ITAPAPTHMA 1

MEPIAHYH TQON XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX
Lenalidomide Krka 2,5 mg oxAnpd xoydxio

Lenalidomide Krka 5 mg oxAnpd xoydiio

Lenalidomide Krka 7,5 mg oxAnpd konydiio

Lenalidomide Krka 10 mg oxinpd xaydxio

Lenalidomide Krka 15 mg oxAnpd koydxio

Lenalidomide Krka 20 mg oxinpd xoydxio

Lenalidomide Krka 25 mg oxinpd xaydxio

2. MOIOTIKH KAI MOXOTIKH LYNGEXH

Kdabe orxinpd koydikio mepiéyetl Lovobddpikt| VOPoYA®PIKT Aevaiidopidn tov wodvvapel og 2,5 mg,
5 mg, 7,5 mg, 10 mg, 15 mg, 20 mg 1 25 mg AevaAldopiong.

I"oa tov M pn KatdAoyo tov ekdoy®v, PA. Tapdypago 6.1.

3. D®APMAKOTEXNIKH MOP®H
Zinpd Koydxio (Konydkio)

Lenalidomide Krka 2.5 mg oxkAnpd kowdxia,

To kamdit Tov Koyakiov gival TPAGIVO, TO GO TOV KOWaKIOL EVOL TPEGIVO [LE EVTUTTMOWUEVT TV
évoelén 2.5 og pavpo ypodpo. To TePIEYOUEVO TOL KOWOKIOV Eval KOVIG XPOHOTOG AEVKOD £1G
KITPVOL-AeVKOL N £0G Kapé-AevkoD. Méyebog oxAnpol kayaxiov: 4, pikog 14 £ 1 mm.

Lenalidomide Krka 5 mg oxAnpd kawdakio

To komdkt Tov Koyokiov givatl HTAe, TO GO TOL KOWaKiov Eivol PmAe pe evTLTOUEVT TNV EVOEEN 5
o€ povpo ypopa. To mepieydrevo Tov kayakiov ivar KOVIC YpOUATOS AEVKOD EmG KITPIVOL-AELKOD 1|
£m¢ Kopé-ALevkov. Méyebog okAnpov koyakiov: 2, uikog 18 = 1 mm.

Lenalidomide Krka 7.5 mg oxAnpd kowdxia

To kamdxt Tov kayoakiov givar Kagé, To GOUA TOL Kyakiov eivorl KopE pe evIumopévn Ty Evosien
7.5 o€ Aevkd ypopa. To TEPLEYOUEVO TOV KOWOKIOV EIVOL KOVIG XPDOUUTOG AEVKOD £10C KITPIVOV-AELKOD
N émg Kopé-Aevko. MéyeBoc oxAnpov kayakiov: 1, pnkog 19 £ 1 mm.

Lenalidomide Krka 10 mg okAnpd koydxio,

To komdkl Tov Koyokiov givatl TPAGIVO, TO GOC TOV KOYOKIOV Eival KOQE LE EVTUTOUEV TNV EVOEIEN
10 og Aevko ypodpa. To meplexdUeVo TOV KAWaKiov gival KOVIC YpMUOTOS AEVKOD £WG KITPIVOL-AEVKOV
M émg Kopé-AevkoD. Méyeboc oxAnpov kayakiov: 0, ppkog 21 £ 1 mm.

Lenalidomide Krka 15 mg ckAnpd kowaxio,

To koamdxt Tov kayakiov givar Kagé, To GO TOL Koyakiov givorl Phe pe eviumopévn v évoeien 15
og pavpo ypopa. To mepieydpevo Tov Kayakiov givat KOVIG YpOUOTOG AEVKOV MG KITPIVOV-AEVKOD 1
£€mG Kopé-Aevkov. MéyeBog okAnpol kayakiov: 2, pnkog 18 = 1 mm.

Lenalidomide Krka 20 mg okAnpd koydiio,

To komdt Tov Koyokiov gival TPAGIVO, TO GO TOV KOYOKIOV Eival UTAE LE EVIVTOUEVT TNV EVOEIEN
20 o€ povpo ypopa. To mepiexdpevo Tov Kayakiov vl KOVIG ¥pMUOTOG AEVKOV £0G KITPIVOL-AELKOV



N €mg Kapé-Aevko. Méyebog okinpov kawyoakiov: 1, pikog 19 £ 1 mm.

Lenalidomide Krka 25 mg cxAnpd kowydkio

To Komdxl Tov Kayokiov ival Kagé, To GO TOL KOWaKiov ival KagE Le EVILTOUEVN TV £vdeldn 25
og AeVKo ypopa. To mepieydevo Tov Koyakiov givatl kKOVIG YpOUATOG AEVKOD MG KITPIVOL-AEVKOD 1
£m¢ Kopé-Levkov. Méyeboc okAnpov kayakiov: 0, unkog 21 £ 1 mm.

4. KAINIKEX TIAHPO®OPIEX

4.1 OgpamevTiKég evoeiterg

TToAAomAd poéimuo

To Lenalidomide Krka w¢ povoBepaneio evdsikvutat yio tn Bepaneio cuvtinpnong evniikov acbevov
He veodayveoBév ToAAmAd LuéAmpLa, o1 0moiotl £xovv VIToPANDel oe avTOAOYT PETAUOGYEVOT
apy€YoveV KuTTtdpov.

To Lenalidomide Krka wg Oepaneia cuvdvacpot pe deEapedalovn 1 Poptelopipmn kon de&apebaldvn,
N pehpaidvn ko Tpedvilovn (BA. Tapdypao 4.2) evdeikvuton yio T Oepomeio evnAikov acOevdv pe
TOAAATIAG LVEAMLEL, GTOVG OTTO10VG deV ExEl xopnynBel mponyodevn Bepomeia kot o1 omoiot dev givan
KATAAANAOL Y10 LETAUOGYEVGT).

To Lenalidomide Krka og cuvdvacpo pe m de&apebalovn evdeikvotal yio ) Oepaneio evniikov
ao0evav pe TOALOTAS LLEA®ILO, GTOVG 0TTOToVG £XEL YopNYNOel TOLAGYLIGTOV pio TpON Yo LEV)

Oepaneio.

MverodvoTAOGTIKG GOVOPOLLO.

To Lenalidomide Krka wg povoBepoaneio evdeikvotar yio ) Oepaneio evniikov aclevov pe ovaipio
oV amontel peTayyicelg Ady® PHUELOSVOTAACTIK®OV GUVOPOU®Y YOUNAOD 1 pesaiov-1 kivduvov Tov
oyetiCovtal e TN LEUOVOUEVT] KUTTAPOYEVETIKT AVOUOAMO ATTMAELNG TOV LAKPOD GKEAOLG TOV
YPOUOCOUOTOG 5, 6Tav GALES BepameVTIKES EMAOYES Elvon AVETAPKEIS 1] AKATAAANAES.

Aduoopo amd KOTTOPO TOV UOVOVA,

To Lenalidomide Krka wg povobepaneio evdgikvotal yio ) Oepaneio evniikov aclevov pe
vrotpomidlov 1| avlekTikd Aéppopa and KoTTtapa Tov pavova (BA. Tapaypdeovg 4.4 kot 5.1).

Olmdec Aduompua,

To Lenalidomide Krka e cuvdvaoud pe prtov&ipuapmn (avticopa Evavit tov CD20) evdeikvotal yo
) Oepaneio evnrikov acbevav pe olmdec AMéppopo (Babpob 1-3a) mov giye mpornyovuévmg
vroPAn0ei og Bepamneia.

4.2  Aocoloyia ko TpOTOGS YOPNYNONG

H Oepomeio pe Aevaridopion Oa wpémel va emPAEmeTal omd 10Tpd EUTELPO GTN ¥PNOT AVTIKOPKIVIKOV
Oepaneimv.

Mo 6heg T1g evdeitelg mov TePYyPAPOVTOL TAPUKATM:

- H d60m tpomomoteiton pe Péion To KAVIKA Ko epyaotnplokd evprpata (BA. mapdypago 4.4).

- Ot wpocappoyéc e doong, Kotd T diapkeia g Bepameiog Kot KoTd Ty enovévoapén g
Bepamneiog, cuvioTdvton Yo TNV aviyetdnion Babuov 3 1 4 OpopPomneviag, ovdetepomeviag, 1
AANG To&codtnrag Babpov 3 1 4, n omoia kpiveton 0Tt oyetiletan pe T Aevoldopion.

- Y mepintwon ovdeteponeviag, o mpémet va eEeTdleTon 1 ¥pNon CLENTIKOV TapayOVIOV OTN



dwyeipton tov acbevoic.

- Edv &yovv mopélbet Aydtepeg and 12 mpeg omd po 6661 mov mapaeipbnke, o acbevig pmopei
va Tapel ) 60o1. Edv éyovv mapéifetl mepiocdtepes amd 12 dpeg amd TV KOvoviki dpo Aqyng
pog 86one mov TapaAsipnke, o acbevig dev mpénel va TAPEL T 600T|, GAAG VoL TOPEL TV
EMOLEVT] HOGN KOTA TNV KOVOVIKT MPA TNV EXOUEVN NUEPO.

Aocoloyia

Neodioyvawabév mordomdo uvédwuo (NAIIM)

Aevardouidn og cuvdvaoud pe deauebalovn uéypt tnv eEEMEN e vocov og acbeveic mov dev givar
KOTAAANAOL Yio HETOUOGYELO

H Bepameia pe Aevotdopion dev mpénet vo. Eekivioet edv o AmdAvTtog AptBpog Ovdetepopiimv (ANC)
givon < 1,0 x 10%/1, xawn o apOpde Tov oponstolov sivar < 50 x 10771,

Zoviotwuevy 00on

H ocvvietopevn 66om évapéng e Aevaiidopiong ivat 25 mg yopnyovueva omd To0V GTOUOTOG (o
nuepnoing katd tig nuépeg 1 £og 21 emavolopufovopevav KoKAov 28 nuepov.

H ocvvictdpevn 660om g de&opefalovng etvar 40 mg yopnyodeva amd Tov 6TOHATOS Ao
nuepnoing kotd tig nuépeg 1, 8, 15 kan 22 eravarapPavopevov kokiov 28 nuepdv. Ot aobeveic
propel va ovveyicovv t Bepameia pe Aevaidopion kon deEapedalovn péxpt v eE€MEN g vooov i
™0 pn avoxm.

Bruato peimong e d0ong

Agvoldouion® Ag&ouebalovn®
Adom évapéng 25 mg 40 mg
Eningdo d6ong -1 20 mg 20 mg
Eminedo d6omng -2 15 mg 12 mg
Eninedo d6ong -3 10 mg 8 mg
Eninedo 66onc -4 5 mg 4 mg
Eninedo d6omng -5 2,5 mg Agv gpappoletan
“ H Soyeipion g peiwong g 80omg Yo apupoOTePa Ta. TPOidvTo pmopel va yiver oveEapnta
Opouforevia
Ortav to opomeTdiio ZUVICTOUEVN TOpEio
MetmBovv og < 25 x 1071 [Movon g yoprynong 666MG AEVAAISOIONG Y10 TO VTOAOITO TOL

KOKAOL®
EnavéMdouv og > 50 x 10°/1 | Meiwon kotd éva eninedo 86om¢ dtav 1 yoprynon 8061g
emavekkvnel oTov ETOUEVO KOKAO

¢ Y meplntmon epeaviong 60comeploptotikng toéikotrag (Dose limiting toxicity, DLT) petd tmv nuépa 15 evog kdkhov, 1 yopriynon 66ong
Aevaadopidng Ho SLUKOTTETAL Y10 TOVAGYIGTOV TO VITOAOUTO TOL TPEXOVTOS KOKAOV 28 Nuep®dV.

