUVOPOLLA KOL AEUP®UATOV TOV
KLTTAP®OV TOL Pavdvo Tov vofdilovtol o povobepaneiao pe Aevaidouion (BAéne mapdypapo 4.5).
Toavtdypovn xoprynomn epupomonTIK®V TAPaySVI®OV 1| TPONYOVLEVO 1GTOPIKO €V Tm Pdber pAefikng
Opoupwong pmopetl eniong va avénoet tov Kivdvvo BpouPmong 6Tovg cuYKeEKPIUEVOVS 0ebeVEIC.

Eugppoyua too pvokopdiov
‘Epepaypo tov pookapdiov £yt avapepei oe acBeveig mov AapBdvovv Aevaiidopion, 1dtautépwg o
€KEIVOVG LE YVOGTOVG TOpAyovTEg KIVODVOU.

ALpoppoyikéc o10topoyés

Ot apoppaytkéc S1aTapoyES AvVOPEPOVTAL GE OLAPOPES KOTNYOPIEG OPYEVOL GUGTAUOTOS: AlOTAPOUYES
TOL OULLOTOUTIKOD KOl TOV AEUPIKOD GLGTHUOTOG, SLOTOPAYES TOL VEVPLIKOD GLGTHHOTOS (EVOOKPAVIOKN
alpoppayia), SLOTAPUYES TOV OVOTVEVGTIKOD GUGTNILATOG, TOV BdMpaka Kol Tov HeGoBwpaKiov
(emioTaln), S10TOPAYES TOV YAGTPEVTEPIKOD (CLHOppayie. T®V 0VA®V, AHOPPOTOKY| arpoppayia,
atpoppayic, Tov ophov), SLATAPOYES TOV VEQPPDY KL TMV 0VPOPOP®OV 00MV (patovpia), KAKOGELS,
OMANTNPLECELS KoL EMTAOKEG OEPOUTEVTIKDOV YEIPIOUDY (UOAMTES) KOl oyyELOKES dtatapayEc (EKYOU®OT).

Aldepyixéc avrudpaosickal coBopséC OspUOTIKEC AVTIOPATELC

"Exovv avapep0el Teputtdoelg aAAEPYIK®DV aVTIOPACEMY, GUUTEPIAUUPOVOUEVOV OYYEIOO0IONUATOC,
OVOPLACKTIKAG avTIOpaoNC Kot GoBapmv depUATIK®Y avTIdpdoemv, coprneptropupoavopévav tov SJS, TEN
kot DRESS | pe tn xpniomn Aevaiidopione. ‘Eyxet avapepOei otn Pifiioypaeia mbovn dtactavpodpevn
avtidpaon peta&o Aevaitdouiong kot Baidouiong. Oracbeveic pe 1otopikd coPapol eEavOnuatog Tov
oyetileton pe Oepomeio pe OoAdopion dev Oa tpémel va AapPdavovv Aevaidopnion (PAéne mapdypago
4.4).

Aebtepec mpwromalbeic karxonbsieg

2e KMVIKEG OOKIUEG o€ aoBevelc pe puélmpa mov giyav Tpornyovuévme vtoPAndel o Bepameia pe
Aevoldouidon/de&opne0alovn og GUYKPLIOT LUE TOVG LAPTVPECS, TTOL TEPIAUUPAVOVY KUPIWOG dEPUATIKA
KOPKIVOUATO €K BACIKOV 1 TAAK®OIDV KUTTAP®V.
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OCelo puveloyevic levyaruio.

o [MoAlamAd puéiopa
[lepumttdoeig o&giag pvehoyevong Asvyoupiog (AML) éxovv mapatnpndel og KMvIKES SOKIUES
veodlayvmo0évTog ToALamA0D pueAdpotog o€ acbeveic mov dafayv Bepameio pe AEVOAIOOUION CE
ouvvdvaoud pe pehpaiavn | apécmg petd and HDM/ASCT (BAéne mopdypago 4.4). Avti n avénon dev
TopoTNPNONKE 6€ KAWVIKEG SOKIIEG VEOILOYVOGHEVTOG TOAAATAOD LLEADUATOG o€ aoBeveig Tov Elafav
Aevoloouidon og cuvovacuod pe de&apnedalovn oe cOykpion pe BaAlidopion og GLVOLAGUO HE LEAPAAGVN
Ko Tpedviovn.

¢  MvglodvomraoTtikd_cvvVopoua
O1 Baoikéc petafAntés, copmeptAapBavopévng g cOVOETNG KOTTOPOYEVETIKNG Kot TG HeTdAAaEng TPS3,
oyetiCovton pe v Tp6odo o AML og dtoua mov e&aptavTol amd peTdyyion Kot Exovv avopoiio Del (5q)
(BAéme mapdypago 4.4). O extiudpevog 2etg abpototikdg kivovvog eEEMEng oe AML ftav 13,8% oe
acBeveic pe pepovouévn Del (5q) avoporio og cOykpion pe 17,3% yua acbeveig pe Del (5q) kot pia
EMMAEOV KOTTAPOYEVETIKN avopoAia kot 38,6% oe acBevelc pe moldmAoko KapvdTLTO.
e wo €K TV VoTEPOV (post-hoc) avaivor pag KAVIKNG dOKIUAG TG AeVOASOUIONG 68 HLEAOOVGTAOGTIKG,
oUVOPOLLA, O EKTILMOLLEVOS PLONOG eEEMENG TV 2 etddv 6 AML ntav 27,5% oe acbeveic Bstikovg oe THC-
p53 ko 3,6% og acBeveig apvntikovg oe IHC-p53 (p = 0,0038 ). Xtovg Betikovc IHC-p53 acbeveic,
mopotnpnonke youniotepog puouods eEEMENg oe AML peta&d Tov 0c0evdv mov TETVYAY amdKkplon
ave&aptnoiag petayyong (TI) (11,1%) oe chykpion pe avTovg mov dev avtomokpiOnkay. (34,8%).

Hronikéc diaropayéc

"Exovv avapepbei ol mapakdto avemiBounteg evépyeleg LT TNV kKuKAoQOpio oty ayopd (un yvootn
oVYVOTNTA): 0&ElD NTTATIKY AVETAPKELD Kot YOAOGTaoT (Kot ot 0o dvvntikd Bavatneopeg), ToEKN
NTATITION, KLTTUPOAVTIKN NTATITION Kot UIKTH KUTTOPOAVTIKT/ YOAOGTATIKN NTATITION.

Papdouvolvon
"Exovv mopatnpnbel ondvieg tepuntdoelg pafdopvoivongs, 0pioUEVES Od ALTEC KATA T YOPIYNoN
Aevoadouidong poli pe otativn.

diazopayéc tov Bopeogrdove
"Exovv avagpepBel mepitdyoeitg vtoBupeoeldicpon kal tepurtdcelg vrepOvpeoeidicpon (PAEne
mopaypao4.4 Atotapayég Tov Bupeoeldoni).

Avtidpoon avalwrdpwonc oykov (TFR) ka1 ocdvopouo Lvonc oyxov (TLS)

Y1t perétn MCL-002, mepimov to 10% tov acbevadv mov élafav Aevaidouion eppavicav TFR o€ cuykpion
pe 1o 0% oto oxéhog eréyyov. H mietovotta tov cupfaviev cuvéPrn otov kOKAo 1, Oleg a&rohoyhOnkay g
oyetilopevec pe t Oepameio ko 1 mAglovoTTa TOV avoaeop®v ftav Babuot 1 M 2. Acbeveic e vynid MIPI
Katd TN 014yveon 1 0yk®dn voco (TovAdytotov pia oAloioon mov givar>7 cm ot PEYOADTEPT] SIALETPO)
Katd v évapén propel va drorpéyet kivovvo TFR. Xt pehétn MCL-002, avaeépOnke TLS yio évav achevn
og Kabéva amd tovg dVo okélovg Bepanciag. Xtnv vrootpktikn pedétn MCL-001, nepimov to 10% tov
atopwv topovciocav TFR. Oiec o1 avagpopéc ntav Babuov 11 2 og coPapotnta kot dAeg a&loroyndnkay
®¢ oyeTIKES e ) Bepameia. H mAetovotnta tov cupfdviov cuvéPn otov kokho 1. Agv vanpéov avapopéc
v TLS ot perétn MCL-001 (BAéne [Tapdypagpo 4.4).

Yt perétn NHL-007, avapépOnie TFR og 19/146 (13,0%) amnd Toug 0c0evels 610 okEAOG
Aevoaldouiong/prrovéudumng évavtt 1/148 (0,7%) acBeveic 6to0 okéL0G EKOVIKOD
eappaxov/prrovéipaunng. O tepiocdtepec TFR (18 and 115 19) mov avapépbnkav 6to okélog
AevOABOUIONG/PITOVEILAUTNG TTOPOVGLAGTIKAY KATE TH S1ApKELD TV dVO TPOTOV KOKA®V Oepameiog.
‘Evag acBevic pe OA 010 okélog Aevaidopiong/prrovéiudumng tapovoiace éva coppdv TFR Babpov3
EvavTl Kavevog acfevodg 6To 6KELOG EIKOVIKOD Goppakov/prtovéydunnc. Xt perétn NHL-008,
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7/177 (4,0%) and tovg acbeveic pe OA mapovsiocav TER (6cov apopd t cofapdmra, 3 avapopés nTav
BaBpov 1 kot 4 avapopég tav Babpot 2), eved 1 avagpopd Bewpnnke cofapn. tn perétn NHL-007,
mapovctdotnke TLS og 2 acBeveic pe OA (1,4%) ot0 6KEA0G AevoMOOUidN G/ PITOLEIUAUTNG KOl OE
kavévay acBevi pe OA oto oKkéLOG elkoviKoD pappakov/prrovéipaunnc. Kavévag acBevrg dev elye
copupdav BaBuov 3 1 4. TLS mapovsidotnke oe 1 acOevn pe OA (0,6%) otn perétn NHL-008. Avtd 1o
pepovouévo cuufav Tavtomombnke mg cofapn avemBountn evépyeia Babpod 3. ot peiétn NHL-
007, kavévag acBevig dev YpeldoTNKE Vo SloKOWEL OploTiKd TN Oepameio pe Aevolidouion/prrovipuaunn
Moy TFR 1 TLS.

AlatopayéC 100 YaoTPEVTEPIKOD

"Exovv avapepBel S10TprGELS TOV YOOTPEVTEPIKOV GOANVA KOTA TN didpketa g Oepameiog pe
Aevoldouidn. Ot S1aTpNGELG TOL YOGTPEVIEPIKOD COANVO UTOPEL VO, 00N YIGOVV OE ONATIKEG EMTAOKEG
Ko popet va oyetifovtal pe Boavatneopa Expaon.

Avopopd mBovorloyoOUEVOV aVETIBVUNTOV EVEPYELDV
H avagopd mbavoloyodpevov avemBiuntov evepyeldv PeTd amd TN xopnynon Gdewg KukAopopiog Ttov
(QOPLOKEVTIKOD TTPoidvTog eivol onuovtikh. Emtpémel ) ovveyn mopokolovOnon tng oyéong opélovg-
KWvOOVOL TOV QOPHOKEVTIKOD TPoidvTog. Znteitoan amd TOug emayyeluatieg vyeiag vo  avapépovy
0mOlECONTOTE MOVOLOYOVUEVEG AVEMBOUNTESG EVEPYELEG UECW:
Kvnpog
DoppoaxevTikég Ynpeoieg,
Ynovpyeio Yyeiog

CY-1475 Asvkooia

TnA: +357 22608607

dag: + 357 22608669

Iotdtomog: www.moh.gov.cy/phs

Elrada

EfBvikog Opyaviopog Papudxov
Meooyeimv 284
GR-15562 XoAapyodg, AOfva
TnA: + 30 21 32040380/337
®og: + 30 21 06549585

Iotétomog: http://www.eof.gr.

4.9 Ynepdocoroyia

Agv vapyel 01K EUTELPIO OGOV OPOPA TN SLOYEIPLET TNG VIEPIOGOAOYING AEVAAIOOUIONG GTOVG
acBevelg, av kot og peAéTeg €DPOVS dOONG Oplopévol aobeveig extédnkay og d6om péypt 150 mg, kot og
peAéteg pog 00omG, pepikol acBeveic ektédniav og d6on éwg 400 mg. H docomepropiotikn to&ikdtnta o
QVTEC TIG LEAETEG TAV KVPI®G AUATOAOYIKN. L€ TEPITTMOON LAEPSOGOAOYING, GUVIGTATOL VTOGTNPIKTIKN

ayoyn.