Amorvtog ap1Buic ovdetepopilwv (ANC) - ovdetepomevio,

Otav o ANC Yuviotmpevn mopeio®

Meww0ei y1o TpdTn Popd oe < 0,5 x 10°1 Awaxomn Oepaneiog pe Aevaidopion
Enavélet o > 1 x 10°/1 dtav 1) ovdetepomevia eivor Enavekkivnon Aevatidouidng o 60om
pudvn TopoTnpoVUEVT TOEIKOTNTA, évaping amag npepnoiog

EnavéAdet oe > 0,5 x 10/1 6tav mapampovvion Emavekkivnon Aevoidopiong oto eninedo

docoelapTdpeveg opoToloyikés toéudmeg, ektodc g | 00ong -1 dmaf nuepnoing
OLOETEPOTEVIOG

o kée endpevn nrdon kéto and < 0,5 x 1071 Awkonn Oepaneiog pe Aevoiidouion

Enavéifet oe > 0,5 x 1071 Enavexkivion Aevakidopidng oto apgong
yopunAdTepO eminedo 66omg dmal
nuepNoimg.

*Kotd v Kpion tov wtpov, edv 1 ovdeteponevia ivar n povn toéucdmta oe onolodmote eninedo d0ong, vo tpootedel mapdyoviog
Siéyepong anowidv kokklokvttapwv (G-CSF) kat va dtatnpnei 1o eninedo d0ong g Aevoiidopiong.



Mo apoatoloykn to&ikdTnTo 1 601 TG Aevoldopiong pmopei va eicoyBel ek vEOL 610 AUECMG
VyNAGTEPO eminedo dOaNg (mg kot tn doom Evapéng) petd ™ Perticoon g Asrtovpyiog Tov HLELOD
TOV 00TAOV (Kapio aatoloykn ToEKOTNTA Yo TOVAGYIoTOV 2 dladoyikovs kokiovg: ANC > 1,5 x
10°/1 pe apOpd aupometoriov > 100 x 10%/1 kotd T vapén evoc vEou KHKAOD).

AgvoMdouion o cuvdvoaoud pe Boprelopipnn ko de€opedaldvn axkorovhoduevec amd Aevaidouion
Ko oeEauealdovn péypt v eEEMEN TnNC vOooL og aceveic Tov SV gival KOTOAANAOL Yo
LETAUOGYEVON

Apyirn Gepameio: Aevoridouion oe ovvdvaoud ue Poprelopiunn xor delouebalovy

H Aevaidopion og cuvdvaoud pe Poptefopipmn kot de&opebalovn dev npémet vo Eekiviioel €6v o
améIvTog ap1duog ovdetepopirev (ANC) sivon < 1,0 x 10%/1 kawy o aptdpudc Twv opometodioy sivot <
50 x 10%/1.

H ocvvictdpevn 6601 Evapéng eivar 25 mg Aevadopidng omd tov otopatog draé nuepnoimg Tig
nuépeg 1-14 ke koKAov 21 nuepadv o cuvovacuod pe Boptelopipnn kon de&opedalovn. H
Boptelopipmn Oa mpémet va yopnyeitar pe vrodopio. éveon (1,3 mg/m? emeAvelng GOUNTOC) S0 POPEG
v efdopada tic nuépeg 1, 4, 8 kau 11 kébe kdxiov 21 nuepav. ['o tpdobeteg TAnpopopieg oyeTiKd
pe ) 0661, TO TPOYPULLLO KOt TIG TPOSAPLOYES TNG SO0TG TV QUPUAKEVTIKAV TPOIOVTOV OV
yopnyovvtal pe T AeVaAIdopidn, PA. Ilapdypago 5.1 kot v avtictoymn Iepiinyn tov
Xapaktnprotikadv tov [Ipoidvroc.

Zuviotdviot £0¢ oKT® KOKAOL Oepameiog 21 nuepav (24 efdouddeg apykng Oepoameiog).

2vveyouevn Oepameio. Aevaridouion oe ovvovaouo ue oelouealovn uéypt v eCéliln

Yvveyiote To 25 mg Aevaidopiong and Tov oTOH0TOG Gmad nuepnoing Tig nuépeg 1-21
emavoArappavopevemy KOKAwv 28 nuepdv e cuvdvacud pe de&apebalovn. H Bepaneia Oa mpénet va
ovveyiletal péypt v €EEMEN ™G VOGOV 1 TNV ELOAVIOT| |1 ATOJEKTG TOEIKATNTOGC.

Bruata peiwong g 86ong

Agvaidopion”
Aodon évapéng 25 mg
Eninedo d6omng -1 20 mg
Eninedo d6ong -2 15 mg
Eninedo 66onc -3 10 mg
Eninedo d6ong -4 5mg
Eninedo 660mG -5 2,5 mg
¢H Swyeipion g peiwong g d6ong yo Oha to TpoidvTo pumopet va yivet ave&aptnta
OpoupPonevio,
‘Otov T ooTETOAL 2VVIOTOUEVY) TOPEiQ,
MewwBovv og < 30 x 10”/1 Awaxomn Oepaneiog pe Aevoiidopion
Emovéldovy e > 50 x 10%/1 Enavexkivnon Aevoidopidng oto eninedo d6omg
-1 dma& nuepnoimng
"o k60e emdpevn mrdon ko omd 30 x 10%/1 Awaxomn Oepaneiog pe Aevaiidopion
Emovéldovy e > 50 x 10%/1 Enavexkivnon Aevaldopiong 6to apécmg
YOUNAGTEPO EMIMESO dOONG ATAE MUEPNTIDS

Amolvrog apiBuos ovdetepopiiwv (ANC) - ovdeteporevia

Otoav 0o ANC Tuvictouevn topeia’

Melw0ei yio Tpd™ Qopd o < 0,5 x 10%/1 Awkonn Oepameiog pe
AevaAidopion

Enmavéldet o > 1 x 10%/1 dtav 1) ovdetepomevia sivar 1 povn Emavexkivnon Aevolidopiong o

mapatnpovuevn tofikdtnra d0on évapéng draé nuepnoing




Enavéldet o€ > 0,5 x 10%/1 dtav mapotnpodvron Enavexkivnon Aevaidopiong oto

5000EEAPTMUEVES AUATOAOYIKES TOEIKOTNTES, EKTOG TNG eninedo 06onG -1 dmoé nuepnoiong

T'a k60 emdpevn mrhon kétm and < 0,5 x 10%/1 Awkorn Bepameiog pe
Aevoldopion

Enavéldet oe > 0,5 x 10%/1 Emavexkivnon Aevoidopiong oto
AUESMG YOUNAOTEPO eminedo dOomng
amoé nuepnoing.

¢Katd v kpion tov wtpov, edv 1 ovdetepomevia eivar n povn to&ikdtto o€ omotodnrote eninedo 60oMG, va tpoctedel mapdyoviog
Siéyepong anokidv kokklokvttapwv (G-CSF) kat va dtatnpnei to eninedo d6omg g Aevaidopiong.

Agvoldopion e ouvovaoUd pe HEAQAAGVT Katl TpedvILovn akoiovBoduevec amd Aevolldouion
owvInpnonc o€ acHeveic Tov SV eival KOTAAANAOL Y10 LETOUOGYELOT

H 0gpansio pe Aevadopidn dev mpémet vo Eekviost edv o ANC sivar < 1,5 x 10%/1, kow/y o apOpoc
TV oponsToMov sivon < 75 x 10%/1.

2oVieTOUEVH 000N

H ocvvietdpevn 660 évapéng eivor Aevaidopion 10 mg yopnyodueve amd Tov 6TOUATOC GTas
nuepnoing Katd g nuépeg 1 £og 21 emavolopfovopevoy KOKA®V 28 nUepoVv Yo £m¢ Kal 9 KOKAOLC,
ueAgaiavn 0,18 mg/kg yopnyodueve amd Tov 6TOUATOG KOTd TIC NUEPES 1 €m¢ 4 emavolopupavousvov
KOKAwV 28 nuepmv, Tpedvifovn 2 mg/kg yopnyovpeva and Tov 6TONATOG KAT TIg NUEPES 1 €mg 4
emavarappavopevov kixiov 28 nuepmv. O1 acheveic mov olokAnpdvouy 9 KOKAOLS 1} TOL AdLVATOVV
vo. 0oAoKANp®GovV TN Bepameio GuVOLACHOD AOY® Un avoyng Aapfdvovy povobepaneio pe
Aevoldopidn wg e€ng: 10 mg yopnyolpeva amd Tov 6TOATOS Anas Niepnoimg KoTd T NUépes 1 €wg
21 emavarappavopuevov kikAwv 28 nuepav uéypt v eEEMEN g vOGov.

Brjuota usioong g 06ong

AgvaMdopion Melpoddvn Ipedvilovn
Aodon Evapéng 10 mg” 0,18 mg/kg 2 mg/kg
Emninedo ddomng -1 7,5 mg 0,14 mg/kg 1 mg/kg
Eninedo 66ong -2 5 mg 0,10 mg/kg 0,5 mg/kg
Eninedo d6ong -3 2,5 mg Agv gpoppoleton 0,25 mg/kg

¢ Edv n ovdetepomevia givat n povn 1o&oTnTo 6€ 0mo10dNToTE ENinedo d00NG, Vo Tpootedel mapdyovtag SiEyepoNs amoKIdY
kokklokvttapmv (G-CSF) kot va dtatnpnBel 1o eninedo d6ong g Aevaridopiong

Opouponevio.

‘Otowv ol OUOTETAMA, ZUVICTMOUEVN TTOPEIDL

Mewodv yio TpdTn opd oe < 25 x 10%1 | Awxonh Ogpameiog pe Aevoldouidn

EnmavéAdovv og > 25 x 10°/1 Emavexkivinon Aevaidopiong kot peApaidvns oto
eninedo 60omg -1

IMo kdOe endpevn mroon Katw amod 30 x Awkonn Ogpamneiag pe Aevoidopion

10°1

Enavéldouv e > 30 x 10%/1 Emavexkivinon Aevaidopidng 6to apuécwg xouniotepo
eninedo 600 (eninedo d6omg -2 N -3) anas

Anolvrog ap1uog ovoetepopilawv (ANC) - ovdetepomevia,

Ortav o ANC Yuviotduevn wopeio”

Melw0ei yio TpdT Popd og < 0,5 x 107/1 Awxorn Oepameiog pe
Aevoldopion

Enovéldet og > 0,5 x 10%/1 6tav 1) ovdeteponevia eivoun povn | Emavexxivion Aevoldopidng ot

TOPOTNPOVUEVT TOEIKOTNTA 5001 évapéng dmal nuepncimg

Enavéldet o > 0,5 x 10%/1 dtav mapotnpodvrol Emavexkivnon Aevaidopiong oto

3000EEQPTMUEVES AUATOAOYIKES TOEIKOTNTES, EKTOG TNG eninedo 06ong -1 dmaé nuepnoing

OVOETEPOTEVIOG




T'a k60e emdpevn mrdon kérto omd < 0,5 x 10%/1 Awkomn Bepameiog pe
AevaAdopion

Enavéldet oe > 0,5 x 10771 Emavexkivnon Aevaldopiong oto
APECWOS YOUNAGTEPO EMITESO SOOTG
amo& nuepnoing.

¢Katd v kpion tov wtpov, edv 1 ovdetepomevia givar n povn to&ikdTNTo 6€ 0motodNToTE Eminedo 60oNG, va Tpoctedel mapdyoviog
Siéyepong amokidv kokklokuttdpov (G-CSF) kot va dtotnpnei to eninedo d6ong g Aevaldopiong.

AgvaMdopuidn cvvenpnone o aobeveic mov £yovv vroBAndel o owTdOAOYN pETAUOGYELON
opy€yovav kuttapwv (autologous stem cell transplantation - ASCT)

H AevaAidopidn cvvinpnong Ba mpénet va EEKvE LETA amd ETOPKT OLATOAOYIKT ATOKOUTAGTOON
petd amd ASCT og acBevelg yopic évoelEn eEéMEng. H AevaAidopidn dev mpémel va Eekiviioet edv o
ANC givar < 1,0 x 10%/1 ko 0 ap1Budc tmv aponetariov sivon < 75 x 10%1.

2oviotwuevy doon

H ocvvietodpevn 66om évapéng etvor 10 mg AevaAldopidng xopnyodueva amd Tov 6ToUaTog Gmas
nuepnoing cvveyopeva (katd tig nuépes 1 émg 28 og emavarapfoavopevous KOKAOLS 28 nuepmv),
péypL v e€EMEN ™G vOsovL 1 T U ovoyn. Metd amd 3 kuKAovg AevaAdopuidng cuvtipnong,
doon pumopei va avéndel oe 15 mg and Tov oTOHNTOC ATOE NUEPNGIWS, E6V €Vl AVEKTY.

Bruoro peiwons tg déang

Aodon évopéng (10 mg) Ye mepintmon avénong g 66ong (15 mg)®
Eninedo d6ong -1 5 mg 10 mg
Eminedo 06ong -2 | 5 mg (muépeg 1-21 ke 28 nuépeg) 5 mg
Eninedo d6ong -3 Agv gpappdleton 5 mg (muépeg 1-21 kéBe 28 nuépeg)
Mnyv yopnyeite d60m KaT® TV 5 mg (Nuépeg 1-21 kabe 28 nuépeg)

¢ Metd and 3 kokAovg Aevaiidopidng cuvtnpnong, n d6on pumopei va avéndei oe 15 mg omd tov otopaTog dmad nuepnoing, edv eivol

OVEKTY.
Opouponevio.
Ortov to oomeTdAa 2UVICTOUEVN TTOPEio
Meiwbovv oe < 30 x 10%/1 Awxorn) Ogpamneiog pe Aevaaidopion
EnavérOouy oe> 30 x 10°/1 Emavekkivnon Aevaiidopidng oto eninedo doomng -1
B dmag nuepnoing
Mo k6Be endpevn Trmon kdtw amd 30 X Awxorn) Oepameiog pe AevaAldopion
10°1 Emovexkiviion Aevaidopuiong 6to apécsmg YounAdtepo
EnavéABouv oe > 30 x 10%/1 eninedo d0omg dma NuepNoing

Andlutog ap1Buog ovdetepdpihmv (ANC) - ovdetepomevia

Ortav o ANC Yuviotouevn mopeia®
Mewwbei g < 0,5 x 10%/1 Awkomn Bepameiog pe
Enavél@et g > 0,5 x 10%/1 AevaAdopion

Emavexkivnon Aevaldopiong oto
eninedo 06onc -1 amag nuepnoiong
"o k60e emdpevn Trdon KéTo omd < 0,5 x 10%/1 Awkorn Oepameiog pe

Emovéldet oe > 0,5 x 10%/1 Aevaldopion

Emavexkivnon Aevaiidopiong oto
APECOS YOUNAOTEPO EMIMEDO dOONG
amo& nuepncing.

¢Katd v Kpion Tov 1tpov, edv 1 ovdeteponevia ivar 1 povn to&ikdTa o€ omolodfmote eninedo d0ong, va mpootedel Tapdyoviog
Siéyepong anokidv kokklokvttapwv (G-CSF) kat va dtatnpnOei to eninedo 6omg g Aevoridopiong.

Toldomlo pvédwua ue tovidyiotoy uio wponyovuevy Bspomeio,

H Ogpomeio pe Aevoldopidn dev mpémet vo. Eekviiost sbv o ANC eivar < 1,0 x 10%/1, ko1 0 optOpoc
TV aponetadov stvot < 75 x 10%1 1, avéroya pe ) S1mOnon tov puekod TV 06TOVY 0md
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TAOGHOTOKVTTOPA, aplOpdg atpometarioy < 30 x 10%/1.

Zvviotwuevy doon

H ocvvictdpevn 6601 Evapéng g Aevaldopiong eivol 25 mg xopnyoOUEVO. amd TOL GTOUATOS Gmas
nuepnoing Kotd tig nuépeg 1 émg 21 emavaiappavopevov kokiov 28 nuepov. H cuvictdpevn d6on
de&apebalovng sivar 40 mg yopnyovpeva, amd ToL GTONOTOG Ao NUEPNGING KAt TIg NUéPES 1 mg 4,

9 ¢wc 12 ko 17 €wg 20 kaBe KOKAOL 28 NUEPDOV Y10, TOVG TPADOTOVS 4 KUKAOLS Bepameiog Kot 0T
ouvéyela 40 mg anaé nuepnoing katd tig nuépes 1 £mg 4 kibe 28 nuépec.

Ot ovvtayoypdoot watpoi Oo Tpémel va agloloyobv Tpocektikd mola doon deapedalovng mpénet va
YPNOWOTOLEITOL, AAUPAVOVTOC VITOYN TNV KOTAGTOOT TOV 00BEVODG Kal TG acOEVELdS TOV.

Brjuoza ueiwong g doong

Abon évapéng 25 mg
Eninedo 66omg -1 15 mg
Eningdo d6omng -2 10 mg
Eninedo d6on¢ -3 5 mg

Opouponevio

‘Otov o opomeTdAo

ZUVIGTOLUEVT TOPEio

MetwBovv yia Tpd™ Popd oe < 30 x 10%/1
EmavélOovy og > 30 x 107/1

Awxorn Oepameiog e Aevaidopion
Enravexkivnon AevaAidopiong oto eninedo d6omng -1

INo kéBe emdpevn ntdon kdto and 30 X
10°/1
Enavélfouy oe > 30 x 10”1

Awxory Oepamneiog e Aevaidopion

Emavexkivinon Aevaldopiong 61o apécmg yopUnAdTepo
eninedo 60o1¢ (eminedo doong -2 1 -3) anaé
nuepnoiog Mnv yopnyeite d6on pikpdtepn TV 5 mg
dmaé nuepnoing.

Amolvtog apiBuog ovdetepopilwv (ANC) - ovdetepomevio.

‘Otov o ANC

Yuviotduevn mopeio”

Meww0el yio mpd™ gopé og < 0,5 x 10%/1
Enavéldst oe > 0,5 x 10%/1 6tav
0VdETEPOTEVIN EIVOIL 1] LOV TOPATIPOVUEVT
To&IKOTNTO

Awaxonn Bepameiog pe AevoAidopion
Emavexkivnon Aevaldopiong ot d6on Evapéng
dmaé nuepnoing

Enmavéldet og > 0,5 x 10%/1 dta
TAPATNPOHVTOL OGOEENPTOUEVES
OLULOTOAOYIKEG TOEIKOTNTES, EKTOC TNG
0VOETEPOTTEVIOG

Emovexkivinon Aevaidopiong oto eninedo doong -1
amo& nuepnoiong

T'o k80 emdpevn nrmdon Kato ond < 0,5 x
1071
Emovéldet og > 0,5 x 1071

Awxonn Bepameiog pe Aevaidopion
Emovexkivnon Aevoidopiong oto apécmg
yopunAdtepo eninedo 60omg (eninedo ddomg -1,-2 1 -
3) dma& nuepnoing Mnv yopnyeite 6601 HikpoTEPN
TV 5 mg ana nuepnoing.

*Kotd v kpion tov wtpod, eGv 1 ovdeteponevia ivar 1 povn T0&OTNTO 6€ 0TO10dNTOTE EMNESO SOGNG, Vo TpocTedel Tapdyovtag
Siéyepong anowidv kokklokvttapwv (G-CSF) kot va drotnpnei to eninedo d6ong tng Aevaidopidng.

Moelodvoriaotika advipoua (MDS)

H Ogpomeio pe Aevoldopidn dev mpémet va Eekvioet €dv o ANC givar < 0,5 x 10%/1 kavn o

ap1Opde aponeToioy sivar < 25 x 10%/1.

Zoviotwuevy 00on

H ocvvictdpevn 80om Evapéng tng Aevadopiong tvor 10 mg yopnyovueve and Tov GTOUATOC
ama& nuepnoing Kotd tic nuépeg 1 émg 21 emoavalappfovopevoy KOkAwv 28 nuepmv.

Brjuoza ueiwongs g doong

Abdon évapéng

10 mg ana nuepnoing kotd Tic nuépeg 1 émg 21 kabe 28 nuépeg

Eninedo 660G -1

5 mg ara& nuepnoing Katd tig nuépeg 1 Emg 28 kdbe 28 nuépeg




Eninedo d6ong -2 2,5 mg dnaé nuepnoing katd Tic nuépes 1 €wg 28 kabe 28 nuépeg

Eninedo d60n¢ -3 2,5 mg k60 devtepn Nuépa katd Tig Nuépec 1 £wg 28 kabe 28 nuépeg
Opouponevio

Orav ta ouponetdiilo ZUVICTMUEVT TOPEia

Meiwfovv ce < 25 x 10%/1 Awoxorn Bepameiog pe Aevaidopion

EmovélOovv 6e > 25 x 10%/1 - <50 x 10%/1 Emavexkivnon Aevaidopiong oto opésmg YapnAotepo

TOVAAYLOTOV 2 POPES Yo > 7 Nuépec 1) 0tav o | eminedo do6ong (eninedo doong -1, -2 1 -3)
apOpog Tov aponetariov exavéldel o > 50
x 10°/1 omowadfimote oTrypy

Amolvrog aprOuog ovdetepopilawv (ANC) - ovdetepomevia,

Otav 0o ANC ZUVICTOUEVN TOpEia

Mewwfei og < 0,5 x 10%/1 Awkorn Bepameiog pe Aevaldopuion

Enavéldet oe > 0,5 x 1071 Emavexkivnon Aevaldopiong oto apésms younAdtepo
eninedo 06ong (eminedo doong -1, -2 1 -3)

Awokoni tng Aevalidouions

Acbeveig yopic TOLAGYIGTOV Lo EAGGGOVa EpVOPOTOINTIKY AVTATOKPLION EVTOC 4 UNVAV Ao TNV
évapn g Bepaneiog, Tov amodekvieTol amd pia HeloT ToVAdyIoToV KoTd S0% TV amoitnoemv
LETAYYIONG 1], OE TEPUTTOCELS TOV OEV AMOLTEITOL LETAYYION, Mo avénon 1 g/dl g apoopatpivig,
Oa mpémet va, StaxdmTovy T Oepameio pe Aevoidopidn.