5 DOAPMAKOAOTIKEXZ IAIOTHTEX
5.1 D oppoKOIVVUUIKEG LOLOTNTES

doppoakobepomevtiky Katnyopio: AAAG 0vVOGOKATACTUATIKG, KOdkog ATC: L04AX04

Mnyovicouog dpdong

H Aevaiidopidn deopevetal aueca pe to cereblon, £éva cuoTaTiKO TOL TOUEN Ting PG KOVAAVIG TOV
evQuopkot cvpmAéypotoc g E3 Atydong g ovPikovttivng, mov mepthapPavet tn SeGUEVTIKT TPOTEIVN
BArapav deo&vpPovovkieixotd o&éog (DNA) 1 (DDB1), v kovAdivn 4 (CUL4) kot to pubuoti tov
kovAlvov 1 (Rocl). [Tapovoia g Aevaidopiong, To cereblon deouevet Tig TpoTEvEG VITOGTPOUATO AlOAOG
kot Tkapog, o1 omoieg eival AEUPOEIDELS LETAYPOAPIKOT TAPAYOVTES, 00T YDVTOG GTNV OVPIKOVITIVOTOINGT] TOVG
KOl TNV ETOKOA0VON OTOIKOOOUNON UE ATOTEAEG L0 KOTTAPOTOEIKESG

KOl 0VOGOPLOLUCTIKEG EMOPAUCELG.
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2VYKEKPIUEVA, 1] AEVOAMOOLIOT OVUGTEALEL TOV TOAAOTAACIUCUO KOl EVIGYVEL TNV ATOTTMOGT| OPIGUEVOV
KOPKIVIKGV OLUOTOMTIKOV KVTTAPOV (GUUTEPIAAUPAVOUEVOV TOV KOPKIVIKOV KUTTAP®OV TAAGHOTOC TOV
ITM, TV KOPKIVIKOV KUTTAP®OV TV 0{d0VG AEUPOUOTOS KOl EKEIVOV UE ATMAEIES 0TO YpOUOcOU D),
gvioyveL TNV avooio Tov pecorofeitat péow tov T kuttdpwv kot tov Pvoikdv Povémv (Natural Killer,
NK) kvttdpav kot avéaver tov aptBud tov NK, T kot NK T kottdpov. Xe pueAoduoTAaSTIKG GOVIPOLLO
LE OMMAELD TOL HOKPOV GKEAOVE TOL Ypmpoc®dpotoc S (Del 5q), 1 Aevaldopion avacTéAAeL EKAEKTIKA
TOV U1 QLGLOAOYIKO KADVO 0vEAVOVTOG TNV AOTTOOT TOV KUTTAP®V LE OTOAELL TOV HOKPOD GKEAOVGS
10V Ypopocmpatog 5 (Del 50).

O cVVOVAGOG AEVAAIIOUIONG Kol PITOLEUAUTNG QLEAVEL TNV EEQPTMUEVT OO OVTICMLOTO
KutTapopesorafodpevn kuttapoto&ikdtta (Antibody-Dependent Cell-mediated Cytotoxicity, ADCC)
KOL TNV QLUECT] OOTTMOT) TOV KOPKIVIKOV KUTTAP®VY 6T KUTTOPO TOL 0{dO0VE AEUPDOLUATOG.

O unyoviopdg dpdong g Aevaridopidng meprrappavet eniong mpdchetec dpacTnplOTNTES, OTMOC
OVTLOYYELOYEVETIKES 1O10TNTES Kot IO10TNTES TPOAY®YNS TNG EpvBpomoinomns. . H Aevalidopion avoaotédiet
TNV 0YYELOYEVEST] OMOKAEIOVTOG TN LETAVAGTEVGT| KOl TNV TPOGKOAAN O™ TV VOOONAOKOY KLTTAPOV Kol
TOV GYNUOTIGUO HKPOoayYEi®V, EMAVEAVEL TNV TapaymYN eUPPLIKNS apoc@arpivng amd ta CD34 +
OLLOTOMTIKG PAOGTIKG, KOTTOPO KO VAGTEALEL TV TAPOYDYN TPO-QAEYUOVMOODV KLTOKWAV (71.). TNF-a
ko IL-6) amd ta povoxvttapa.

KAwvikn omoTelesLOTIKOTNTO KOl 0LGQAAELD

H amotelecpatikotto Kot 1 ac@Aaiele TG Aevaiidouiong £xovv a&loroynOei oe €1 peréteg paong 3 oe
TPOGPATO. SLOYVOGUEVO TOAAATAO LVEA®LA, dVO LEAETEC PAoNG 3 6€ VIOTPOMLALOV TOALUTAO LVEAMLLO, Kol
pio perétn edong 3 kot pio perétn edong 3P o iNHL, dnwc meptypdpetol Topakdtom.

Neodiayvawolév molamAo pvélwuo

e AsvaMdopidn cvvtipnong og acheveic mov £yovv vrofindei ce ASCT
H amoteleocpatikdnra Kot n acedieia g Aevaildonidng cvvinpnong a&lorAoyndnkay oe 500
TOAVKEVTPIKEC, TUYOOTOINUEVES OUTAN TVPAEG, 2 GKEADV, TAPAAINA®Y OUAd®OV HEAETEG PhoNC 3,
eleyyodueveg ue ewcoviko eappoaxko: CALGB 100104 kot IFM 2005-02.

CALGB 100104
Koatdiiniot rav acBeveig nlkiog peta&d 18 ko 70 etdv pe evepyo 1IM mov amartovsav Oepaneio kot
o1 omoiot dev apovsialov mporyodpuevn eEEMEN petd TV apykn Bepaneia.

Ot acOeveic ToyatomoOnkay og avaroyio 1:1 evtog 90-100 nuepodv petd and v ASCT, dote va
AdPovv Bepameio cuvTpNONG e AEVOALdOUTION N ElKOVIKO Pappoko. H d6on cuvinpnong ftov 10 mg pia
Qopa TNV NUéEPO KaTa TIg NEPeS 1-28 emavarappovopevov KokAwov 28 nuepav (avéndnke £mg kot

15 mg pio opd v nuépa uetd and 3 unveg eAAeiyel S0GOTEPLOPIOTIKNG TOEIKOTNTOG) Ko 1) Oepameia
ovveyiotnke puEyxpt v e£EMEN TG vOGoV.

To TpTEHOV KATOANKTIKO GNUELO ATOTEAEGLATIKOTNTOC TNG LEAETNG NTOV M eMPion xwpig eEEMEN T™¢
vooov (progression free survival -PFS), and tnv tuyaonoinon éwg v nuepounvia e&éaéng n Bavartov,
Omol0 amd Ta dV0 cvvéParve Tpdto. H pedétn dev 61€0€Te 16Y0 Y10 TO KATAANKTIKO OMUEIO GUVOAIKNG
emPioong. ZvvoAikd tuyotomoOnkay 460 acOeveic: 231 acbeveic e Aevaidouion kot 229 acOeveic
o€ €1KoVIKO @dppako. To dnuoypagikd otoryeia Kot to oyeT{OUEVA UE TN VOGO YOPAKTNPIOTIKA NTAV
eEloopponnpuéva Heta&d TV 000 CKEADV.

To ToEAd ™ neAéng kaTapynOnke petd omnd cvotdoelc tng Enttponng napakoiobOnong dedopévav,
otav EemepAoTnKe TO OPLO Yo TNV TPOYPOUUATIGUEVT] eVOlapeon avdivon tng PFS. Metd and v
KOTAPYNOT TOL TVPAOD, EMTPATNKE GTOVS AcOEVEIG GTO GKELOG TOL EIKOVIKOV POPUAKOV Vo, LeTaFodv
6TO AALO 6KELOG Kot Vo Adovv Aevaiidouion wpv amd tnv e€EEMEN T vOGo.

Ta anotedécuata g PFS katd tnv Katdpynon tov Togiol, LETE amd Hio TPOYPOUUATICUEVT
gvoldpecn avaivon, pe nuepounvia arokonng otig 17 Askepppiov 2009 (tapakorovdnon 15,5 unveg)
katéderEov pa peiwon 62% tov kivdvvov eEEMENG TG vosov 1) Bavdtov viép tng Aevaidouiong (HR

= 0,38, 95% CI 0,27, 0,54, p < 0,001). O d1dpecog cuvorkog xpovos g PFS ntav 33,9 pnveg (95%
CIAE, AE) ot0o okéloc Aevaidopiong évavtt 19,0 unvov (95% CIl 16,2, 25,6) o610 6KkéLog £1KovViKoD
QOPUAKOV.
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To 6¢peroc otnv PFS mapatnpnbnke 1660 oty vroopndda towv acbevov pe CR d6o kot 6tnv vroouddo
TV acbevadv ov dev métuyav CR.

To amoteréopata g HEAETNG, UE Muepounvia omokonng tnv 1" dePpovapiov 2016, mapovsidlovrtat
otov Ilivaxa 7

Hivakag?: ZOvoyn TV 0£60UEVAOV GUVOMKNG OTOTEAEGCUOTIKOTNTOG

Aevalwopion |Ewovikd edappaxo
(N =231) (N =229)

PFS aworoynuévn amd tov epeovntiy
Alduecog ypovoc® PES, uiqveg (95% CI)P 56,9 (41,9, 71,7) | 29,4 (20,7, 35,5)
HR [95% CI]", twun p° 0,61 (0,48, 0,76), < 0,001
PFS2¢
Alduecog xpovoc® PFS2, uqvec (95% CI)P 80,2 (63,3, 101,8)| 52,8 (41,3, 64,0)
HR [95% CI], T p ° 0,61 (0,48, 0,78), < 0,001
Yovolkn empioon
Aldpuecog xpovoc® OS, unveg (95% CI)P 111,0 (101,8, AE)|84,2 (71,0, 102,7)
IMocoo16 8-g100¢ emPimong, % (SE) 60,9 (3,78) 44,6 (3,98)
HR [95% CI]", tyun p° 0,61 (0,46, 0,81), < 0,001
HopakoiovOnon
Aldusrcog XPOvoc®* (Ir}in, max), UNves: 6A0t ot 81,9 (0,0, 119,8) | 81,0 (4,1, 119,5)
emPiooavteg acbeveig

CI = duotpa gumiotoovvng, HR = Adyog emkivovvotntog, max = péyioto, min = eAdyioto, AE = dev exktiundnie, OS = cvovolkn
emPioon,

PFS = emBioon yopig e£&éMén g vooov

¢ H dbpeon T Paciletar onv Kaplan-Meier ektipunon.

B To 95% CI yio T Siépeon Tu.

Y Bdoet Tov povtéAov avaloyikdv Kivdvvev Tov Cox mov cuyKpivel Tig Aettovpyieg kivdvvou ot onoieg oyetilovtot pe ta oKEAN
£VOEdEYUEVOV DEpaTELDV.

3 H tyu| p Baciletan otov un otpopotonomuévo éaeyyo log-rank tov Stapopdv kaumving Kaplan-Meier netaéd tov okeldv
EVOEOEYLEVOV DepamEIDV.

& AepeuvnTikod kataAnktikd onueio (PFS2). H Aevotidopidn mov yopnynbnke og acBeveic Tov 6KELOVG EIKOVIKOD GAPLAIKOV TOV
dAragov okéELOG TPV amd TNV €EEMEN TNG VOGO KATA TNV KATAPYNON TOL TVeA0D NG HeEAETNS, dev BewpnOnke we Bepameia devtepng

YPOHUNG.
ot Aldesog ypovog mapakorovdnong petd omd v ASCT yia 6hovg Tovg emPirdoavteg acbeveic.
Hpepopnvisg amokomig dedopévov: 17 Aekepppiov 2009 ko 1 dePpovapiov 2016

IFM 2005-02
AcBeveic nlikiog < 65 etdv Katd TN didyvemon mov giyav vroPfindei ce ASCT kot otovg omoiovg giye
emtevyBel TovAdYIoTOV pio AVTATOKPIoT 6TABEPNG VOGOL TN GTUYUT| TG

aLaTOAOYIKNG amokoatdotaonc. Ot acBeveic Tuyotorombnkoay oe avaroyia 1:1 dote va Adfovv
Oepomeio cuvtipnong pe Aevaidopion 1 eikovikd eapuako (10 mg pia @opd v nuépa Katd TIg
nuépeg 1-28 emavaroppfovopevov kokimv 28 nuepmdv mov avéndnkav éo¢ oe 15 mg pia opd v
nuépa petd and 3 pveg eAleiyel d0G0mEPLOPIOTIKNG TOEIKOTNTOG) HETE 0O 2 KOKAOLG AEVOALOUIONG
otafepomoinong (ue doon 25 mg/muépa kotd Tig nuépeg 1-21 evdg kbxhov 28 nuepav). H Bepareia
ovveyiotnke Ewg tnv e£EMEN NG vOGOV.

To mpwtevov kotainktikd onueio frav n PES wov opilotav amd tnv tuyotomoinomn £mg v nuepopunvia
eEEMENG M BavdaTov, 6mo1o ad ta 600 cuvéPaive TpdTto. H pedétn dev 61€0gte 160 Yo TO KATAANKTIKO
onueio cvVVoAlKNg emPimonc. ZvvoAikd TvyotomoOnrav 614 acBeveic: 307 acBeveig oe Aevadopion
kot 307 acBeveig oe ewovikd dppoko.