Aéupwuo amd kvtrapo tov uovove (AKM)

2oviotwuevy 00on
H ocvvietdpevn 86om évapéng e AevaAidopuiong ivar 25 mg yopnyovUEVA 0O TOV GTOUOTOG GTOE
nuepnoing kotd tig nuépeg 1 £og 21 emavorlopufavopevayv KOKAov 28 uepov.

Bruazo ueiwong e doong

Adon évapéng 25 mg ara& nuepnoing kotd Tic nuépeg 1 émg 21, kabe 28 nuépeg
Eninedo d6onc -1 20 mg anaf nuepnoing katd Tig nuépeg 1 £mog 21, kabe 28 nuépeg
Eninedo 66ong -2 15 mg dnoag nuepnoing kotd tic nuépeg 1 émg 21, kabe 28 nuépeg
Eninedo d6on¢ -3 10 mg anag nuepnoimng kotd Tic nuépeg 1 émg 21, kabe 28 nuépeg
Eninedo 66ong -4 5 mg dno& nuepnoing katd tig nuépes 1 €oc 21, kébe 28 nuépeg
Eninedo d6on¢ -5 2,5 mg anaé nuepnoing katd Tic nuépsg 1 émg 21, ke 28 nuépsc’
5 mg kaOe devTEPN Nuépa KoTd TIg nuépeg 1 mg 21, kaOe 28 nuépeg

I — Xe ydpeg 6mov dratibetar To Kaydakio tov 2,5 mg.

Opouforevia
Ortov to opomeTdAio ZUVICTMOUEVN TTOPELDL
MeiwBovv og < 50 x 10%/1 Awaxonn Oepaneiag pe Aevaldopion kot de&oymyn
mpovg arpodaypdupatog (Complete Blood Count,
CBC) tovAdytotov kdBe 7 nuepeg
EnovélOovv og > 60 x 10°/1 Emovexkivnon AevaAidopiong 6to apéomc

yopunAdtepo eninedo do6onG (enimedo ddomg -1)

o k&g emdpevn mrdon kétm omd 50 x 10%/1 | Awaxonn Bepameiog pe Aevaldopidn ko Sie&aywyh
CBC tovAéyrotov kéfe 7 nuépeg

Enmavérdouv og > 60 x 10°/1 Enravexkivnorn AgvaAidopiong oto apécwc
YOUNAGTEPO EMinedo dOoNG (emimedo ddong -2, -3, -4 1
-5). Mnv yopryeite d0om HIKpITEPT TOV EMUTESOV

Amolvrog aprOuog ovdetepopilawv (ANC) - ovdetepomevia,

| Otov o ANC | ZUVIGTOUEVN TOpEia




Meiw0ei oe < 1 x 10%/1 y10. tovAdyiotov 7 nuépeg 1
Mewbei oe < 1 x 10%/1 pe oyetldpevo mopetd
(Beppoxpacio copatoc > 38,5°C) 1)

Mewwbei e < 0,5 x 10%1

Ao Ogpaneiog e Aevaidopion Kot
de&aymyn CBC tovAdytotov kKabe 7 nuépeg

Enavérdet oe > 1 x 10%1

Enavexkivnon AgvaAidopiong 6to apécwc
YounAdTEPO eminedo ddomng (eminedo doong -1)

TNa k60e emduevn ntdon kato arnd 1 x 10%1 yw
Tovldytotov 7 nuépeg | ttdhon oe < 1 x 1091 ue
oyetilopevo mopetd (Beprokpocio COUOTOG >
38,5°C) ) mtdon og < 0,5 x 10%1

Awxorn Oepameiog pe Aevaldopion

Enavérdet g > 1 x 10%1

Enravexkivnon Aevaldopiong oto apécmg
younAotepo eninedo d6omng (eninedo dooNg -2, -3, -
4, -5). Mnv yopnyeite 600m HKpOTEPT TOV EMTESOV
doong -5

Olwdec Aéupwua (0OA)

H Oepancia pe Aevaiidopidn dev mpémet va Eexvioet edv o ANC givan < 1 x 10%1 kaw/f 0 aptOpdc
awpometodiov givar < 50 x 10%1 extdg £Gv amotekel enakdrovbo oe Aéppmuo ddnong tov poehon

TV 0GTOV.

Zoviotwuevny 000

H ocvvietodpevn 600om Evapéng g AevaAidopiong ivat 20 mg yopnyoLLEVA OO TOV GTOLOTOG
aro& nuepnoing katd tig nuépes 1 éog 21 enavorapfoavopevov KOKAOV 28 nuepav yio émg 12
KkoKAovg Oepanciag. H cuvictdpevn 80om Evapéng g prrov&udumnng sivor 375 mg/m?
evooAEPia (IV) kabe gfdopnada otov kiAo 1 (Muépeg 1, 8, 15 ko 22) kon v nuépa 1 kébe

KOKAOL 28 NUeEPDOV Y1t TOVG KOKAOVG 2 ¢ 5.

Bruozao peiwang e doong

Adon évapéng

20 mg ana nuepnoing Kotd Tic nuépeg 1-21, kabe 28 nuépeg

Eninedo 06ong -1

15 mg ana nuepnoing Kot i nuépeg 1-21, kabe 28 nuépeg

Eninedo 66ong -2

10 mg anag nuepnoing Kotd Tic nuépeg 1-21, kabe 28 nuépeg

Eninedo d66on¢ -3

5 mg ama& nuepnoing katd tig nuépeg 1-21, kdbe 28 nuépec

Mo Tpocsappoyéc g 660mg AOY® TOEIKOTNTOG e TN PLrov&lpaunn, avotpééte ony avrtictoym

[Mepiinym tov Xoapaktnpiotikev Tov [1poidvroc.

Opouforevia

Otov ta opometdio ZuVIcTOUEVT TOpEi

Mewwfovv og < 50 x 10%/1
k60 7 nuépec

Awkorn Oepamneiog pe Aevaiidopion ko dre&oywyn CBC tovAdyictov

EnmoavélBovv og > 50 x
10%/1 -1)

Enravexkivnon oto apéomg younAdtepo eninedo d6omng (eninedo d0omg

Mo kabe endpevn nrmon

Kbt omd > 50 x 10%/1 K@0e 7 nuépeg

Awkorn Oepamneiog pe Agvaidopion kou deEaywyn CBC tovAdyiotov

EnmoavélBovv og > 50 x
1071
doong -3.

Enravexkivnon Aevaldopiong oto apécms xapniotepo eninedo d6onG
(enimedo dOoNG -2, -3). Mnv yopnyeite d66M LIKPOTEPN TOL EMTESOV

Amolvrog ap1uog ovoetepopilawv (ANC) - ovdeteporevia

| Otav o ANC

Zuvietduevn mopeio”
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Meiw0ei oe < 1,0 x 10%1 yio tovréyistov 7 Awxomnn Oepamneiog pe AevaAdopion Kot
NuUépeg N de&aymyn CBC tovAdyiotov kKaBe 7 nuépeg
Meiw0ei oe < 1,0 x 10%/1 pe oxenilduevo
mopetd (Bepuokpocio cmdpotog > 38,5°C) 1
Meww0ei oe < 0,5 x 10%/1

Enavélder o> 1,0 x 10%/1 Enravexkivnorn AevaAldopiong 6to apécmg
YounAdTEPO EMimedo d6oNg (eminedo doong -1)
IMa ka0 emdpevn trmdon Kot ond 1,0 x Awxorn) Oepameiog pe AevaAldopion kot dteoywyn

10%/1 yia tovAdyiotov 7 nuépec ) ttdon oe < | CBC tovAdyiotov kébe 7 nuépeg
1,0 x 10%1 pe oyetilduevo mupetod
(Beppoxpacio copatog > 38,5°C) 1| mtoon

—_ - N £ .. 1NN

Eravél0et og > 1,0 x 107/1 Emavekkivnon Aevaidopidng oto apécmg
YopunAotepo eminedo d6omng (enimedo dooNg -2, -3).
Mnyv yopnyeite 3661 HKPOTEPT TOV EXTESOV
doong -3.

“Katd v kpion Tov 10Tpov, edv 1 ovdetepomevia eival  povn to&kdTNTa 68 0TO10dNTOTE EMinedo dOoNG, Vo Tpootedel Tapdyovtog
d1éyepong amokidv Kokklokuttapav (G-CSF)

Aéupowuo amd xkbtrapo. oo uovovo (AKM) i oladec Aéupwua (OA)

2ovopouo Abong oyrov (TLS)

O)ot o1 aoBeveic Bo Tpémer vo Aapfévouy TpoPLANKTIKY oywyn yio. o TLS (cAhomovpivorn,
POCUTOVPIKACT] 1] LGOSVVOLLO GUUPOVA LE TIG KOTELOLVTNPLEG 001 YiES TOV WPVUATOG) Kot Vo Eivar
KOAG EVOOUTOUEVOL (A0 TOV GTOUATOG) KATE T SLAPKELN TNE TPDTNG EPSOUASAG TOV TPOTOV KHKAOL
M Y10 LEYOAVTEPO YPOVIKO dtdotnpa av gvdeivotal kKAvikd. [Tpokepévov va tapakoiovBovvtor yio
TLS, ot acBeveic Oo mpémet va vtoPaiiovtar o€ Proynuikd Eleyyo kdbe efdopdda katd tn SiapKeLn
TOV TPMTOV KLKAOL KOl OGS EVOEIKVLTOL KAIVIKGL.

H Aevaridopidn pmopel va ovveyiotet (d6om cvvinpnong) oe achevels e epyactnplokd
emPeParopévo TLS 1 pe khwvikd emPeforwpévo TLS Babpod 1 9 katd v kpion tov 10tpo,
LEW®oTE TN dO0oM KOTA £va eminedo kol cuveyiote Tn Aevoidopion. Oa npénel va mapacyedel viotikn
EVOOPAEPLA EVOOATMOOT Ko KATAAANAN 1otptkn] Starxeipion cOUE®VA e TNV TOTIKT cuviOn Bepoameia,
péypt N d1opbmon TV aveaMdV ToV NAexTpoivtdv. Evdéyeton va ypelaotel aywyn pe
POCUTOVPIKACT] Y10 T Helwor TG vepovpryotios. H voonleia tov acbevoig evandketton otnyv
Kpion Tov wTpov.

e aobeveic pe Khvikd emPePorwpévo TLS Babuov 2 éwg 4, dtoukoyte T Aevaiidopion Kot
TPAyLOTOTOWoTe Proynuiko Ereyyo Kabe efdopndda 1 Onmg evdeikvutal KAVIKG. o TpEmeL vo.
napaocyedel eviatikny evoopAEPLo EVOIATMON KO KOTAAANAT 1WTPIKY S10YEIPIOT) COUPOVO, LE TNV
tomikn ovvinon Bepamneia, péypt ™ SOPHwoN TV avoraAdY Tev niekTpoivtdv. H aywyn pe
POCUTOVPIKACT] Kol 1] voonAeia evarmdkewtot oty Kpion Tov watpov. Otav to TLS vroywpnoet o
BaBpov 0, Eavapyiote T Aevaiidopidn oty apécmg yapniotepn d6omn katd tnv kpicn Tov wtpov
(BA. mapdypago 4.4).

Avtidpaon avalwndpwons 6ykov

Katd v kpion tov 10tpod, n Aevaiidopidn propel va cuveylotel o€ aobeveig e avtidopoon
avaonopaoong oykov (TFR) Babpoo 1 1 2 xopig Swaxonn 1} tponomoinon. Katd v kpion tov
10TPOV, UTOoPEl va xopnynOel aywyn He un otepoedn aviipieypovmdn eappoke (MZAD),
KOPTIKOGTEPOELDN| TEPLOPIGUEVTG OLAPKELNG KOV VOPKOTIKG avorlynTikd. Xe acOeveig pe TFR
BaBpov 3 1 4, draxoyte ™ Bepomeio pe Aevaidopion kot Eekivnote aymyn ue MEAD,
KOPTIKOGTEPOELDN KaUM vapK®TIKA avaiyntikd. Otav n TFR vroywpnoet e < Babpov 1, Eavapyiote
1 Oepaneio pe Aevaridopidn oto 1610 enimedo dOong yro Tov vdAouto KOKA0. O1 acBeveic pmopovv va
AGPovv Bepameia yio TN SlxEiploN TOV CUUATOUATOV, COLPOVA LE TIG 00N Yieg Yo T Oepameio g
TFR BaBpot 1 kot 2 (BA. mapdypago 4.4).

Olec o1 evdeileic

IMoa dAdeg To&ucotnTeg Babpov 3 1 4 mov kpivovron 611 oyetiCovron pe ) Aevaldopion, n Oepameio Oa
TPEMEL VO SIKOTTETOL Kot VoL, apyilet €K VEOL HOVO GTO apESHS YOUNAOTEPO eMimedo ddong dtav M
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To&KOTNTO VoY WPNOEL o€ < BaBpov 2, avdioya pe v kpion Tov 10tpod.

H mpocwpivi 1§ péviun dokon| g Aevadopidng Ba mpémel va e&etaleton yio deppotikd eEavona
Babpot 2 1 3. H Aevolidopion mpémnetl vo S1aKOTTETOL Y10 0y YEI00ION LA, AVOPVAOKTIKN avTidpact,
e&avnua Babpov 4, amopoAdotikd 1 mopeolvyddeg eEavOnua, 1 6€ TEPITT®OT VITOYING GUVIPOLOV
Stevens-Johnson (SJS), to&ing emdeppukng vekpoivong (TEN) 1§ pappokevtiknig avtidpaong pe
noowoikio kot cvotnuatikd courtopate, (DRESS) kai dev Oa mpénet va Eavapyilel petd
StoKomn AOY® aVTOV TV avTIOpAcE®V.

Ewdkoi tAnfvouoi

Houdrozpixoc wAnQoouoc
H Aevaiidopidn dev mpémel va ypnoonoleital o€ modid kot epnPouvg and ) yévvnon g v niio
Kato TV 18 eTdv Yo Adyovg acpaietag (BA. Tapdypapo 5.1).

Hlikiowuévor
To mapdvta Stobéotplo PoprAKOKIVITIKA de00UEVH TTEPLYPAPOVTOL GTNV Tapdypopo 5.2. H

Aevoldopion €xet xpnotponombel oe kKAviké dokipég og aclevels pe TOAATAO PuEA®pa nAKiog
péxpt 91 etdyv, oe acbevelg pe pueELodVOTAAGTIKA chHVIpoa NAKiag Emg Kot 95 eT@v Kot o aoeveic
pe Aépempo amd KHTTapo Tov povdva nikiog £oc kot 88 etav (BA. mapdypopo 5.1).

Koabng o1 nAkiopévor acBeveig etvor mbovotepo va mapovotdlovy pHetwpévn VEPPIKY Asttovpyia,
OTTOLTEITOL TTPOGOYN KOTA TNV EXAOYN TNG SO0GOA0YIOG Kol GUVIGTATAL 1] TOPAKOAOVONGT TNG VEPPIKNG
Agttovpyiog.

Neodrayvawobév moldamdo uvélwua: aobeveic mov dev eivai KaTaAlnAol yio. uetoudoyevon
Aocbeveig pe veodiayvmoBév TolhamAd poéhmpa nAiog 75 etdv kot ave Ba mpénet va aElohoyovvrol
TPOCEKTIKA TPV TO EVIEXOUEVO AN Oepomeiog (BA. Tapdypapo 4.4).

T aoBeveic nlikiog ave Tv 75 etdv mov Aapfdavovy Bepameia pe Aevadouion oe cuvdvacud pe
dekapebalovn, n 06om Evapéng e deEapebalovng ivar 20 mg drag nuepnoing Kotd Tig nuépeg 1, 8,
15 ko 22 xéBe khxhov Oepameiog 28 nuepdv.

Agv mpoteivetan Tpocapproyn g 66omg Yo acbeveic niikiog dve towv 75 etdv mov Aappdvovv
Oepomeio pe AevaAldopidn 6 cuVOVAGHO e LEAPAAGVT Ko TTpedVILOVY.

e aobeveic pe veodloyvwoBiy moAlamhd puélopo nhikiag 75 tdv kot dvo mov dafay Oepaneio pe
Aevoldopion, TapatnpnoniKe VYNAGTEPT CLYVOTNTA EUPAVIOTS GOPUPDV AVETIBOUNTOV EVEPYEIDV
KoL OVETBOUNTOV EVEPYELDY TOV 0dNYNCOY G drakomn g epameiog.

H ovvdvacpévn Bepaneio pe Aevaridopidn ftav Myotepo avekt o aofeveic e veodlayvwodiv
TOALATTAG LLEA®UO NAMKING Ave TV 75 €T®V 68 GVYKPLIoN UE TO veOdTEPO € NAKia TANBLeUd. Avtol
ot aoBeveic diékomtay 6€ VYNAGTEPO TOCOGTO AOY® [N avoyng (avemBounteg evépyeieg Babuov 3 1 4
Kot GoPopéc avemBouNTeC EVEPYELES), 0€ GVYKPIoN Ue acbeveic nhikiog < 75 etdv.

o omAd pvélopoa: acbeveic we tovAdyiarov uio mponyovuevy Gepameio.

To 1060616 TV 00BevOV pE TOALUTAG PLEA®O NAIKIOG 65 £TOV 1] Ave dev S1EPEPE GNUAVTIKG
peta&y g opddag Aevaldopiong/deEapuedalovng Kot Tng opadag EIKOVIKOV
@oppakov/de&opuefalovne. Aev mapatnpndnke cuVOAKN SLPOPE MG TPOC TNV AGPAAELD 1) TNV
OTOTELEGLOTIKOTNTO, LETOED QVTAOV TOV acevav Kot acBevov pkpodTepng nAKiog, aAAd pio
peyaAvtepn tpodidbeon ota dtopo peyolvTePNG NAKING OEV UITOPEL VoL ATOKAEIOTEL.

Moelodvorloorird advipoyo.

INo aoBeveic pe poerodvomrlaotikd cuvopopa Tov Eafoav Oepameio pe Aevoldopion, dev
TAPATNPNONKE CUVOAIKN SPOPE MG TPOS TNV AGPAAELD KOL TV OTOTEAECLOTIKOTITO LETAED
acBevav nhikiog avo Tov 65 eTdv Kot acbevov pikpdtepng nlkiog.
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Aéupopo omd kotropo 100 pavovo,

INo acBeveic pe AMépeopo amd KhtTapo Tov pavdva mov Elafav Bepameio pe Aevoidopion, dev
TapoTNPNONKE GLVOAIKNY S1APOPE MG TPOC TNV AGPAAELD KOL TNV OTOTEAECUATIKOTNTO LETAED
acBevav niikiog 65 eTdv N v o€ cOYKpLon pe aobeveic nAkiog KAT® TV 65 eTdV.

Oladeg Léupmua

INo acBeveic pe olmdeg Aéppmpa Tov Eafov Oepameio e Aevatidopidn oe cuvdvaoud pe
PLTOVEUAUTN, | GUVOAIKT CLYVOTNTO AVETBOUNTOV EVEPYEIDV gival TapoOpol Yo acbeveig nhkiog
65 etV ka1l Ave o€ GLYKPLON L acbeveig nAkiag KATo TV 65 e1dv. Agv TapatnpiOnKe GLVOMKN
S0popa G TPOG TNV OTMOTEAECUATIKOTNTO LETAED TOV 300 NAMKIUKOV OUAd®V.

Aaobeveic pe veppixn dvaleitovpyio.

H AevaAdopidn anexkpivetar kupimg amd toug veppovs. Acbeveig pe peyalvtepo Pabud veppikng
dvodettovpyiag pmopel va Exovv dlatapaypévn avoyn ot Oepamneio (PA. mapdypago 4.4). Oa wpénel
vao. SiveTon Tpocoyn KOTA TNV ETA0YN TG dOONG Kol GUVIGTATOL TALPAKOAOVON O™ TNG VEQPIKNG
Aertovpyiog.

Agv amottovvtal TPooapoyEG TG dOOMG Yo acHeVElg e o vEPPIKT duoiettovpyio Kot TOAAATAD
HLEA®LO, LUEAOSVGTANGTIKG GUVIPOUA, AEUPOLM OTO KOTTOPO TOL Hovovo. 1] 0{mdeg AEPQ®LLOL.

Ot axdAovBeg TPooapLOYEG TNG OO G SUVIGTAOVTAL KOTA TNV évapén g Bepoameiog Kot kad’ 6An
duapkela ¢ Oepameiog Yo aobeveic pe péTpla | coPopr| veppikn dvorettovpyio 1 veepomddeio
TeAKOD otadiov. Agv vapyel epnelpio oe SoKIUEG Qaomng 3 pe veppomdbeia tehkov otadiov (ESRD)
(CLer <30 ml/min, arottet aipokdBapon).

HolomAd pvélaoua
Negpwi) Aerrovpyia (CLer) IIpocappoyn tng d60ng
Métpro veppikn dueiettovpyia 10 mg éma& nuepnoing'
(30 < CLcr < 50 ml/min)
YoPapn veppikn §1)0X81101)pyi(1 7,5 mg dma& nuepnoind
(CLcr < 30 ml/min, dgv amoitel 15 mg pio @opd kGOe debrepn nuépa
alpokadopon)
Negpondfeta Teakov Xtadiov (ESRD) | 5 mg dma& nuepnoing. Kotd t1¢ nuépec tg
(CLer < 30 ml/min, omottet apoxdBapong, 1 86on Tpémet va yopnyeitan petd
alpokabopon) NV ookadapon.

'H 860n umopei vo avéndei oe 15 mg draé nuepnoing petd améd 2 kokhove, edv o acheviic dev avtamokpivetar ot Oepameio kot
avéyeton ) Oepaneio.
23 yhpeg 6mov doTiBeTan TO KAWAKIO TOV 7,5 mg.

Muvelodvorlaatixd acdvopouo.