To TvEAS ™G peAéTng KatapynOnke petd omd cvotdoelg g Emtponic mapakorovOnong dedopévay,
otav EemepAoTnKe TO OPLO Yo TV TPOYPOUHATIGUEVT] evolapeon avdivon tng PFS. Metd and v
KaTAPYNOT TOL TVEAOV, 01 acbeveic TOL AGuUPBavay glkoviKO EapuaKo dev petéfnoay o Depameia pe
Aevodouidn wpv amd v e£EAMEN TG vOsov. To okéhog Aevaildouidong SLouKOTNKE, MG TPOANTTIKO
UETPO ao@aAEiag, petd and mapatnpnon dvocavaroyiog otic SPM (BAére mapdypapo 4.4).

Ta amoteréopata g PFS katd tnv katdpynon Tov TueAov, LETA OO L0 TPOYPULOTIGHLEVT
€VOLAUEDT AVAAVON, e Nuepounvia arokonmng otig 7 IovAiov 2010 (mapakoiovdnon 31,4 unveg)
katéderEov pa peiwon 48% tov kivdvvov eEEMENG TG vooou 1 Bavatov vrép g Aevaidouidne (HR
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=0,52, 95% CI1 0,41, 0,66, p < 0,001). O didpecog cuvorkog ypovog s PFS frav 40,1 purveg (95%
Cl1 35,7, 42,4) oto okéhog Aevaldouidng évavtt 22,8 unvav (95% CI 20,7, 27,4) 610 6kEX0C £1KOVIKOD
QopudKov.

To 6¢perog otnv PFS Ntav ukpotepo otny vrooudda towv acbevav pe CR og oyéon pe v vroouddo tov
acBevav mov dev métvyav CR.

H evnuepopévn PES pe ypion nuepounviog aroxonng tnv 1 ®ePpovapiov 2016 (napaxorovnon 96,7
UAVEG) GLuVEYIoE Vo KoTadelkvieL 6pelog otnv PFS: HR = 0,57 (95% CI1 0,47, 0,68, p <0,001). O
ddpecog cuvolkag xpovog g PFS Ntav 44,4 piveg (39,6, 52,0) oto okéhog Aevordopiong Evavrtt 23,8
unvev (95% CI 21,2, 27,3) oto okéhog elkovikov @appdikov. ['a tnv PFS2, o mapatnpodpevog HR
frav 0,80 (95% CI 0,66, 0,98, p = 0,026) yio T AevaAidopion Evavtl Tov 1KovikoD gopudkov. O
dapec0g GLVOMKOG xpovog g PFS2 fitav 69,9 unvec (95% CI 58,1, 80,0) 610 6kélog Aevaidopiong
évavtt 58,4 unvov (95% CI1 51,1, 65,0) 610 okélog etkovikod appdrov. I'a tn cvvolikn emiPimon, o
nmapatnpovpevog HR tav 0,90 (95% CI1 0,72, 1,13, p = 0,355) yio 1 Aevoiidopion Evavit Tov
EIKOVIKOU Qaplakov. O dtapecog GLVOALKOS xpovog emPimong nrav 105,9 unveg (95% CI 88,8, AE)
070 6KELOG Aevatdouiong évavtt 88,1 unvov (95% CI 80,7, 108,4) 610 6kEAOG E1KOVIKOD QOpPULAKOV.

o AevoMdopidn oe cuvdvacud pe Boprelopinmn kon de€apebalovn oe acBeveic mov dev eivon
KOTEAANAOL Y10 HETOUOGYEVGT) 0PYEYOVOV KUTTEP®V
H peiétn SWOG S0777 a&iordynoe v tpocsnkmn g Poptelopipnng o€ pa facikn aymyn
Aevoldouidong kot de&apnebaldovng, g apyikn Bepaneia, akolovBoldpuevn and cuveyoduevn yoprynon Rd
uéExprtny e£EMEN T vOooL, o€ acBeveig e TOALATAO LVEAM O GTOVE 0TTOi0VE dev glye yopnynOei
wponyovuevn Bepameia kol 01 0woiot €ite NTAV AKOTAAANAOL Y10, LETAUOGYEVON EITE NTAV KATAAANAOL Y10
LETAUOGYELON OALG YW Pic oYedlaoO va VTOPANBoVV dueca 6e LETAUOGYELOT).

Ot acBeveic oto okélog Aevartdopiong, foptelopipnng kot de&apebalovne (RVd) élapav Aevoiidouion
25 mg/muépo. and otépatog Tic nuépeg 1-14, evéopiéPra Boptelopipmn 1,3 mg/m? tig nuépec 1, 4, 8 xan
11 xou 6e&apebalovn 20 mg/Mmuépa amd Tov otoépaTog Tic Nuépes 1, 2, 4,5, 8, 9, 11 won 12,
enavolopPavopevav Kok Amv 21 nuepdv yia £€mg Kol okTd KOKA0LG 21 nuepdv

(24 eBdopadeg). O1 acbeveic oto oKéLOC Aevatdouiong kot de€apebalovne (Rd) éhafav Aevaridopidn 25
mg/MUépa amd Tov 6TONATOC TIg NUEPEC 1-21 ko de&opuedalovn 40 mg/muépa amd 6TOUATOC TIC NUEPES 1,
8, 15 ko 22, emavalapfovopevav KOKAoV 28 nuepov v £og kot €61 kKhkhovg 28 nuepav (24
gfoopadeqg). Ot acheveig kar oto dV0 okéAN Edafav cvvexduevn yopnynon Rd: Aevolidopidon

25 mg/mpépa and Tov oToépaToS TIg NUéEPeg 1-21 kan de&apuebalovn 40 mg/Mmuépa and GTOUATOG TIg
nuépeg 1, 8, 15 kai 22, enavorapPavopevov kokimv 28 nuepodv. H Begpaneio tpoPfrendtav va cuveylotel
uéxpt tnv e&EMEN TG vOcov.

To TpTEHOV KATAUANKTIKO GTUEIO OTOTEAEGUATIKOTNTAG TNG LEAETNG NTav 1 EMPicon yopig eEEMEN NG
vocov (PFES). Zuvoiikd, eviayOnkav otn uelétn 523 acbeveic, pe 263 acbeveic va tuyotomolodvtal 6To
RVd ka1 260 acOeveig va toyatomotovviatl oto Rd. Ta dnpoypapikd ototyeio kot to oyeTilOUeEVA UE TN
VOGO YOPUKTNPLOTIKA T®V 0c0evdv kotd TV Evapén oy kadd icoppornuévo HETAED TOV OKEADV.

Ta anotedécuata g PFS, dnwg a&oroynOnkav arnd tnv IRAC, katd n oty g TpmTOYEVONG
avaAvo”NG, He nuepounvio, arokonng otig 5 Noguppiov 2015 (rapakorovOnon 50,6 uriveg) katédei&ov
ua peioon 24% tov kivdvvou eEEMENG T vooov 1 Bavatov vraép tov RVd (HR = 0,76, 95% C1 0,61,
0,94, p = 0,010). O dapecog cuvolkog xpovog g PFS ftav 42,5 unveg (95% CI 34,0, 54,8) oto
okélog Tov RVd évavtt 29,9 unvav (95% CI 25,6, 38,2) oto okérog tov Rd. To d¢perog mapatnpriOnke
ovegdpnra amd TV KATOAANAOTNTA Y10 LETAROGYEVON OPYEYOVAOV KLTTAP®V.

To amoteAéoporta TG LEAETNC, LE Nuepounvia arokonng v 1" Askeuppiov 2016, 67ov 0 d1AUEGOC
YPOVOG TopaKoA0VONGNG Yo OAa Ta. emPldcavto dtopa fTav 69,0 uqveg, Tapovcidlovtal otov Ilivaka
8 To 6¢peloc vép Tov RVd mapatnpnbnie avedptnta amd Ty KatoAANAOANTO Y10 LETAUOCYEVOT)
opYEYOVAOV KUTTAPWV.

Hivakag 8. ZOvoyn TV £60UEVOV GUVOMKNG 0TOTELECUOTIKOTNTOC
Apyun Ogpameia
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Rvd Rd
(kvKhot 3 gfoopadomv (kvKhol 4 gfoopdadomv
X8) X6)
(N =263) (N = 260)

PFS aioroyoduevn amé tnv IRAC (mijveg)

AGpecog ypovoc® PFS, ufveg (95% CI)P

41,7 (33,1, 51,5)

| 29,7 (24,2, 317,8)

HR [95% CIT7, Ty p°

0,76 (0,62, 0,94), 0,010

2ovorkn empioon (uveg)

Adpecog ypovoc® OS, uivec (95% CI)P

89,1 (76,1, AE)

| 67,2 (58,4, 90,8)

HR [95% CI]Y, tiun p°

0,72 (0,56, 0,94), 0,013

Avtamokpien — N (%)

>uvoiikn ovtamokpion: CR, VGPR 11 PR

199 (75,7)

170 (65,4)

> VGPR

153 (58,2)

83 (31,9)

MHopokorovOnon (uNvec)

Aldpecog ypovog® (min, max): 6A0t ot

61,6 (0,2, 99,4)

59,4 (0,4, 99,1)

ocOeveic
CI = duotpa gumiotoovvng, HR = Adyog emkivovvotntog, max = péyioto, min = eAdyioto, AE = dev exktiundnie, OS = cvvolkn
emPioon, PFS = emPinon yopig e£EMEN g vocov.

¢ H didpeon tn Pasilerar otnv extipnon Kaplan-Meier.

B Apginievpo 95% CI y1a tov S1dpeso ypovo.

Y Mg Bdomn to pun oTPOUATOTOMUEVO HOVTEAD aVAAOYIKOD KIvOUVOL KaoTd COX TOL GLYKPIVEL TIG GUVAPTNOELS KIVOUVOL TOVL
oxetiCovton pe Ta okéAn Bepomeiog (RVd:Rd).

3 H ] p Baciletan og un otpopatonomuévo heyyo log-rank.

EA1GpeoT) TOPAKOAOVONON VITOAOYIGTNKE OO TNV NUEPOUN VIO TUYALOTOINGTG.

Hpepounvia e&aywyng dedopévav=01 Aek 2016.

Emkoportompéva anoteréopato OS, pe nuepounvia arokomng v 11 Maiov 2018 (didpeon
napakoAovOnon 84,2 unveg yio emPrdcavra dropa) cvveyilovv va deiyvovv mieovéktnua g OS vrép
tov RVd: HR = 0,73 (95% C1 0,57, 0,94, p = 0,014). To 1060616 T®V atépmv mov emPiocav petd amd 7
g nrov 54,7% oto okélog RVd am évavtt 44,7% oto okéhog Rd am.

e  Asvoidouidn cg cuvovacud ue deEoueboldvn cg acbeveic mov dev gival KOTAAANAOL Yol
LETOUOGYEVGT] OPYEYOVHOV KUTTAPMV

H aopdieta kot arotelespatikotnta g Aevaiidouiong agloloyndnke o o aong 3, TOAVKEVTIPIKD,
ToYatoTOmMuUEVT, avoryt perétn 3 oxeddv (MM-020) acevédv niikiog Tovddyiotov 65 et1dv M ve, |
€0v NTav NAkiog K4t TV 65 eTMV, OV NTAV LITOYNPLOL Y10, LETAUOGYELGT] APYEYOVOV KLTTAP®V, d10TL
apvROnkav vo vrofAn0o0v og HETAUOGTYEVCT apYEYOVMY KLTTApPOV 1 dev dtotifeto oTtov achevi i
HETAUOCYEVOT OPYEYOVOV KUTTAP®V AOY® KOGTOVE ) GALov Adyov. H pedétn (MM-020) cuvékpive
Aevoldouidn ko tn de&apefalovn (Rd) yopnyovpeveg yio 2 d10popeTikés ypovikés dtapKeleg (OnA.,
péxpt v e£€MEN NG vooou [Zxkérog Rd] 1 yia émg Kot dekaokTd kOKAOLG 28 nuepdv [72 efdopadeg,
>kéhoc RA18]) pe tn perparavn, thv mpedvilovn kai tn Boldouidn (MPT) ywa éva péyieto dmdeka
KoK OV 42 nuepav (72 fdopnadesg). Ot acbeveic Toyoromomonkoay (1:1:1) oe 1 amd to 3 oxédn Oepaneiog.
Ot aoBeveic ToyomomomOnkav pe otpopatonoinon avaroya pe v niwio (< 75 évavtt > 75 gtdv), to
otddo (Ztadwa I ko I katd 1SS évavtt Ztadiov 111) kot tn xdpa.

Ot aoBeveig ota okéAn Rd kot RA18 élafav Aevaiidopnion 25 mg pio opd v nuépa Katd tig nuépeg 1
£€0g 21 KOKA®V 28 NUEPDOY COUPMOVA LE TO TPMOTOKOAAO TOL 6KEAOLG. 40 mg de&apebalovng
yopnynonKoav pic opd tnv nuépa Katd tig nuépes 1, 8, 15 kot 22 kdbe kdxiov 28 nuepav. H apyikn
doom kot to oynua yio Rd ko Rd18 mpocappdotnkay avaroyo pe v nAtkio Kot Tn ve@pikn Asttovpyia
(BAéme moapdypago 4.2). AcBeveic nAikiag > 75 etdv Ehafov pio 66om deapebalovng tov

20 mg pia @opd v npépa katd tig nuépes 1, 8, 15 kot 22 kabe kdxrov 28 nuepdv. Orot o1 acbeveig
Elafov TPOPLAOKTIKT OVTITNKTIKN ay®yn (Nmapivn yoauniov poptokol Bdapove, Papeapivn, nmoapivn,
OKETVAOGOAIKVALKO 06D YaunANg 800oMG) KaTd T SLApKELN TNG LEAETNC.

To Tp®TEVOV KATUANKTIKO OTUEIO GYETIKA LE TNV OTOTEAECUOTIKOTITA OT LEAETN NTOV 1] EMPiwo
yopig eEEMEN g vooov ( progression free survival- PFS). Zvvolikd, 1.623 acBeveic evidybnkav ot
ueAétn, pe 535 acbeveic va toyoromorodvtol oe Rd, 541 acOeveic va tuyatomolovvtatl o RA18 kai 547
acBeveic va toyatorolovvtal oe MPT. Ta dnpoypaeikd otoryeia kot to oyeTI{OUEVA LUE T VOGO
YOPOKTNPLOTIKA TOV acHeVOV Katd TNV Evapén NTav KaAd 1I6oppomnuéva kol oto 3 okéAn. [evikd, Ta
dTopa NG LeAETng elyav mpoy®PMUEVOL 6Tadiov vOGo: amd To VoMK TANBLGUd TG nerétng, 41% eixe
otdio 1 katd 1SS, 9% eiye coPapn veppikn averdpkelo (kabapon kpeatvivng [CLcr]
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< 30 ml/min). H d1dpueon nlkia fitav 73 kot ota 3 okéEAN.

e pa emkopomompévn avaivon tov PES, PES2 kol OS pe nuepounvia amoxonig tnv 3" Maptiov tov
2014, 6mov o didpecog ypdvog mapakorovOnong yio 6Aa To emPrdoavto dtopa NTov 45,5 pnveg, to
amoteAéopato g pHeAétng Tapovsidalovror otov IMivaxo 9:

Hivakag 9. ZOvoyn TV 6£60uEVOV GUVOMKNG OTOTEAEGROUTIKOTN TG

Rd Rd18 MPT
(N =535) (N =541) (N =547)
PFS afroroynuévn amé tov epgvvnty —
(nveg)
Arapecog xpovoc® yia PES, unveg (95% 26,0 (20,7, 29,7)|21,0 (19,7, 22,4)(21,9 (19,8, 23,9)
CI)p
HI% [95% CI], Tyun p°
Rd vs MPT 0,69 (0,59, 0,80), < 0,001
Rd vs Rd18 0,71 (0,61, 0,83), < 0,001
Rd18 vs MPT 0,99 (0,86, 1,14), 0,866
PFS2¢ (mveg)

Atéiecog ypévoc yio PFS2, pfveg (95% 42,9 (38,1, 47,4)[40,0 (36,2, 44,2)[35,0 (30,4, 37,8)
ch?
HR [95% CIT", tym p°

Rd vs MPT 0,74 (0,63, 0,86), < 0,001
Rd vs Rd18 0,92 (0,78, 1,08), 0,316
Rd18 vs MPT 0,80 (0,69, 0,93), 0,004

>Yovorkn empioon (uveg)
Aldﬁuscog xpovog yia OS, unveg (95% 58,9 (56,0, AE) | 56,7 (50,1, AE) (48,5 (44,2, 52,0)
Cl)

HR [95% CI]Y, tiun p°

Rd vs MPT 0,75 (0,62, 0,90), 0,002

Rd vs Rd18 0,91 (0,75, 1,09), 0,305

Rd18 vs MPT 0,83 (0,69, 0,99), 0,034
[TopakolovOnon (Uveq)

Araueon Tiun°* (min, max): 6Aot ot 40,8 (0,0, 65,9) | 40,1 (0,4, 65,7) | 38,7 (0,0, 64,2)
oc0eveic

Avtamokpion 6to poédopa’ n (%)

CR 81 (15,1) 77 (14,2) 51 (9,3)
VGPR 152 (28,4) 154 (28,5) 103 (18,8)
PR 169 (31,6) 166 (30,7) 187 (34,2)
>uvolkn avtanokpion: CR, VGPR i PR 402 (75,1) 397 (73,4) 341 (62,3)
Alapkelo avtTomokpiong (punvec)"

Aapeon tipun® (95% CI)P 35,0 (27,9, 43,4)(22,1 (20,3, 24,0)(22,3 (20,2, 24,9)

AMT = Ogpomeia katd Tov poeddporog, CI = diotpa gpmictoovvng, CR = ninipng avtandkpion, d = de&apebolovn yapning
d00omg, HR = Adyog emkvdvvomtac, IMWG = Aebviic Opddo Epyaciog yio to Muéhmpa, IRAC = Ave&aptnm Entrpomn
EmPepaionong Avramdkpiong, M = pedpoldvn, max = péyioto, min = gldyioto, AE = dev ektiundnke, OS = cuvohkn emPioon, P =
npedvilovn, PFS = emPioon yopis e&éMén g vooov, PR = pepikny avramdkpion, R = Aevaidopion, Rd = Rd yopnyovpevn péypt tmv
tekpnpioon g e&€MEng g vocov, Rd18 = Rd yopnyodpevn yia < 18 kdxhovg, SE = tomikd cedipo, T = Baidopidn, VGPR =
TOAD KOAN LEPIKT| AVTOTOKPLOT, VS = £VOVTL.

¢ H didpeon tipn Paciletor oty Kaplan-Meier ektipnon.

P To 95% CI yio. T S1épeon T,

¥ Bdogt Tov HoVTELOL avoloYIK®Y KivdOvay Tov Cox mov Guykpivel Tig Aettovpyieg Kivdvuvov ot onoieg oyetilovton pe To okEAN
eviedetypévav Bepameidv.

3 H ty] p Baciletar 610 pn otpopatomompévo leyyo log-rank tmv Stapopdv kopmding Kaplan-Meier petold tov okeldv
£voedElYUEVOVY Depameidv.

¢ AtepeuvnTikd kataAnktiko onpeio (PFS2)

ot H Sipleon tiun eivot 1 LOVOUETAPANTI GTATIOTIKY XMPIG TPOGUPUOYN Y0 ATOKOT.

¢ KoAvtepn ao0Adynon e Tekunplopévng aviomokpiong kKotd t ebon Oepaneiog T nedémg (yio opiopois kade katnyopiog
avtomokpiong, Huepounvia eaymyng dedopévav = 24 Maiov 2013).

Tnuepounvio e&aymyng dedopévav 24 Maiov 2013

o AsvaMdouidn og cuvovacoud Pe LEAPOAGVT Kot TpedviLOvT akoilovBovuevec amd Bepameio
ovvtnpnons o€ acbeveic Tov dev elvol KATAAANAOL Y10 LETAUOGYEVLOT
H aocpdieia kot 1 amoteAECUATIKOTNTA TG AeVAMIOUIONG a&loAoynOnke o€ o paong 3 TOAVKEVTPIKY,
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TUYOLOTTOMUEVT, SUTAG TVEAN pedétn (MM-015) pe 3 okédn acBevdv Tov ftav nhkiog 65 eTdv 1| dve
Ko glyov kpeatwvivn opov < 2,5 mg/dl. H pedétn cvvékpive 1n Aevoridopidn oe cuvdvacud pe
pedoardvn kot tpedvitovn (MPR) pe 1 yopig Bepaneio cuvtinpnong e Aevoidopion puéxpt v eEEMEN
¢ vooov, te ekeivn TG LeEAPAAavNG Kat NG Tpedviiovng ya éva péyioto 9 koxiwv. Ot acBeveic
ToyaroromOnkav oe avoroyia 1:1:1 oe 1 amd ta 3 okérn Oepaneiog. Or acbeveig ToyaomomOnkay pe
oTpouaTonoinon avaioya pe v niio (< 75 évavtt > 75 g1dv) kot to otddo (ISS, Ztadia I won 11
évavtt Xradiov III).

Avt N pelét diepedivnoe ) ypnon Bepaneiog cuvdvacpov tov MPR (peloardvn 0,18 mg/kg amd
oTONATOC KOTA TIC NUEPES 1 m¢ 4 emavarapPavopevemy KOk oV 28 nuepav, tpedvilovn 2 mg/kg and tov
OTONATOC KATA TIg NUEPES 1 €mg 4 emavalapfavopevov KOKA®V 28 nuepdv kot AevaAitdopion 10
mg/Muépa and Tov oTopaTog KaTh T Nuépes 1 €mg 21 emavalapfavopevov kOKA®V 28 nuepov) yia
Bepameia epddov, ¢ Kot 9 KOKAOVS. AcBeveilc mov odokANpwcay 9 kKOKAoVG 1| ToL dev KatOpHmoay va
olokAnpmcovy 9 kKOKAOLG AOY® UN aVOYNG Tpoy®dpMoay o€ Bepameia cuvTipnong, EEKvavtog e
Aevoloouidon 10 mg amd tov otopatog Katd Tig Nuépes 1 €mg 21 emavarapupovopevov KokAmv 28

nuepov péxpt v e£EMEN NG vOGOov.

To Tp®TEVOV KATAUANKTIKO GNUEIO GYETIKA LLE TNV OMOTEAECUOTIKOTNTA OT LEAETN TOV 1] EMPiwon
xopic e£EMEN NG vocovu (PFS). Xuvolikd, 459 acBeveic evtdynkav otn perétn, pue 152 acbeveic va
tuyaronotovvtal 6e MPR+R, 153 acBeveic va tuyatonolovvtal ce MPR+p kot 154 acBeveic va
Toyaromrotovvtal 6€ MPp+p. Ta dnuoypaeikd otoryeio kot To oXeTILOUEVA LLE TN VOGO YOPAKTNPIOTIK
TOV acOeVOV KATA TNV Evapén NTAV KUAR IGOPPOTNUEVA KL 6T 3 OKEAN. ZVYKEKPLUEVO, TEPITOV TO
50% tov acBevov mov evtdydnkav o k40e okélog elye To akdAovOa yopaknpiotikd: otdoro 1 katd
ISS kot kdBapon kpeotvivng < 60 mi/min. H didpeon nhkio ftav 71 ota oxkéin MPR+R kot MPR+p
kot 72 oto okélog MPp+p.

e wa avaivon tov PFS, PFS2, OS pe nuepounvia amokonig tov Ampiito tov 2013, 67ov o didpecog
YPOVOG TOPAKOAOVONGNG Yoo OAa Ta EMPLdGAVTO dTOpa HTOV 62,4 UNVES, TA ATOTEAECLOTO, TNG LEAETNG
napovoidlovral otov Iivaxa 10:

Hivakag 10. Zovoyn TOV 0£001EVOV GUVOMKNG OTOTEAECULATIKOTNTOG

MPR+R MPR+p MPp +p
(N = 152) (N = 153) (N = 154)
PFS a&roloynuévn amdé Tov gpgvvnTiy
(uvee)
gg&ggﬁf xp6vos” yio PES, pfveg 27,4 (21,3, 35,0)| 14,3 (13,2,15.7) |13.1 (12,0, 14.8)
HR [95% CI], iun p
MPR+R vs MPp+p 0,37 (0,27, 0,50), < 0,001
MPR+R vs MPR+p 0,47 (0,35, 0,65), < 0,001
MPR+p vs MPp +p 0,78 (0,60, 1,01), 0,059
PFS2 (unveg) °
Ardpecog ypovoc® yia PFS2, unqveg 39,7 (29,2, 48,4)|27,8 (23,1, 33,1) (28,8 (24,3, 33,8)
(95% CI)
HR [95% CI], tyun p
MPR+R vs MPp+p 0,70 (0,54, 0,92), 0,009
MPR+R vs MPR+p 0,77 (0,59, 1,02), 0,065
MPR+p vs MPp +p 0,92 (0,71, 1,19), 0,051
> vvolkn emPimon (pvec)
Adpecog xpovog® yia OS, piveg 55,9 (49,1, 67,5)|51,9 (43,1, 60,6)|53,9 (47,3, 64,2)
(95% CI)
HR [95% CI], iun p
MPR+R vs MPp+p 0,95 (0,70, 1,29), 0,736
MPR+R vs MPR+p 0,88 (0,65, 1,20), 0,43
MPR+p vs MPp +p 1,07 (0,79, 1,45), 0,67
IMapakorlovOnon (U VveC)
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Atdpeon Ty (min, max): 6Aot ot acBeveig

48,4 (0,8, 73,8)

46,3 (0,5, 71,9)

50,4 (0,5, 73,3)

AVTOTOKPLGT] 6T0 PVEAO A
agrohoynpévn and Tov epgovnti) n (%)

CR 30 (19,7) 17 (11,1) 9 (5,8)
PR 90 (59,2) 99 (64,7) 75 (48,7)
>ta0epn vocog (SD) 24 (15,8) 31(20,3) 63 (40,9)
Aev extiundnke 1 avtanokpion (AE) 8 (5,3) 4(2,6) 7(4,5)

Alapkera avrarokpions (CR+PR)
aErohoynpévn amd Tov epeovnTi] (LVES)

Atapeon tyi® (95% CI) 26,5 (19,4, 35,8)[12,4 (11,2, 13,9)| 12,0 (9,4, 14,5)

CI = duotnpa eumiotocvvne, CR = mniprg avtamoxpion, HR = Adyog enukivovvotnrog, M = pehoardvn, AE = dev exktipunonke, OS =
GUVOAIKT emPimon, p = ewoviko eapaxo, P = npedvilovn,

PD = g&éMén g vooov, PR = pepicn avtamdkpion, R = Aevolidopidn, SD = otabepr| vocog, VGPR = mold Koy pepikn
aVTOTOKPLOT).