Nepwki) Aettovpyia (CLer) IIpocappoyn g 66ong

Métpro veppikn Aodon évapéng 5 mg ama& nuepnoing

dvchettovpyia (Muépeg 1 émg 21

(30 < CLer < 50 ml/min) emovalapfoavopevoy Kokimv 28
NueEPOV)

Eninedo d6ong -1* | 2,5 mg dma& nuepnoiong
(Muépeg 1 €mg 28
gnovalapfovopeveov Kokimv 28
NUEPDOVY)

Eninedo d6ong -2* | 2,5 mg o opd kabe devtepn
nuépoa

(Muépeg 1 €mc 28
emovalapfoavopevoy Kokimv 28

nuePdV)
YoBapn veppikn ducAsttovpyia Aodom évapéng 2,5 mg draé nuepncimg
(CLcr < 30 ml/min, dgv amaitel (Muépeg 1 émg 21
a1pokabopon) gnovalapfovopevov KokAmv 28
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NUEPDV)

Eninedo d6ong -1* | 2,5 mg ke devtepn nuépa

(Muépeg 1 €mg 28
enovarappoavopeveov
KOKA@V 28 nuepmv)

Eminedo d6ong -2* | 2,5 mg 600 popéc v

eBdoudda

(Muépeg 1 €mg 28
enovarappoavopevov
KOKA@V 28 nuepmv)

NeppondBero Tehkov Ztadiov (ESRD)
(CLcr < 30 ml/min, omortei
oipokdaBoapon)

Adon évapéng

2,5 mg amoé nuepnoing
(Muépeg 1 €mg 21
enovaLAUPOVOIEVOV KOKA®V 28
nuepdY)

Kotd 11 nuépeg ™g arpokabapong, m
doon mpémel va yopnyeitat LeTd v
alpokabopon.

Eminedo d6ong -1* | 2,5 mg ke devtepn nuépa

(Mmuépeg 1 g 28
enovarappoavopevov
KUKA®V 28 Nuepav)

Eminedo d6ong -2* | 2,5 mg 600 popéc v

gBodoudda

(Muépeg 1 €mg 28
emovarappoavopeveov
KUKA®V 28 NUepOV)

*Toviothpeva Pripota peimong g d6ong katd m ddpkela g Oepaneiog kot katd v enavévapén g Oepomeiag yo Ty
avTieTdnion g ovdeteponeviog 1 Opouponeviag Babuot 3 1 4, 1§ dAkng to&ucdtntog Babuod 3 1 4, n omoia kpivetar 611 oyetiCeton

He ™ Aevaldopidn, 6nmg TEPLYPAPETOL TOPATAVE.

Agupwuo oo KbTropa Tov uovoda

Negpuan Aerrovpyio (CLer)

Mpocappoyii g doong
(Muépec 1 €ng 21 emavarappavopevoy KOKAmV
28 nuepav)

Métpua veppikn duciertovpyia
(30 < CLer <50 ml/min)

10 mg dma& nuepnoing'

XoBapn veppikn duciertovpyia
(CLcr < 30 ml/min, dev amottel aypokdBopon)

7,5 mg dmo& nuepnoing?
15 mg kéBe devtepn nuépa

Neoppomdfeia Terucov Etadiov (ESRD)
(CLcr < 30 ml/min, omottet aipokaBopon)

5 mg ana nuepnoionc. Katd tig nuépeg g
aokaBapong, N 066N TPENEL Vo, Yopnyeiton petd
v opokdOapon.

'H 860 pmopei vo avénbei oe 15 mg anaé nuepnoing petd amd 2 kokAove, edv o achevic dev avtamokpivetal ot Oepameio kot ovéyeTar T

Oepormeia.
2¥e ydpeg 6mov Srotifetar To Kaydkio Tov 7,5 mg.

Olwdec Aéupwua

Negpua Aerrovpyio (CLer)

Mpocappoyii g doong
(Muépec 1 €ng 21 emavarappovopevoy KOKAmV
28 nuepav)

Métpua veppikn duciertovpyia
(30 < CLer < 60 ml/min)

10 mg émo& nuepnocing'

YoBapn veppikn ducAEITOLPYIO
(CLcr < 30 ml/min, dev amottel aypoxdBopon)

5 mg pio eopd TV nuépa

Neoppomdbeia Teducov Etadiov (ESRD)
(CLcr < 30 ml/min, omottet aipokaBopon)

5 mg pia eopd v nuépa. Katd tig nuépeg g
aokaBapong, N 060M TPENEL vaL yopnyeiTon LeTd
v opokdfapon.

' H 860 punopet va avéndei oe 15 mg arag nuepnoiong petd amd 2 koxlovg, eav o acbevig &xet aveydei t Oepanceio.
2 N aoBeveig og doom Evapéng 10 mg, o nepintwon peiwong 061G Yo TV avTLeTdTIon TG ovdetepomeviog 1 Opopponeviag Babuoo 3 1
4, M aAng to&wcdmtag Babpov 3 i 4. To&wotnta, 1 omoia Kpivetar 6Tt oyetileton pe ™ AevaAldopnion, unv xopnyeite 661 HIKPOTEPT TOV

5 mg kdBe devtepn nuépa N 2,5 mg drad npepncing.
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Metd v évapén Bepaneiog pe Aevolidopidn, eLOUEVT] TPOTOTOINGT TG 0OGNG AEVAAISOUIONG
o€ aoBeveic pe veppikn dvoiertovpyio o mpénet va Paciletal 6TV Avoyn TOV EKAGTOTE
ac0evoic ot Bepameio, OTMG TEPTYPAPETOL TOPOUTAVE®.

Aobeveic ue nrotiky ovoiertovpyio
H AevaAidopion dev £xel emionuo pehetbei oe acbeveic e nrotikn Svoieitovpyio kot dgv vIdpyovv

€101KEG 00GOAOYIKEG GUGTAGELC.

Tpomog yoprynong

A6 otopaTOg YpNoN.

To xaydkio Lenalidomide Krka 0a wpémnet va Aopfdvovtar omd Tov 6TOHOTOG TEPITOo TNV id10L dpaL TIG
npoypappoticpéves nuépes. Ta kaydxia dev Tpémet va. avoiyovtol, va oralovton 1 va pacovtot (PA.
Topaypoeo 6.6). Ta kaydkia Oo Tpémel vo KoTamivovTolr OAOKANPpa, KOTE TPoTiUnon Le vepo, He M

XOPIG paynTo.

To xaydakio Aevoidopidng dev mpémet va mEfovton HEGM TOV GUAAOV TNG GLOKELAGTNG KVYEANG KAOMDG
a6 Ba PTopPOVGE VO TPOKUAESEL KOTOGTPOPT] TOL Konyokiov. To koydkio mpémet va apotpeitol omd
GLGKEVAGIO APAPOVTOS TO PUALO 0td pio EEXMPIOTN LOVAOA KUWEANG.

4.3 Avtevositeg

- YrepevaoOnoio otn SpactiKy ovcio 1§ 6€ KATO10 amd T0. EKO0Y0, TOV OVAPEPOVTOL GTIV
mapdypago 6.1.

- "Eyxveg yovaikec.

- IMuvaikeg o€ avamapoywyikn nAkio ektog ebv TANpovvTaL OAeG 01 TPoUmoBEGES TOV
Ipoypaupatoc [poAnyne Eyxopocivng (PA. mapaypdeovg 4.4 kot 4.6).

4.4 Ewdwkéc mpoerdomou|oeis Ko TPpo@uAdcels katd tn ypron
‘Otav 1 Aevaidopion yopnyeitor 6€ cuvovacnd pe GAAY QUPUIKEVTIKA TPOIOVTA, TPEMEL VO,
ovppovieveote TV avrictoyn Iepidnyn tov Xapaktyprotik®v tov [lpoidvrog tpvamrd Tnv

évapln g Oepaneioc.

IIpocdomoinomn eyKvposHvne

H AevaAidopidon oyetileton dopkd pe ) OaAdopidn. H Baldopion sivar o yvmortr| tepatoyovog
dpaoTiKn ovGia Yo Tov AvOpwmTo oL TpokaAel coPapég cLYYEVELS SapapTiES, OMEIANTIKES Y10 T
Lon. H Aevoldopion mpokdrece o€ TONKOVE SUOGTAUGIES TOPOLOIEG LE QVTEC TTOV TTEPLYPAPTKOV
v T OaAdopidn (BA. Tapaypdpovg 4.6 Kot 5.3). e nepintoon mov 1 Aevaldopion Anedel katd
TN SIIPKELDL TNG EYKVUOGHVIG, 1 TEPUTOYOVOG EMIOPOOT) TG AEVOAMOOUIdNG GTOVG avEpmdTOVG Eivort
OLVOLLLEVOLLEVT).

O mpodmobéaerg tov Ipoypappatog IpdAnyng Eykopocdvig Tpémet vo ikovomotovvTot yio
o0Aeg Tic aobeveic, ektog edv vdpyovv a&dmiota otoryeia 6TL N acbevic dev Exetl dSuvatdTNTa

TEKVOTOINONG.

Kpunpia yia yovoikee yopic SuvotdTnTo TEKVOTOINoNS

M yovaika acBeviig 1 ohvTpo@og evog avdpa acbevovg Bempeitar 6Tt Exet dSuvatdtnta

TEKVOTOINGOTG, EKTOG EAV IKAVOTOIEITAL TOVAGYLIGTOV £VOL aTd T aKOAOVOO KpLTHPLOL:

- Hhia > 50 etddv ko puotoroykd apnvoppoikn yo > 1 €rog (H apnvoppota petd amod
avTIKapKvikn Ogpameio 1 katd ) didpkelo Tov Onhacpov dev amokeiel duvoTdTnTO
TEKVOTOINONG).

- TIpodmpn mobnkikn avendpkelo, exiPeforopuévn amod 101KO YOVAIKOAOYO

- [Tponyovpevn apuEOTEPOTAELPT] GUATLYYODOONKEKTOUN 1] VOTEPEKTOUN

- XY yovoérumog, cOvopopo Turner, ayevesio Tng LATPOG.
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Evnuépmon

H Aevaldopion avievdeixvotal 6€ yovaikes 6€ avamopoy@yiki NAKio, EKTOg GV IKOVOTOLOUVTaL

OAa Ta akOAoVBa, KpLTPLOL:

- H acBevig katavoel Tov avapevopevo kivduvo tepatoydvov dpdong 6to Epppuo.

- Kotavoei tnv avaykn yio amoteAeoUATIKT OVTIGOAANYT, adtdAewmTo, TOVAG)IoTOV 4 BONAdES
mpwv v Evapén g Bepaneiog, kKab® OAN ™ didpkela g Oepameiog Kot TovAdyioToV 4
efdopadec petd v oAoKANpwon g Bepameiog.

- AKOUO KOl GTIV TEPITTMOT] TOV LI YOVAIKO GE OVOTOPAYOYIKN Ao £xE1 apnvOoppota., TPEMEL
Vol AKOAOVBEL OAEG TIG GLUGTACELS GYETIKA LLE TNV ATOTEAEGUATIKN AVTIGOAANYT.

- H ao0eviig Ba mpémel va givar 1Kovi] v GULLLLOPQMVETAL [LE ATOTEAECUATIKG LETPOL
OVTIGOAANYNG.

- H acBevng éxet evnuepbel kot Katavoel TIg EVOEXOUEVEG CUVETELES TNG EYKVIOCHVNG KOl TNV
avayKkn GUecG EVIUEPW®OTNG TOV 10TPOV GE TEPIMTMGT OV LRLAPYEL KIVOUVOC EYKLHLOGHVIG.

- H acBevig katavoei Tnv avaykn évapéng g Oepomeiog evBog apéomg petd m
ouvtayoypaenomn g AevoAdouidng, LETA amd apvnTIKN SOKIUAGIO EYKVUOGHVNC.