¢ H digpeon tipn Paciletor otny extiunon Kaplan-Meier.

“H PFS2 (éva dtepeuvntikd KotoAnktikod onpeio) opiotnie yuo 6Aovg tovg aobeveis (ITT) wg o ypdvog and tnv Tuyoomoinen péypt
v évapén g Bepameiog kKatd Tov poehdpatoc (AMT) 31 ypoappnc i to 8évato yio GA0VG TOVG TVYXUOTOUEVOLS aobevelg

Yrootypixtixég peléteg veodioyvawaévros morlamlod pvelauatog

ITpoypuoTomomOnKe pa avoiyty, TVYOLOTOMUEVT, TOAVKEVTPIKN peAéTn edong 3 (ECOG E4A03) oe 445
acBeveic pe veodyvawceBév moAhamho poélmua. 222 acbeveic ToyatomomOnkay 6to okéhog
Aevoldouidong/degapedalovng yauning doong kat 223 tuyoomotnkay 61o 6k€EA0G Aevaitdopuions/
de&apebalovng cvvnBoug doong. Ot acheveig Tov TvyaomTomMOnKay 610 oKéLog Aevaiidopuiong/
de&apebalovng cvvnbovg doong Elapav Aevaiidouion 25 mg/muépa, tic nuépeg 1 €émg 21 kabe 28
nuépeg ovv de&apedalovn 40 mg/muépa kotd tig nuépeg 1 g 4, 9 éwg 12 kot 17 émg 20 kabe 28
NUEPES Y10 TOVG TPADTOVS TEGTEPLS KUKAOVS. Ot acBeveig mov TuyatomoOnkay 610 GKEAOG
Aevoldouidong/deapedalovng xauning doong élafav Aevoiidopnion 25 mg/muépa, tig nuépeg 1 €mg 21
Kk&Oe 28 nuépeg ovv de&apebalovn younAng 66ong — 40 mg/muépa kotd tig nuépec 1, 8, 15 won 22 kdbe
28 nuépeg. Ztnv ouddo Aevaidopiong/degauedaldvng yauning d6ong, 20 acbeveic (9,1%) siyov
TOVAGYLGTOV M SLoKOT TNG dOoNG o€ chykpion pe 65 acheveic (29,3%) oto okélog Aevaldopiong/
de&apebaldvng cvvnboug doong.

e uio post-hoc avédiveon, mapatnpnOnke yopunilotepn Bvnolpdtnta 610 6KELOC
Aevoldouidng/degauedalovng yauning d6ong 6,8% (15/220) ce chykpion Le TO GKEAOG
Aevaldopiong/de&opedalovng cuviBovg 66ong 19,3% (43/223), otov tAnbucud tov achevdv pe
veodlayvmo v moAlamhd puéhopa, e dtapeoT tapakoiovdnon 72,3 efoouddmv.

Qo1660, Y10 LeyaADTEPT TEPL0O0 TTaPAKOAOVONGNC, 1) S10POPE GTN GLUVOALKY ETLPi®o™N VITEP T™NG
Aevoldouidong/degapedalovng yapuning doong teivel va PLE®VETAL.

TloAomlo uvélowua ue toviayiorov uio tponyovusvn Bepareio

H amoteleopatikdnra Kot ac@aieio g Aevaildouiong a&toloyndnkav cg 300 TOAVKEVTPIKEG,
TUYOLOTTOINUEVES, OUTAG-TUPAES, EAEYYOUEVEG LE EIKOVIKO QAPULOKO, EAEYYOUEVEG UE TOPGAANAT Opddo
uerétec eaong 3 (MM-009 kar MM-010) ¢ Bepanciog pe Aevardopion kot de&apedaldvn Evavtt tng
povoBepamneiog pe de&apuebalovn, oe acbeveic pe TOAATAO HVEADIO TOV ELYAV TPOTYOVUEV®DG
voPAnbel og Oepaneia. And Tovg 353 acbeveig otic peréteg MM-009 kot MM-010 Gtovg omoiovg
xopnynOnke Aevaridopion/deapedalovn, 1o 45,6% ntav niiog 65 etdv Kot Gve. ATd Tovg

704 acBeveic mov a&loloynOnkav otic peréteg MM-009 koau MM-010, o 44,6% ftav niikiag 65 €Tdv kot
avo.

Kot ot1g 0o peréteg, ot acbeveic oty opdda Aevaridopione/de&opne0alovng («Aev/6eé») éhafav 25 mg
AevoAoouidng amd Tov GTOHNTOC Hiot opa TNV NUEPQ KoTd Tig Nuépeg 1 mc 21, kar éva

AVTIOTOLYO KOWAKLO EIKOVIKOD QOPUAKOD Wio popd TNV NUEP KOTE TIC NUEPES 22 £m¢ 28 kdOe kdKAov 28
nuepov. Ot acBeveic oty opada gikovikobd eappdrov/deapedalovng («placebo/deé») EhaPav

1 xoydxio gikovikod papudkov katd Tig Nuépeg 1 €mg 28 kabe kdxhov 28 nuepmv. Ot acbeveic kot oTIg
o600 opddeg Oepameiag EAaPav 40 mg de€ouedalovng amd Tov GTOUATOG it POPA TNV NUEPO KOTE, TIG
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nuépeg 1 éog 4, 9 éwg 12 kot 17 émc 20 kde KOHkAoL 28 MUEPDOV Y10 TOVG TPMDTOVS 4 KOKAOVG
Oepameioc. H 66om g de&apuebalovng petmdnke ota 40 mg amd Tov 6TOUATOG pio opa TNV NUEPQ
Katd TG NUéEPES 1 g 4 kabe KOKAOL 28 NUEPDOV HETA TOVG TPMTOVG 4 KOKAOVG Bepameiag. Kat otig dvo
peléteg, n Bepamneia Tpoypoppatiotnke va coveylotel uéyxpt e&éMéng g voocov. Kot otig 800 peréteg,
TPOCAPUOYEG TNG 0OCTG NTAV EMTPENTEG, PAGEL TOV KAVIKDV KOl EPYASTNPLOKDY ELPNUATOV.

To TpoTeEHOV KATAANKTIKO ONUEID GYETIKA [LE TNV ATOTEAECUOTIKOTNTA NTOV KOt GTIS OV0 UEAETESG O
xPOvoG peypL v e€EMEN ( time to progression- TTP) tng vocov. XvvoAikd, 353 acbeveig
a&oroynOnkav otn perétn MM-009, 177 otnv opdda «Aev/oeé» kot 176 otnv opdda «placebo/deéy.
Xuvolkd, 351 acBeveic agoroyndnkav ot perétn MM-010, 176 otnv opdda «Aev/6eé» ko 175 otnv
oudda «placebo/deé».

Kot o11g 800 peréteg, Ta ONUOYPAQIKA KOl TO, OXETILOUEVA LIE TN VOCO YOPOKTNPIOTIKA KoTd TNV Evapén
NTov cLYKPicIHa HETOED TOV OpAdmV «Aev/ded» Kal «placebo/del». Kat ot 6o mAnbvcpol achevav
glyav ddpeon nlkia 63 e1dv, pe cuykpiotun avaroyia petald avopadv kot yovok®v. H katdotoon
amddoong katd ECOG (Eastern Cooperative Oncology Group) ftav cuykpiciun peta&d tov 600
ouddmV, OTMS Kol 0 aptBpog Kot 0 THTOS TV TPOYEVESTEPW®V DEPATELDV.

Ex TV Tpotépmv mpoypapUOTIGUEVES EVOLAUESES OVOADGELS KAl TOV 000 LEAET®V KaTEdeEay OTL )
«Aev/deé» NTa otatioTikd onuavtikd avatepn (p < 0,00001) and ) de&apebaldvn povo, avoaeopikd, pe
TO TTPOTEVOV KATOANKTIKO ONUEIO OYETIKA e TNV omotedecuatikdtnTa, TTP (Stdpueon didpxeia
mapakoAovOnong 98,0 efdouddec). Ta t0G06TA TANPOVE AVIATOKPLIOTC KOl GUVOAKNG OVTUTOKPLONG GTO
okéA0g «Aev/deé» Ntav emiong onpuavTikd vynidtepa amd 0,11 610 oKEAOS «placebo/deé» kat oTig dvo
perétes. To omOTEAEGUATA AVTOV TOV OVOAVGEDV 0OYNCAY KATE GUVETELD GE OTOKAAVYT] TOV
OepomevTikod GKEAOVG KOl T®V dV0 UEAETOV, £TOL MOTE 01 acbeveig Tng opddag «placebo/deé» va
umopécovv vo Adfovv Bepoameio pe T0 GUVOLAGUO «AEV/BEED.

Ae€nyOn wa avalveT oToTEAEGUATIKOTNTOS, TOPATETUUEVIG TOPAKOAOVONON G, LE didpeon
mapakoAovOnon 130,7 efdouddmv. O ITivakoag 11 cuvoyilel To amoTeEAEGLATO TOV AVOADCEWDY
napoakorovONnong ¢ amoterespotikoOtnToC —opadonomuéves (pooled) peréteg MM-009 kor MM-010.

X€ QUTHV TNV KO avaAvon TapaTeTaNéVNGg Tapakolovdnong, to didpeco TTP ftav 60,1 efdopddeg
(95% ClI: 44,3, 73,1) otovg acbeveic mov Elapav Oepaneia pe «Aev/deE» (N = 353) évavtt

20,1 gfdopadwv (95% CI: 17,7, 20,3) otovg acbeveig mov Ehafav Bepancia pe «placebo/de»

(N = 351). H duqpeon emBioon yopic eEEMEN e voosov (PFS) ntav 48,1 efdouadec (95% ClI: 36,4,
62,1) otovg acbeveic mov édafav Oepameio pe «hev/de€» évavtt 20,0 efdouddov (95% CI: 16,1, 20,1)
otovg acleveic mov EhaPav Oepaneio pe «placebo/d6eé». H diapueon didpxeia tng Ogpameiag nTov

44,0 gBdopddeg (erdyiorto: 0,1, péyioto: 254,9) yia «hev/deéy» ko 23,1 eBdopddec (erdyroto: 0,3,
péyroto: 238,1) yuo «placebo/deéy». Ta mocootd TAnpovg avtandkpiong ( complete response- CR),
uepkng avtomdkpiong ( partial response- PR) kot cuvolikic avtamokpiong (CR+PR) 6to okéAdog
«Aev/deE» TOPAUEVOVY GNUOVTIKA VYNAOTEPX aTtd 0,TL 6T0 okEAOG «placebo/del» Kot oTIg dVO peAETEG.
H didpeon cuvorikn emPimon 6tnv avaAvon TopaTeToUEVNG TAPAKOAOVON GG TV KOWVOV UEAETOV Eivol
164,3 efdouddec (95% Cl: 145,1, 192,6) otovg acbeveic mov Ehapav Bepancio pe

«Aev/de&» évavtt 136,4 efdopadeg (95% CI: 113,1, 161,7) otovg acbeveig mov EhaPav Oepameia pe
«placebo/de&y». Ilapd To yeyovog 6t 170 amd toug 351 acbeveic mov TuyaomomOnkav ce
«placebo/de&» Elafav Aevaidopion petd tnv eEEMEN g vOoOoL 1| LETE TNV ATOKAALYT TOL
OepomevTikod 6KELOVE TOV UEAETMOV, 1] KOLVT] OVAALGT) TNG GUVOAKNG eMPimong KoTédEEe Eva
OTOTIOTIKA CTUOVTIKO TAEOVEKTN L ETLPIMONG Y T «AeV/deé» o€ oyéon e To «placebo/deé» (HR =
0,833, 95% CI =[0,687, 1,009], p =0,045).

Mivaxag 11. Zovoyn TOV 0TOTELECRATOV TOV GVILVGE®V ATOTELEGCUATIKOTNTAS OTT6 TNV
NUEPOUNVIN ATTOKOTN G YLO TAPOTETUNEVT TOPOKOLOVON O —opadomomuéveg perétec MM-009 ko
MM-010 (nuepopnvieg amoxkomg 23 Ioviiov 2008 km 2 Maptiov 2008, avricTolya)

Koatainktiké enpeio Aev/oek placebo/o€g
(N=353) |(N=351)
Xpévog péypr To copupav HR [95% CI], Tipn p*
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Xpovog uéxpt v e&EMEn 60,1[44,3,| 20,1[17,7, 0,350 [0,287, 0,426], p <
Atdpeon Tyun [95% CI], 73,1] 20,3] 0,001
gBdoudidec
EmPioon yopic e£EMEN g vocov 48,1 20,0 0,393 [0,326, 0,473],
Adpeon tun [95% ClI], [36,4,62,1]| [16,1, 20,1] p <0,001
gBdouadeg
Yvvolikn emBioon Atdpeon Ty 164,3 136,4 [113,1, 0,833 [0,687, 1,009],
[95% CI], efdopddeg [145,1, 161,7] p = 0,045
[Tocootd cuvolMkng emPiwong 192,6]
1 €rovg 82% 75%
Iocooto avramékpiong Aodyog 09éhovg [95% CI],
Ty p
>uvolikn| avtamokpion [n, %] 212 (60,1) 75 (21,4) 5,53 [3,97, 7,71], p < 0,001
TTANnpnc aviamokpion [n, %] 58 (16,4) 11 (3,1) 6,08 [3,13, 11,80], p < 0,001

“ Appimievpog éleyyog log rank yio ohykpion kapmvAav eniPioong petald opadwv Oepomeiog.
b: Awpbwon cvveyeiog dvo petafrntodv x2.

Ol dec Aupwua
AUGMENT - CC-5013-NHL-007
H amoteleopatikdtnTa Kot 1 ac@AAELD TG AEVAAOOMIONG G€ CLVOVAGUO e PLITOVEUAUTN EVAVTL TNG
pLTov&AUTNG GLV EKOVIKO Apprako a&loloynOnkKay oe acBeveic pe vrotpomdlov/avlexticd iNHL,
ocoumeptropPavopévov OA, 6€ pio TOAVKEVTPIKT, TUYOLOTOMUEVT], SUTAN TOVPAT, EAEYXOUEVT] LEAETN
¢pdong 3 (CC-5013-NHL-007 [AUGMENT])).

Yvvoka 358 acBeveic nhikiag TovAdyiotov 18 etmv pe wotoroyikd emPepaiopuévo AOZ M ue OA
Babpoov 1, 2 1 3a (CD20+ Baoet e&étaomg KuTTapopeTpiog pong N IoToyNUkng e&€taong), Omme
a&lohoynOnKoay amd tov epevvnTi 1 ToMKO TafoAoyoavatdpo, TuyatonomOnKay og avaioyio 1:1. Ta
dropa glyav AaPet Bepaneio 010 ToPeAOOV e TOLAGYIGTOV Lidt TPOTYOVLEVT] GUCTILOTIKNY
ynueobepomeio, avocobepaneio 1 cuvdvacud ynuetodepomeiog Kot avocobepameiag.

H Aevaiidopidon yopnynonke and tov otépatog e 20 mg pio @opd TV NUEPA Yia 11§ TpadTeS 21 nuépeg
emovarlopuPavopevav KOKA®V 28 nuepmv yuo 12 kOKAovg 1 UEYPL TV EUGAVIOT] [T OTTOOEKTNG
to&otnrog. H 86om g prrovEuaunng nrav 375 mg/m? kade efdopddo otov kokho 1 (nuépec 1, 8, 15
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Kot 22) ko v npépa 1 kéBe khxiov 28 nuepmdv amd Tov kixkdo 2 émg Tov kKbikAo 5. Ohot
01 VTOAOYIGHOT B0GOAOYING Y10, TN PLTOLEWAUTN PAGICTNKOY GTNV EMPAVELL CMLOTOC
(BSA) tovacBevoic, pe yprion tov mpaypotikol fapovg tov achevoic.

Ta nuoypaekd otoryeio Kot To oYETILOUEVO LE TN VOGO YOPUKTNPIOTIKE TV acbevav
Katd tnvévapén NTav tapdpow petald tov 2 ouddwv Bepansiog.

O TpOTEV®OV GTOYOG TNG LEAETNG NTOV VO GLYKPLOEL 1) OTOTEAEGUATIKOTNTA TG AEVAAMOOUIdNG OE
GUVOVAGUO LE PLITOVEILAUTN LE TNV OTOTEAEGHATIKOTNTO TG PLTOVELLALTNG GVV EIKOVIKO
oappaxo cedropa pe vrotpomidlov/avlektikd OA Babuov 1, 2 1 3a 1 AOZ. O npocdioptopog
g amoteAesLoTIKOTNTOC Paciotke otV PFS w¢ to mpmtedov KataAnktikd onueio, 0Tmg
a&lohoynonke and v IRC pe ypnon tov kprimpiov Tov 2007 g AteBvoig Ouddag Epyaciog
(IWG) aArd yopic Topoypagio ekmounng tolitpoviov (PET).

O1 devTtepEvOVTEG GTOYOL TNG LEAETNG TV v GLYKPLOEL 1| ac@dAela TG Aevolidopiong og
GUVOLOCUOUE PLTOVEUAUTN UE TNV OCQULELN TNG PLTOLEUAUTNG GVV EIKOVIKO QApLOKO. AALoL
dgVTEPEVOVTEG GTOYOL TAY VO CLYKPIOEL 1] UTOTEAECUATIKOTNTA TNG PITOVEIUAUTNG GLV
AEVOMOOLLION pE TNV ATOTEAEGLATIKOTNTA TG PLTOVEIUAUTNG GLV EIKOVIKO OAPLOKO, e Bdon Tig
aKOAOLOEC GALEC TAPUUETPOVS OTOTEAEGUATIKOTITAG:

2uvoAikd Tocoaotd avramokpiong (ORR), mocootd CR kat didpketa avtamodkpiong (DoR) katd
IWG2007 ywpig PET ko OS.

Amoteréopota amd Tov Guvolkd TANBGoHO, cupmeptiapBavopévov TAnBucuod pe OA Kot
AOZ, £de1&av 011 og drapeon mapakoiovdnomn 28,3°unvay, N LEAETN EKTANPMVE TO TPHOTELOV
kataAnktikoonueio g PFS pe Adyo enucivdvvotnrag (HR) (Srbotpa epmotocivng [CI]) 95%
0,45 (0,33, 0,61) tiun p < 0,0001. Ta amoTEAESHOTO TG AMOTELECUATIKOTNTAG OTTO TOV
TNOvopud ue olmwdeg Aéppopamapovstaloviol oTov mivako 12.

Hivaxoeg 12: Tlepidnyn TOV 0£00UEVEOV UTOTELECRATIKOTNTOS YO TO 0LMOEG AEPPONO, -
MerétnCC-5013-NHL-007

OA
(N =295)
Agvalidouidn ko ElKO;::(?D(gfp (;l 0;(0 kot
Prrov&uapmn (N = 147) (N= T 45) N
EmBioon yopic e£EMEN ™¢ vooov (PFS) (kavoves amokomg dedopévov kotd EMA)
Awdpeon PFS? (95% ClI) 39.4 13.8
(nveg) (25.1, AE) (11.2, 16.0)
HR [95% CI] 0.40 (0.29, 0.55)F
T p <0.0001"
AVTIKEPEVIKT
- 5
“VT“’E‘;/‘:;"‘I’}'{‘C(?(RJPE)’ n 118 (80.3) 82 (55.4)
avran(—,_uLéKplcncIWG (72.9, 86.4) (47,0, 63.6)
2007) 95% CI°*
M png avramokpion?, n
(%) (IRC, kpurpia 51 (34.7) 29 (19.6)
avromdkplonclWG (27.0, 43.0) (13.5, 26.9)
2007)
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95% CI°*
Avgpkerla
avtomoKpLong’ 36.6 15.5
95% CI *
Yuvolki emBioon” © (OS)
IMocootd OS ota 2 £t 139 (94.8) 127 (85.8)
% (89.5, 97.5) (78.5,90.7)
HR [95% CI] 0.45 (0.22, 0.92)F
HapaxorovOnon
Aldpeon duapkela 9.2 279
mapakorovineng (min, (0.5, 50.9) (0.6, 50.9)

max) (uveg)

“ Aidpeon extipnon and avéivon Kaplan-Meier.

PO Ldyog emtcvEuvoTTAG KOt TO SIECTNUAL EPMGTOGHVIG TOV EXTIHONKAV OO 11 GTPOUATOTOUUEVO HOVTELO AVOAOYIKMY
KwvdHvev tovCox.

Y T p and éleyyo log-rank.

® T SgVTEPEHOVTOL KOl SIEPEVVITIKE KATAANKTIKG ONUEiDL SEV Efvan ELEYXOUEV KATE L.

¢ Me Si6pueon mapokorovOnon 28,6 unvav, vipyav 11 0dvortot oto okérog R? kot 24 06vatol 610 6KkELOG ELEYYOV.

T AKPIPEG S1AOTNA EUTLGTOGVVIG Y10 SIOVOUIKT] KOTOVOUN.

Oladec Aéupwua yio agbeveic ovBekrixoic oty prrovludunn
MAGNIFY - CC-5013-NHL-008
Yuvolika 232 dtopo nAkiog TovAdylotov 18 etdv pe 1otoroyikd emPepfaropévo OA (Babpoov 1,
2, 3aM AOZ), 6nwg a&loloynOnkay arnd Tov epeuvnti 1 TOTKO TaHOAOYOoUVaTOLO, EVTAYONKAY
otV mtepiodoapyikng Oepameiog pe 12 korkhovg Aevaldopiong ocvv prrovéipdunn. Ta dtopa wov
nwétuyav CR/CRu, PR 1 SD émg 0 téA0C NG meptodov Depameing epddov TuyatomotdnKay yio vo
gloayovv oty mepiodobepanciog cuvtnpnong. Oia ta dtopa mov evidynkay Enpene va eiyov
AdPel oto TapeABOV TOVAGYIGTOV ol TPOTYOVLEVT] GLUGTNUATIKY Ogpameio KOTd TOV AEUPMUOTOG,.
e avtifeon pe ™ ueAétNHL-007, n pedétn NHL-008 nepilauPave acbeveic mov ntov
avOextiKol ot prroviudunn (Yopig avtamdKplon 1 VTOTPOTiooAY VIO 6 UNvav Bepomeiog pe
prrov&ipdunn 1 frav avlektikol Kot ot prrovsndunn Kot ot ynuetodepaneio).

Katd ™ ddpketa g mepiddov Oepanciog epodov, yopnynhonie Aevoldouion 20 mg tig nuépeg 1-
21 gmavoriapfovopevov KOKA®V 28 nuepdv yio £0¢ kot 12 KOKAOVG 1 LEXPL TNV EULPAVION UN
AmOdEKTNG TOEIKOTNTAG 1] TNV ATOGLPOT| TNG cvyKaTadeong N v e&EMEN tng vocov. H doom g
prrovEuaunng Rrav 375 mg/m? kdde efdopdda otov koxkAo 1 (Muépeg 1, 8, 15 kot 22) kar Tnv
nuépa 1 kabe devtePOL

KOKAoL 28 nuepov (kokAot 3, 5, 7, 9 kar 11) émg kot yio 12 kdkAovg Bepameiog. OAiot o
vIoloYIGHoidocoA0Yiag Yo T prrovéipaunn Pacictnkay oty enpavela cdpatog (BSA) tov
ac0EVOLG KOl TO TPOYUATIKO TOV BAPOC.

Ta 6edopéva mov mapovoidlovral facilovTal oe pia EVOIIUEST) AVAALGT TOV EMKEVIPHONKE
otV mtepiodo Bepameing epddov evog okEAOVG. Ot TPOGIIOPIGHOL TG ATOTELEGUATIKOTITOG
Bacilovtal 610 ORR katd BEATIOT avTOmdOKPIoT MG TPOTEVOV KOTAANKTIKO onueio, Le ypron
H0G TPOTOTOINONG TOVKPLTNPI®V avTomokpiong Tov 1999 g AeBvoig Ouddag Epyaciog
(kprmpua avromokpiong IWG). O devtepedmv 6tdyog fTav va agloloyndovv diieg mapdpeTpol
amoteAecHATIKOTNTOC, O™ 1) DOR.
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ivaxoeg 13: Tlepidnyn TOV GUVOMKAOV 0£00UEVEOV ATOTELECRATIKOTNTOS (TEPT0O0G
Oepameioce@ooov) - perétn CC-5013-NHL-008

Ola ta dtopo Atopa pe OA
ZOVOL AvOeKTIKOT|AvOekTiKOT| XOVOAO |AVOEKTIKOTHAVOeKTIKOTN
0 nTAL G711 TOL OTN N=148 TOL OTN T 0T
N=18 Prrov&pap | Prrov&yuaun Prrov&ipapn| Prrov&ipdaun
7a mn: Noit n: O n: Noaw n: Op
N=77 N=110 N=60 N=88
ORR, n (%) 127 (67,9) | 45(58,4) | 82(75,2) |104(70,3)| 35(58,3) | 69(79,3)
(CR+CRuU+PR)
CRR, n (%) 79 (42,2) | 27(35,1) | 52(47,7) | 62(41,9) | 20(33,3) | 42(48,3)
(CR+Cru)
Ap1Opog N=127 N=45 N=82 N=104 N=35 N=69
OVTOTOKPLOEVTOV
% otopmv pe DoR P 93.0 90,4 94,5 94,3 96,0 93,5
> 6 nveg (95% ClI) ¥ (85,1, 96,8) [(73,0, 96,8)| (83,9, 98,2) |(85,5, 97,9)| (74,8, 99,4) | (81,0, 97,9)
% atépwv pe DoOR P 79,1 73,3 82,4 79,5 73,9 81,7
> 12 pnveg (95% CI) ¥ (67,4,87,0) (51,2, 86,6)| (67,5, 90,9) |(65,5, 88,3)| (43,0, 89,8) | (64,8, 91,0)

Cl = dudompa epmiotocdivig, DOR = dudpkeia avtandkpiong, OA = olmdeg Aéppmpa
“ O mAnOvopog TpwToYEVOHG avaAvong Yo avth T perétn eivar mAnBuopds a&lohoynoipog yio arnotedespatikdtnra epodov (IEE).
P Q¢ Siapreta avtomdkpiong opiletar o ypdvog (Hveg) amd Ty apyik aviamdkpion (tovhdyictov PR) fo¢ v texpmpiopévn
eEEMEN TNGVOooL 1 ToV BAvato, 61010 TPOKHYEL TPATO.
¥ Ta otoTioTikd otoeio AeOnkav e T nébodo Kaplan-Meier. To 95% Cl Baciletar otov Tomo Greenwood.