- H acBevic katavoei Tnv avaykn kot SEetal vo VTOPAAAETAL GE TEGT EYKVLOGHVIG TOVAGYLOTOV
K60e 4 efdopddeg extdg amd TV TEpinT®oN eMPEPAUOUEVIC COATIYYIKNG OTEIPOONC.

- H acBevig PeParmvet 6Tt Katavoel Tovg KivdHVOUG Kot TIG AmapaiTnTES TPOPLAGEELS TOV
oyetiovtal pe ™ ¥pNon e AEVOAMOOUIONG.

INo avopeg acbeveig mov Aappdvovv AevaAldopion, ta eaprakokivnTikd dedopéva, £de1&av 6T M

Aevoldopidn etvat Tapovso 6to avBp®OTIVO GTEPLN e EUIPETIKE YOUNAG emineda KOTA T

duapketo g Bepomeiag Kot dev aviyvedeTul 6TO avOpm®TIVO oTéPUa 3 NUEPEG LETA TN SLAKOTH TG

ovoiag og vYEg atopo (BA. mapdypapo 5.2). Qg mpoevAAEN Kot Aapfdvoviag vIToYn 101KV

TANOVGLOVC LE TOPATETAUEVO YPOVO ATOPOANG, OTMG GE MEPIMTWOT VEPPIKNG SVGAEITOVPYIOG,

0Mo1 o1 dvdpec aobeveic Tov AapPavouy Aevoldouidn TPEMEL VA IKAVOTOL0VV TIG aKOAovOeg

npobnobécelc:

- Kotavoohv tov avapevopevo Kivouvo tepatoydvov dpdong edv £xovv ce£0vaiKn emapn He pio
£YKVLO yuvaika 1| o yovoiKo 6€ avomopoy®ykn nAKiol.

- Kotavoohv v avéykn xpnong Tpo@uAaKTiKoy eqv £X0VV GEEOVOAKN ETAPT LE U0 EYKLO
Yovaika 1) [Le [ YOVoiKo 68 avOmapay®yIKy NAKIo Tov deV YPNCLOTOLEL OTOTEAEGLOTIKY
avTIcOAANYM (oKOpa Kot av 0 avopag Exel vToPANDOEl o€ eKTOUN OTEPUATIKOD TOPOL), KATE TN
dudpketo TG Bepameiog Kot Yo TOVAGYIOTOV 7 NUEPES LETA TIG TPOCWPIVES SIAKOTEG TG dOONG
KoM TV 0p1oTikn dtakont| ¢ Oepaneiog.

- Kotoavoobhv 611 6 mepintmon Tov TPoKLYEL EYKVUOGUVY] 0TI GOVIPOQO Gvdpa acBevoic evoowm
AGpPave Aevoldopion 1 oe LiKpo xpovikd SIGGTNO LETE TN S1KOTH TG AYNE AeVAASOUIdNG,
avTog B, TPETEL VO EVIUEPDGEL OUECHG TO BEPATOVTA 10TPO TOV KO EMICTC GUGTIVETAL 1|
GOVTPOPOG TOL 0oBEVOLE VO TopoTERPOEL GE 1UTPO EIOIKEVUEVO 1) TETEPAEVO OTIS OLOUAPTIES
dtamhaong yia a&loloynon kot kabodynon.

O ocvvtayoypdewv 10Tpdg TPEMEL Vo dlocPaArioet Ta akdAoVO Yio Yuvaikeg o€

AVOTOPAY®YIKT NAKia:

- H ao0eviig cuppopedveton pe Tig tpotmobéaeic tov [poypapparog [pdinynme Eykupoovvng,
cupmepiappavopévng emPePainong 0Tt To £l KOTAVONGEL ETAPKDG.

- H acBevig éxet amodeybel t1g mpoavapepheiceg Tpodmobécels.

AvticOAMnyN

O1 YOVOIKEG GE AVOTOPAYMYIKT NAIKIO TPETEL VO, YPTCUYLOTOLOVV TOVAGYIOTOV IO OTOTELEGILOTIKY
1€B0d0 avTIGOAANYNG Yo TOVAGIoTOV 4 £fdonddeg Tpv T Bepameia, Katd Tn didpKelo TG
Bepameiog Kot Yo TovAdyloTov 4 efdopddeg LeTd ) Oepameia pe AEVAAISOUION, OKOUA Kol GE
TEPIMTMON O10KOTNG TNG 0OONGS, EKTOG €AV 1 0,60V OEGHEVTEL Y10 ATTOAVTN KOl GUVEYT ATTOYN, M
omoia Ba emPefordverar og pnviaia Baocmn. Edv dev ypnoylomotel amoteAesatikn avTicOAANYM,
aoBevng Tpémel va maponeppel 6 KaTAAANAO EKTOOELUEVO ETOYYEALOTIO VYETOG Y10 OYETIKEG
GUUPOVALS, £T61 DOTE VOl EEKIVIGEL 1 AVTICOAA Y.
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Ta akérlovBa pmopovv vo BempnBodv oG TopadelyLoTa KOTAAANA®Y LEBOSOV aVTIGOAANYNG:

- Epgdtevpa

- Evdountpikd cvotnpa (intrauterine system, IUS) anelevBépmonc Aefovopyestpéing

- «AmoOMKM» 0&IKNG Hedpo&umpoyestepdVNG

- ZOATLYYIKT OTEIPOON

- Ye&ovalikn emaen HoOvo pe avopa mov £xel vmoPAnbel o€ ektopn omeppatikod TOpov. H extoun
TOV GTEPLATIKOV TOPOL TPEMEL va. emPePotmbel e VO apvNTIKEG AVAAVGELS GTEPLOTOC.

- Xdamo avaosTodng TG @oppné&iog Tov TEPLEXOVY HOVO TPOYESTEPOV (TT.Y. OEGOYECTPEAN)

AbdY® Tov avénpévou Kivdvvov eAefikng Bpopfoepfoing oe acbeveig pe moAlamAd pvéimpa ot
omoiot Aappdvovv AevaAidopidn oe Bepameio GuVOLAGHOD, Kol o€ HikpoTEPO Pabud oe acbeveic pe
TOAAATAG LVEAMLLOL, LVEAOSVOTAAGTIKG GUVOPOLD KOl AEUPOLLA OO KOTTOPO TOV LovODa TOV
Aappavovv povobepameio pe AeVaAOOUIdN, TO AO TOV GTOUATOS GUVOVUGIEVO, VTIGVAANTITIK
yoma dev cuviotdvtal (PA. eniong mapdypaeo 4.5). Edv pua acBevig ypnoytomotel and tov
GTOLOTOG YOPTYOVLEVT] GUVOVAGLEVT] OVTIGVAAN YT, 1] 0oBEVIC TPEMEL VoL LETATAGTETAL GE Lio, amd
TI¢ amotelespoTIKEG LeBOdovg Tov mapatifevron mopandve. O kivovvog eAePikng Opoufoepfoing
ovveyilel vo voiotatat Yo 4—6 efdouddeg PETE TN SLOKOTN TNG AT TOV GTOUATOS YOPTYOVULEVS
GUVOLAGUEVNG AVTIGVAANYNC. H amotelecpatikdTnTo TOV OVIIGUAANTTIKOV GTEPOEODV EVOEXETOL
va petmbet katd  didpketa tng Bepaneiog pe cvyyopnynon deapebalovne (BA. mapdypago 4.5).

Ta gpeutedpaTo Kot To vOoUNTPIKE cuoTiaTe aneAevdépwong Aefovopyectpéing oxetifovrat pe
avénpévo kivouvo Aolpuwéng Katd tnv TomofETnomn Tovs Kol akavOVIGTY] KOATIKT OLLOPPayicL.
[popuiaxtikn Aym avtifrotikedv Bo tpénet va eEetdletar, edkd oty TepinTmon acevav Le
ovdetepomevia.

Evdopuntpukég cuokevég amerevfEpmaong oAKoD YEVIKA dEV GUVIGTAOVTOL AGY® TOL EVOEYOLEVOL
KwdOvou AoIH®ENG KOTA TNV TOTOBETNGT TOVG KOl KATAUNVIOG AITMAELNG OU[LOTOG, 1 OTToiol LImopel

va PAdyel acbeveig e ovdetepomevia 1| Opopfomevia.

Teot eykupocvVNG

ZOUQ®VO LLE TNV TOTIKN 10TPIKT TPAKTIKT, TPETEL VOL TPOYLOTOTOLOVVTOL VIO 1TPIKT EMIPAEYN
TEOT EYKLHOOLVNG e eEAdyotn evaoOnaio 25 mIU/ml yia yuvaikeg oe avamapaywyikn niwia,
OTMG OVAPEPETAL TAPAKAT®. AVTN 1) AT O CLUTEPIAAUPAVEL YOVOIKES GE AVOTOPOYWYIKN
nMkia ot ooieg epappolovv amdivTn Kot cuvey| omoyn. [davikd, To TE6T £yKLHOoHVNG, M
cuvtayoypaenon Kot 1 yopnynon Ba npénetl va mpaypatorombodv v idta nuépa. H yopiynon
NG AEVOASOUIONG G YOVAIKEG GE avomapay®yIKn NAtkio Oo mpénel va yivetat viog 7 nUepmv
OO TN GLVTAYOYPAPTON.

Lpw v évapln e Ospareioc

Otav cvvtayoypoeeitol 1 Aevaidopion, Oo tpénet va TpoyLOTOTOIEITAL £VA TEGT EYKVUOGHVNG VIO
TPtk enifreyn Kotd n S1dpKelo TG EVNUEPMONG, | OTO JACTNUC TV 3 NUEPDV TPV TNV
EMICKEYT) GTOV GLVTIOYOYPAPOVTO 1UTPO, EPOGOV 1) AGOEVIG EYEL YPNCILOTOUGEL ATOTEAEGLATIKN
AvTIGVAANYN Yo ToLAGyLoToV 4 efdopadec. To teot mpémel va emPBePoarmverl 6T 1 asBevic dev elvan
€ykvog otav apyilel tn Bepaneio pe Aevaldopion.

Hoparxorodbnon kor olokApwarn e Gepameioc

"Eva teot gykopocdvig vrd watpikn| enipreyn mpénet va, emavoropfavetal TovAdyiotov kdbe 4
eBdouddec, cvpmeprhappavoprévav Tovddyiotov 4 fSopddwv peTd v odokAnpman ¢ Bepomeiog
EKTOC OTNV TEPInTOOT EMPEPAIOUEVNC COATLYYIKNG OTEIPMONC. AVTA TO TEGT EYKVUOGVVNG TPEMEL VO,
TPOYUOTOTOLOVVTOL KOTA TNV NUEPA TNG EXICKEYNS GLUVTAYOYPAPNONG 1| EVIOC 3 NUEPDV TPV OO THV
EMIOKEYT] GTOV GLVTAYOYpPAPOVTa 10TPO.

EmunpdcOetec mpo@uAdéeic

Ot aoBeveic mpEmeL va EVIEPDOVOVTAL VAL L] S1VOLV TTOTE OWTO TO PUPLOKEVTIKO TPOIOV G GAAOVG
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KoL v EMOTPEPOLY TUXOV U1 YPNOLOTOUMUEVE, KOWAKLO GTOV (OPLOKOTOLO TOVG GTO TEAOG TNG
Oepomeiog Yo 0oQoA amdppLy).