Inuewboelg: H avéivon mpaypatonoteitor HOvo yio GTopa mov £xovv emttuyet PR 1 kahdtepn avtamdkpion HeTd Ty nuepounvio
TPOTNG d00NG TG Bepaneiog epOd0V Kot Tpv amd omoladNmote Tepiodo Bepaneiag cuvtipnong Kot kb emakdiovdn Oepaneio Katd Tov
AEUPOROTOG 6TNV TEPL0d0 £POSOV. To 060016 PacileTor 6TOV GUVOAMKO APLOO AVTOTOKPIOEVT®V.

[Hawdratpcdc TAnBvoudc

O Evpornaikog Opyaviopnog Poppdrkmv (EMA) £xel ddoet €101KN Yol TO TPOLOV ATOALAYT) OTNV
Aevaldouion mwov epapudletol oe OAECTIC VTOKATITYOPIES TOV TASOTPIKOV TANOVGLOV U
VEOTAQGHOTIKEG TN oelg and opiua B-kottapa (PAERe mapdypapo 4.2 yio TAnpopopiec oyeTIiKd

LLE TNV TOUSLOTPIKN YPToN).

5.2 Do pPIKOKIVITIKEG LOLOTNTES

H AevaAidopion xet évo acOUUETPO ATONO AVOpaKa KOl UTOPEL GUVETMC VO DTTAPYEL LE TIG OTTTIKA
gvepyéc popeég S(-) kot R(+). H Aevaidouion moapdyetor o¢ pakepikd piypo. H Aevaiidouion

glval yevika meplocoOTEPO SHAVTN GE 0PYAVIKOVG SLOAVTEG AAAG ERPOVILEL TN PHEYIOTN
dtedvtotnta og puOuiotikd dtdivua 0,1 N HCI.

Amoppoonon

H AevaAidopidn amoppo@dtor ypryopa LETE TV oo TOL GTOLATOS XOPNYNOT OE LYLelg e0ehovTEg,
Vo cuvOnKkec vnoteiog, e TG LEYIGTEG GVYKEVIPMGELS 6TO TAACUO Vo epaviloviot petao

0,5 ko 2 @podv peTd ™ Aqyn g d6ongs. Ze acbeveic, kabmc kot og vyleig eBelovtéc, N uéylotn
ovykévpoon (Cmax) Kot n Teployr KAT® amod TV KapmOAn xpovov cuykévipmaong (AUC)
avEdvovtal avaloyikd pe tig avéfoelg otn 86om. Ot ToAlomhéc S0celC dev TPoKoAoHV

ONUOVTIKT] GVGGAOPEVGT] TOV POPUOKEVLTIKOD TPOTOVTOG. ZTO TAAGLA, Ol GYETIKEG EKDETELS TV
S- ka1 R-gvavtiopépov g Aevaiidopiong ftav mepinov 56% kot 44% ovtiotoiymg.

H cvyyoprynon pali pe éva yedbpa vyniod o Aimog Kot vynAod o€ Oepuideg o€ vyieig eBelovtéc
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HELDVEL TO Babpd amoppoENoNG, 0dNydvTas o€ i peioon nepinov 20% oty meployn KOt amd
NV KoumdAn ovykévipmong-xpovov (AUC) kai 50% peiwon ot Cmax tov mAdopotog. 261660,
OTIG KOPIEG BOKIUEG £yKplong TOAAATAOD HLEADUATOC OOV TPOGSIOPIGTNKOY N
OMTOTEAEGULATIKOTNTA KO 1] OGQPAAELX Y1 TN AeVAALOOUidN, TO PApUAKELTIKO TPOTOV YopnynOnke
aveEdpTnTo amd TNV TpoOcAnyn tpoenc. Etot, n Aevaiidopion umopei va yopnynbei pe N yopic
poon.

Ot oppokoKvnTIKEG avaADcelg TANBLGUMV delyvouV OTL 0 PLOUOG aToPPOPENONS TN AEVOAOOUIONG
amo 1o oTOMO Eival ToPOUoLog LETAED TV 0cBeVOVY e ToAAaTAODY LLEA® L

Katavoun

H in vitro 8écpevon g (**C)-Aevotidouidng otic mpmteiveg TAACHATOS ATV YOUNAN HE péon
déopevon otig pmteiveg mAdopatog 23% kol 29%, oe acleveic pe mOAAOTAO puéA® L Kot vYLelg
€0eAoVTEG AVTIOTOIYMC.

H Aevaidouidon eivar mtapovoa oto avOpdmivo orépua (< 0,01% tng d66mg) HETA TN YOopNyNoN
25  mg/MUEPQ Kol TO POPLOKEVTIKO TPOTOV OEV AVIYVEDETOL GTO GTEPUO EVOG VYLOVG ATOUOV 3

NUEPEG HETA TN dlakomn NG oveiag (PAEre Tapdypapo 4.4).

Buouetaoynuotiopndc Kot omooin

Ta amoteréopato amd in Vitro peléteg petafoiiopnod o€ avhpdTOL KOTASEIKVOOLY OTL N
Aevoldopion dev petafolrileton and Ta évivpa Tov kutoypmupatog P450, yeyovog mov vmodeikviel
OTL M XOPNYNON AEVOAMIOUIONG LE POPUOKEVTIKA TPOIOVTIA TO OO0 AVAGTEALOVY Ta EVELULO TOV
KuTOYP®UOTOG P450 dev elvart mbavd va mpokaAécsel OAANAETIOPACELS GTO LETAPOAIGUO
QOPLOKEVTIKMDV TPOIOVTOV 6ToV AvOpmmo. IN Vitro peiéteg katadetkvoovy 6TL n AevaAidopuion dev
éxel kopio avaotaAtikn dpaon eni tov CYP1A2, CYP2C9, CYP2C19, CYP2D6, CYP2EL,
CYP3A 1 UGT1A1. Qg ek tovT0L, N Aevordopion etvar aniBovo vo Tpokarécel KMvIKA
ONUOVTIKEG CAANAETIOPAGELS PAPUAKEVTIKDOV TPOIOVIMV OTOV GLYYOPNYEITAL LE VITOGTPDLOTOL
oVTAOV TOV eVCOHWV.

Meléteg in vitro deiyvouv 611 | Aevaldouidn dev eivarl vTOGTPOUO TG AVOPOTIVIG TPOTEIVIG
avtiotaong kapkivov tov pactov (BCRP), tov moivavlektikdv og pdppoko tpmteivov (MRP)
petapopds MRP1, MRP2 f MRP3, twv petapopémv opyoavikov avidviov (OAT) OATL kot
OAT3, tov ToAlvzenTidiov peta@opdc opyavikov avidviov 1B1 (OATP1B1), tov petagopiwv
opyavik®v kattoviov (OCT) OCTI1 kat OCT2, g mpwteivng e€dOnone molanidv papudKov
kot to&ivaov (MATE) MATE] kot TV KOvoTOU®V HETOPOPE®Y 0pYaviKaV Kotioviav (OCTN)
OCTNI1 ka1 OCTN2.

Meléteg in Vitro dgiyvovv 611 ) Aevaiidouion dev £xel Kapio ovaoTaATIKY dpaon emi TG
avOpodTivng aviilog anékkpiong xoAkav aidtwv (BSEP), tng BCRP, thng MRP2, tov OATI,
tov OAT3, tov OATP1B1, tov OATP1B3 ot tov OCT2.

To peyorvtepo pépog tng Aevoildouidong amofdarietar oto ovpa. H cvvelcpopd tng amékkpiong
SLOPECOV VEQPDY GTNV GLVOALKT KAOAPGT|, GE ATOUO. LLIE PVGLOAOYIKT VEQPLKT AgLTOoVpYia, NTOV
90%, pe 10 4% 1Nng AeVOASOpUidNnG Vo amoPAAAETOL GTA KOTPOVA.

H Aevaidopidn petaporileton o meplopiopévo fabpd, kabmg to 82% tng d6ons anekkpivetot

aueTaPANTO 0T 0V pa. H vdpo&u-Aevaridopion kot n N-aketvAlo-AevaAldopuion aviumpoom®redlovy
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70 4,59% a1 1o 1,83% g amekkpivopevng d6ong avtictorya. H veppikn kdbapon g
Aevoldopiong vrepPaivel to puOUd omEPAUOTIKAG S1ONGTG KOl ETOUEVOG EKKPIVETAL
TOVAQYIOTOV EVEPYMDG OE KATOL0V Padpo.

e d6o¢eic TV 5 Emg 25 mg/Mmuépa, n nuiceia (N oto TAdoua givor tepinov 3 dpeG o€ VYIElG
€0ghovtég ko kKupaivetar amd 3 £mg 5 dpeg o acbeveig pe TOALATAO LLEAWMLOL.

Huxiwopévot

Agv éyovv dielayBel KAvikég LeAETEG AMOKAEIGTIKG Y10 TNV AELOAOYNON TGS PUPUOKOKIVIITIKNG
™G AEVOALOOUIONG GTOVG NAKIOUEVOVS. Ol PAPUAKOKIVITIKEC AVAADGELG TOV TANOVGHOV
meplelapufavay acheveig pe niikieg mov Kopaivoviay and 39 émg 85 e1dv kol VTOdeUKVHoVY OTL
N NAkia dev emnpedlet v KdBopon g Aevaidopidong (éxbeon oto mAdopa). Kabog ot
nAKiopévol acheveig eival Thavotepo va Tapovctdlovy HELOUEVT VEQPPIKT AELToVpYia,
OTTOLTEITOL TPOGOYY KOTA TNV EMAOYN TNG 00CO0A0YING KOl GUVIGTATOL 1) TOPAKOAOVON G TNC
VEQPIKNG ALTOVpYiaG.

Neppikn dvoigitovpyia,

O1 QP LOKOKIVITIKEG 1OLOTNTEG TNG AEVOAIOUIONG LeEAETHONKOV GE ATOLO LLE VEPPIKT)
dvorertovpyio Adym KaAon0wv koTaoTdoce®V. L€ aLTN TN HEAETT, dVO pEBodOL
YPNOLOTOINONKAY Yio TNV KOTNYOPLoToinom Tng VEPPLKNG Asttovpyiog: netpndnke n kabapon
Kpeatvivng and ovpa 24dpov Kot vroroyictnke 1 Kdbapon kpeatvivng amd v e&icwon
Cockcroft-Gault. Ta anoteAéopoTo VTOSEIKVOOVY OTL KABMG 1 VEQPIKN AetTovpyia petdveTo (<
50 ml/min), n GvvoAK”| KAOAPST TNG AEVOAIOOUIONG HELDVETOL OVOAOYIKE, TPOKAADVTAG Lo
avénon oty AUC. H AUC avénbnke kotd mepimov 2,5, 4 kot 5 popéc oe dtoua ue PETpla
VEQPIKTN dVGAELITOVPYi, coPapn VEQPPIKY] SLGAEITOVPYI KOt TEAKOV GTAdI0L VEPPLKY VOGO,
avtioTol d, 6e GUYKPLON UE TNV Opdda ToL GLVOVALE ATOLM LE PUGLOAOYIKN VEPPIKTN AgtTovpyia
KOl ATopa pE Ao vepikn dvciettovpyia. H nuiceia {on g Aevaiidopidng avéndnke omd
nepinmov 3,5 dpeg o€ Atouo pe KABaPo™ KPEATIVIVIG

> 50 ml/min cg nepiocdTEPO MO 9 Dpeg o€ ATopa e PHEW®UEVT VEQPIKT AgtTovpyia < 50
ml/min. Evtovtoig, 1 veppikn duciettovpyia dev LETERAAE TNV A0 TOV GTOUATOG ATOPPOPTON
g Aevordopidng. H Cmax firav mapouota petad vytov atdumy Kot ac0evov pe veppikr
dvciertovpyia. IMepinov t0 30% TOL PAPUAKEVTIKOD TPOIOVTOG GTO GO0, ATOUAKPVVONKE KOTE
™ dbpketa pag 4wpng ocvvedpiag dromidvons. Ot GUVICTOUEVEG TPOCAPUOYES TNG dOONG OE
aceveig pe veppikn dvciertovpyio TEPLYPAPOVTAL TNV TAPAYPapo 4.2.

Hrotwn dvciettovpyia

Ot pappokoKvNTIKES avaivoels Tov TAnducpov teptelappavay acOevelc [Le NTLO NTATIKY
dvorettovpyia (N = 16, odkn yorepvOpivn > 1 émg < 1,5 X ULN 1§ AST > ULN) kot vrodeucvoovy
OTL M ML NETOTIKY SOVCAEITOVPYia dev emnpedlel TNV KaBapon NG AevaAatdopione (ékbeomn oto
mAdopa). Agv vapyovv dtabéciuo dedopéva yla acbeveic pe pétpla Emg Gofopn NIUTKn
dvoiettovpyia.

AALot evdoyeveic TOpayovVTES

O1 opUAKOKIVITIKEG AVAADGELG TOV TANOVGLUOD VTOSELKVHOLY OTL TO cOPOTIKO Bapog (33 - 135
kg), To VLo, N PLAT] Kal O TUTOG TOV OUOTOAOYIK®Y KOKOTNOELDV dEV EXOVV KAIVIKA CTLOVTIKN
enidpaon otnv kdbapon g Aevarldouidng oe eviAikeg acBeveis.

5.3 Ipoxivika dgdopéva Yo TNV Ao@aAELl

Mua perétn epppoikng avantoéng dievepyndnke oe Ko oTOoVG 0TTOiOVG YOopN YN ONKE
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AevaArdopion og 66ce1g amd 0,5 ko péypt 4 mg/kg/Mmpépa. Ta evpfpato amd T CLYKEKPLUEVN
LEAETT DTTOOELKVVOLV OTL 1| AEVOALSOUION TTpokdrece eEmTepikéc duomAacies, OTMS atpnoia
TPOKTOV KOl SLOTANGIES AV® KOl KATMO AKPpOV (KEKAPUEVO, KOVTIA, OVAOUOAL, OVOLOANG
GTPOPNG M KOL OTOVTA UEPT] TOV GKP®V, OALYO- 1] KOl TOAVSAKTVAIN) GTOVG 0oYOVoLg ONAvK®V
mONKoV Tov EAafav ) SpacTikn ovcia Katd T dtdpKeLd TG KONGMG.

Aldpopeg oAy VIKES EMOPACELS (ATOYPOUATICUOG, EpVOPEC E0TIEG GE SLAPOPETIKE Opyava, LIKPY|
dxpoun péla wave and v KoAmokowakn BaiPida, pikpr xoANdOY0S KVGTN, SuoTAAGi
SlaPpayLaTog) TapatnpninKay eniong e pova EuPpoa.

H Aevaiidopion eivar duvartdv va tapovcidcet o&gia toSikdtnta, 1 eAdylotn Bovaneopeg doon
petd v omd otoépatog yoprynon frav > 2.000 mg/kg/Mmpépa oe tpoxticd. H emavorapfoavopevn
amd otopatog yopnynon 75, 150 kot 300 mg/kg/muepnoing oe emypveg yio HéEypt

26  gPfdoudoec emépepe avoaoTpEYiun oyetilopevn pe t Bepameio avEnon ot HETAAA®DGON TNG
VEQPIKNC TVELOV Kot 6T1G 3 BOCELS, KVPig oTovg OnAvkoig enipves. To avdtato eninedo oto
omoio dev mapatnpnOnkav avemOOunteg evépyeieg ( no observed adverse effect level- NOAEL)
BspnOnke O6TL givan yapnidtepo and 75 mg/kg/muépa, to omoio givar mepimov 25 popég
VYNAOTEPO amd TNV NuepNota £kbeon tov avOpdmov pe faon v ékbeon AUC.
Eravoiappavouevn amd otdépatog yopnynon 4 kot 6 mg/kg/muépa oe monkovg yio uéypt 20
eBdopadeg mpokdiece BvnoldTNTA Kot ONUAVTIKY TOEIKOTNTO (§VTOVT LEIMON TOL GOUATIKOD
Bépovc, petwpévorl apiBuoi epuBporvuTTdp®V, AELKOKLTTAPMV KO UOTETAAM WOV, atpoppayio
TOAAOTADV OPYAVOV, PAEYLOVT TOV YOOTPEVTEPIKOD COANVA, AEUPOELONG ATPOPI KOl OTPOPin
TOVL HVEAOD TOV 0GTAOV).

Emavoiappavouevn amd otdépatog yopnynon 1 kot 2 mg/kg/muépa oe mOnkovg yio uéypt 1 €tog
EMEPEPE AVACTPEYIUEG HLETAPOAEC oTNV KVTTOPOPPifELn TOV PLLEAOD TV 0GTMV, U0l EAAPP
peimon 610 AOYo HUEAOEBDV/EpVOPOEdDY KLTTAP®V, Kol oTpopio Tov BOpov adéva. Hma
KOTAGTOAT TOV aplOpov TV AeVKOKLTTAP®V TapatnpnOnke otn d6omn 1 mg/kg/Muépa, Tov
aVTIoTOLYEL 0€ TEPIMOV TNV 1010, 06N TOoL avBpdmoL pe Baon Tig cvykpiceig AUC.

Meléteg petarlha&loydvov dpdong in vitro (Baxktnplakn petdAroén, avbpodmriva AeppokvTTopa,
AMpooua poeg, Euppuikn kuttapikn eEodliayn Tvprakod Kpwkntov (Syrian Hamster)) ko in vivo
(LKpomTLPVAC 0POVPAIOD) OEV OTOKAAVY OV GYETILOUEVES UE TO PAPLAKO OVETIOOUNTEG EVEPYELEG
o¢ eninedo yovidiov 1 xpOUOc®UATOS. MEAETEG KOPKIVOYOVOL dpAcTG LLE TN AEVOALOOUION dev
€yovv oe&oyOet.

Mehéteg To&kOTTOC OTNV avATTLEN TOL EUPPHOV dlevEPYNONKAY TPONYOLUEVOG GE KOVIKAOLG.
e avTéC TIG HEAETEG 6TOVG KOVIKAOLG , xopnynOnkav 3, 10 kat 20 mg/kg/muépa and oTOUATOC.
Mua arovcio Tov pécov Aofov tov Tvedpova tapatnpnnke oto 10 kot 20 mg/kg/muépa pe
g€aptnon omd ™ d6o1, Kot £kTomol veppoi mapatnpndnkav ota 20 mg/kg/muépa. Av Kot avtd
mopatnPnOnNKay o€ enineda To&IKd yio T UNTEPQ, LITopPovV va. arodobodv ce a dpeon
enidpaon. MetafoAréc Tov HoAakoD 1GTOV KOl TOL OKEAETIKOD GUGTHATOG GTa EUPpua
mopatnpnOnkav eniong ota 10 kot

20 mg/kg/muépa.
6 DOAPMAKEYTIKEY IAHPO®OPIEX
6.1 Koatdroyog ekdoymv

To kawyaxio mepiéyet
Aaxtoln
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Kvttapivn, pikpokpvotordikr (E460 )
KapueArdln vatplovyog dtactavpovpevn (E468)
Zrteatikd payvioro (E470B)

Kélvopoc koyakiov

Lenalidomide/Grindeks 2,5 mg oxkAnpd xowydxio
Awo&gidio tov titaviov [EL71]

Zehativn

Kvavo FD&C Blue 1 ( E133)

Kitpwvo 0&eidio Tov cionpov [E172]

Lenalidomide/Grindeks 5 mg oxAnpd koydxio
Awo&gidio tov Trtaviov [E171]
Zehotivn,

Lenalidomide/Grindeks 7.5 mg ckAnpd kawdkio
Awo&gidio tov Trtaviov [E171]

Zehativn

Kitpvo 0&gidio Tov ciompov [E172]

Lenalidomide/Grindeks 10 mg ckAnpd kowdiio
Awo&gidio tov Trtaviov [E171]

Zehativn

Kitpwvo o&gidio Tov oo pov [E172]

Kvavé FD&C Blue 1 (E133)

Lenalidomide/Grindeks 15 mg oxinpd koydxio
Aro&gidio tov Titaviov [EL71]

Zehativn

Kvavo FD&C Blue 1 (E133)

Lenalidomide/Grindeks 20 mg cxAnpd koyaxio
Aro&gidio tov Titaviov [E171]
Zehativn
Kvové FD&C Blue 1 (E133)
Kitpwvo 0&gidio Tov cdnpov [E172]

Lenalidomide/Grindeks 25 mg ckAnpd konyakio
Ao&gidio tov Trtaviov [E171]
Zehativn

Mehdvt eKTOTmonNg

Koéppea Adxkag (E904)
ITpomvievoyilvkoin [E1520]

Méhav 0&gidio Tov cidnpov [EL172]
Yopo&eidio tov kariov (E525)

Addopo oppoviog , cournkvouévn(E527)

6.2 Acvupatotnreg
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Agv gpapuoletor.
6.3 Awapkera Cong

3yxpodvia

6.4 Iowaitepeg mpo@uracels katd ™ QVAASY TOL TPOiIGVTOG
To poppokevTiKd avTd TPOidY OV amaltel Wlaitepeg cuvONKeES PUAAETG.

6.5 D61 KOl GVOTUTIKA TOV TEPLEKTT

Kvoyéreg Adovpivio / PVC/ Aclar /PVC

Yvokevaoieg tov [7,21] kayakiov.

Mmopel va un KukAo@opovV OAEG 01 GLGKEVOGIES.

6.6 Idwaitepeg mpoPuvAGEerg améppryns Kol GAAOG YELPLGNOG

Ta kayakio dev B Tpémel vo avoiyovrtol 1 va Opvupatifovial. Eav kovig amd Aevoiidouion
épBel og emapn pe To dépua, To dépua Bo TpEmel va TAEVETAL AUEGMG KO GYOANCTIKA LE VEPO KOl
camovvi. Eav n Aevolidopidn £pBet oe emapn pe Tig PAevvoydvoug pepfpaveg, avtéc Oa mpémel
vo, EEMAEVOVTAL GYOAAGTIKA LLE VEPO.

On enayyehpotieg vyeiog kot ta dropa mov epovtilovy acbeveic Ba mpémel va opodv yavTio piog
¥pPNoemg otav ¥epilovral TNV KOYEAN N TO KOWAKLO. TN GLVEYELD TO YavTia 0o Tpémel va,
APULPOVVTALTPOGEKTIKG ETGL MGTE VO, ATOPEVYETAL TUYOV £KBEGN TOL déPLOTOC, VO TOTOOETOVVTOL
6€ GOPAYILOUEVNTAOOTIKT GOKOVAX OTO TOAVOBVAEVIO KOl VO ATOPPITTOVTIOL COUP®VOL LIE TG
KATO TOTOVS 1GYVOVGES GYETIKES S10TAEELS. TN cLVEYELWN T XEPLa Ba Tpémet VoL TAEvovTal
OYOANGTIKA pe comobVL Kot vepod. Ot yuvaikeg Tov givar £ykveg 1} TOavoAoyobv OTL UTopel va
glvan €yrveg dev pémel va xepilovrol TnvkLyéAn 1 1o kaydkio (PA. mapdypoeo 4.4).

Ka0e aypno1itomoinTto ooprokenTiko Tpoidy 1| VITOAEIULN TPETEL VO ATOPPITTETOL COLPOVE, LUE TIG
KOTé TOTOVG 1Y VOVGEG GYETIKEG SLOTAEELS.

7 KATOXOZX THX AAEIAY KYKAO®OPIAX

AS GRINDEKS.

Krustpils iela 53, Riga, LV-1057, Agtovia

TnA: +371 67083205

®og: +371 67083505
E-mail: grindeks@grindeks.lv

8 APIOMOI AAEIAY KYKAO®OPIAX
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Kvmpog:023527,023528,023529,023530,023531,023532,023533
EAG80:107972/19.11.2021, 107973/19.11.2021, 107974/19.11.2021, 107975/19.11.2021,
112087/19.11.2021, 112088/19.11.2021, 112089/19.11.2021,

9 HMEPOMHNIA ITPQTHX ETKPIXHYXY/ANANEQXHYX THX AAEIAX
Kompog

Hpepopnvia mpong éykpiong:27.10.2021

Huepopunvia televtaiog avavémong:

EALéda

Huepounvia mpdg £yxpiong:19.11.2021
Huepounvia televtaiog avavémong:

10 HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Kompoc:4/2022

EALGS0:4/2022
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