Ot acBevelg dev mpémel va 0GOLV aipa 1 oTEPUO KoTd TN didpkela Tng Oepoameiog
(ovumeprhapPavoévey Kot TV S10eTNHAT®V TPOGSMPIVIAG KOG TG dOOMC) 1 Y1
TOVAGYLOTOV 7 MUEPES LETA T1) SLOKOTN TNG AEVOAOOUIONG.

O emayyehpatieg vyeiog Kot Ta dropa Tov epoviifovv acbeveig Oa mpémel va popodv yavtia piog
¥pNoEmc OTav yewpilovion TNV KOYEAN 1 To Koydkto. Ot yovaikeg mov givorl £ykveg 1 mihavorloyovv
OTL pmopet va ival £ykveg dev mpémet va, xewpilovtot v KuyEAN 1 To Koydxio (PA. mapdypapo
6.6).

Exnoideutikd vAKd, TEPLOPIGUOL GLVTAYOYPEENCNC KO YOPNYNONE

Ipokeyévou va fondnoetl toug acheveis va amopvyovv Ty ékbeomn epuPpOwv otn Aevodopion, o
KGT0Y0G TG GOEL0C KVKAOPOPIOG Bo ToPAGYEL EKTALOEVTIKO DAKO GTOVG EMOYYEALATIEC VYEING,
TPOKELLUEVOL VO TOVIGEL TIG TPOELOOTOUGEIS GYETIKA LLE TOV OVOLLEVOUEVO KIVOUVO TEPATOYOVOL
dpaong e Aevaldopiong, va tpocpipel GUUPBOVAEC GYETIKA LE TNV AVTICOAANYN TPV TNV Evapén
¢ Oepameiog Kot vo TopEyel KoHodNyNon oYETIKA LE TNV avAYKN Yo TECT €yKLpHoovvng. O
GUVTAYOYPAP®V 1TPOG TPETEL VOL EVILEPADVEL TOVG AVOPES Kal TIG Yuvaikeg acOevelg oyxeTikd e Tov
OVOLUEVOHEVO KivOUVO TEPATOYOVOL dPAGTG KO TO AVOTNPA LETPO, TPOANYTG EYKVUOGVVNG, O
kaBopilovrar oto [poypappa IpdoAnyng Eykvpocsivng, ko va mapéyel otoug achevelg ta
KATAAANAO EKTOUOEVTIKG GLUAAGSLA Y1t TOV acBevn, TNV KapTo ac0evols Kaun 16050Uvao HEGO,
COLPOVA LE TO EPapUolOpEVO €BVIKO oot KAPTOG 0cBevois. Xe cuvepyaoia e TNV Kabe
EBvum Appodia Apyn €xel viomomBel Eva eBvikd eleyydpevo cvotno dtavouns. To eheyyouevo
GUGTI O SLOVOUNG TEPTAOUBAVEL TN YPNON HoG KAPTOS aoBevong kal/f VO 16000VAIOL LEGOL Yid
GULVTOYOYPAPNOT] KOUN Yo EAEYYOVG YOPTYNONG, KO TI] CUAAOYT AETTOUEPADV GTOLYEIDV GYETIKA e
NV €voelgn, TPOKEWEVOL Vo Tapakolovdeital 6teva 1 eKTOC EVOEiEE@V YpNoM EVTOG TG YDPOC.
[davikd, TO TECT EYKLHOGVVIG, 1] GLVTOYOYPAPNON Ko 1 Yopnynon Ha wpémnel va
npoypoatoromBody v id1a nuépa. H yoprynon e Aevoldopidng 6€ YOVOIKEG GE aVOTOPOyMYIKT|
NAkio Oo Tpémet va yiveTon evidc 7 nUep@V amd T GLVTAYOYPAPNOT] Kot LETE omd Eva apviTIKO
TEGT EYKVUOGVVTG VIO WTPIKY| ENiPAeym. H cuvtayoypdoenon yio Yovoikeg G€ avamapoymyikn
nAkio pmopei va €xel péyrom didpketa Oepameiog 4 eOOUAdDY GOUPOVA LE TO EYKEKPLULEVAL
docoroykd oynpata tv evoeiEemv (PA. mapdypago 4.2) Kot 01 GUVTAYOYPAPTOELS Y10 OAOVS TOLG
dAovg aoBeveic pmopet va £xovv péyiotn didpkela Oepomeiog 12 fdopddwv.

Allec e101KEC TPOELOOTOAGELC KAl TPOPUAGEELC KOTA TN YpAoN

Eugpayua tov pooxapdiov

Epgpaypa tov pookapdiov €yetl avapepbei og acbeveig mov Aapfdvouy Aevotdopion, 1d1a1tépwg
o€ eKelvoug e YveoToOs TapdyovTeg KivdOvou Kol VTG TV Tpotv 12 pnvav dtav
ypNoyomoteitol oe cuvdVacHO pe de&apebalovn. Ot acheveic pe YvowoTobg Tapayovies Kivovvoy —
ocopneprrapfovopévng mponyovuevng Opoupwong — Ba Tpémet vo mopakorovBovvtar 6TevE Kot Oa
TPEMEL va. ANEOOVV PETPA Y1 TNV TPOSTADELD EAAYIGTOTOINONEC OADV TOV TOPAYOVI®V KIVODVOU
7oV dVVAVTOL VoL TPOTOTOM OOV (.. KATVIGUA, VTEPTACT] KOL VITEPAITIOOLLICL).

Diefirca kou optnpiraxa Gpoufosufolixd coufova

e aobeveic e TOAMATAO puEA®LLL, 0 GUVOLACUOC Asvaiidouidng pe de&apebaldvn oyetiCeton pe
avénuévo kivouvo erefikng Opoppoeuforng (kuping v T Padel prefikng Opoupwong Kot
TVELLOVIKNG ELPOANG). O kivduvog eAefikng BpopPoepfoing mopatpnnke o ikpotepo Padud
LE TO GLVIVOOUO TNG AEVOMSOUIONG e HEAPaAGVT Ko TpedviLOVT.

e aoleveic e TOAMATAO PUEAWDLLL, LVELOSVOTAAGTIKA GUVOPOLLOL KO AEUPMLLO OO KOTTOPO
TOV povdva, 1 povobeparmeia e AevoAdopion oyetioTnKe pe YaunAdTepo Kivouvo QAEPIKNG
Opoppoepporng (kupimg ev Tm Pdbet pAePikne Opdupwong kot TvevpoviKng eLPorng) and 0,1t
o€ 0o0eveic pe moALATAG LLEA® TTOV AapPdvovy Aevolidopion og Bepaneio cuVOVAGHOD
(BA. mapaypdpovg 4.5 ko 4.8).



Y acbBevelg pe ToALOTAS puéhmpa, 0 cuVOLAGLOG Aevaidopiong pe degapefalovn oyetileton pe
avénpévo kivovvo aptmpilakig Opoppoepfoing (kvuping Epepaypo Tov pvokapdiov Kot
OYYEL0EYKEPOAKO EMELGOS10) Kot TapotnpnOnke oe pikpotepo Pabud e tn AevaAidopidn oe
oLVOVACHO pE HEAPOAGVT Kat TpedviLOovN. O kivdvvog aptnplaxnig Bpopfospufoing eivat
YOUNAOTEPOC o€ 0.60eveic e TOAAOTAG puémpa Tov AapPavouv povobepameia e Aevaiidopion
amo 0,TL o€ acbevelg pe moALamAd puéhopa Tov Aappdvovy Aevaldopion oe Bepameio
oLVOLAGOD.

Katd cvvénetn, ot acBeveic pe yvwotobg mapdyovieg Kvduvou yio Bpopfoepfoin —
ocvpmeptAappavouévng Tponyovuevng Opoupwong — Bo mpénel va mapakorovbovvtat 6tevd. Oa
TPENEL VoL ANPOOVV PETPO Yo TNV TPOooTadeilo eEAay10TOTOINOG OAMV TOV TAPUYOVI®V KIVOUVOL
7OV SVVAVTOL VA TPOTOTOM B0V (.Y, KATVIGHA, VIEPTOOT) Kot vIepAmidatpia). Tavtoypovn
YOPNYNOT £PLOPOTOMNTIKAOV TOPAYOVI®V 1| TPOTYOLLEVO 16TOPIKO Bpopfoepforiik®dy cupupdvtwv
umopet eniong va avénoet Tov kivouvo BpopuPwong 6Tovg cuyKeKPIUEVOVG aobevels. Zuvenmc,
gpvbpomomtikoi Tapdyovteg 1 GAAOL TapayovTEG Ol 0moiotl UTOPEl VoL VERGOVV TOV KiVOUVo
Opoupwonc, 6Tmg Bepomeion OPUOVIKNG VTTOKATAGTAOTG, B0l TPETEL VO YPNGLOTOLOVVTOL LE
TPOGoyN o€ 0oBeVEIC e TOAATAO HUEA®ULA TTOL Aopfavouy Aevolidopion pe deEapedalovn.
2uykévrpoon apooceporpiving ave tov 12 g/dl Ba mpénet va 0dnynoel og dokomn TG YopNYNons
TOV £pVOPOTOMNTIKOV TAPAYOVI®V.

2uVIeTdTol 6TOVG 0GOEVEIG Kol TOVG 1TpOVG VA, BPioKOVTIOL GE YPIYOPON YO TV OVOYVMPLOT
onueiov Kot copntopdtov Opoppoerforns. Ao mpénet va yivetal cHGTACT 6TOVG acbeveis va
{nrovv 1atpkn Pondela edv eppovicovy cupTTOUATO OTwS dHoTVola, BrpaKikd GAyos Kot oldna
TOV AV 1 KT dkpov. O TPETEL VO GUVIGTATAL 1] P10 TPOPLACKTIKMV AVTIOPOUPOTIKMV
(QOPLOKEVTIKOV TPOIOVTOV €01KE 68 0o0eVEIS e emumpoceTong Tapdyovtes Kivovvov Opopupwong.
H andéeaon yia ) Ay avtifpoufotik®@v Tpo@uAlokTikdy pétpmv Oa mpénel vo Aappdvetal HeTd
0O TPOGEKTIKN A&LOAOYNOT TOV VIOKEIIUEVOV TOPAYOVTOV KIVOUVOL TOL KABE asOevoNg.

Av o0 aoBevic epoavicetl onotadnmote Bpopfoeporikd coppdvra, n Oepaneio Ba Tpénel va
dwaorel kat Oa Tpémet va Eekivioel cuvnOng avtimnktikn aymyn. Otav o acbevic otabepomom el
OTNV OVTITNKTIKN Oy®YR KOl AVTILETOTIGTOVV 01 TVYOV EMMAOKEC Tov Opopfoepforikon
ovppavtoc, pmopel va Eekvnoet Eava 1 Oepamneio e AevaAldopidn oty apyikn 066n aviroya Le
NV eKTiUNoN 0QEAOVC- Kivdvvov. O acbevig Oa TPETEL VO GUVEXIGEL TNV OVTITINKTIKN ay®yn KoTd
) Sudpketla TG Bepameing pe Aevaldopion.

Ilvevpovikn vrépraoy

"Exovv avapephel TepumtdoEIC TVELLOVIKNAG DITEPTACNGS, OPIGUEVES Bavatneopeg, e acbeveig mov
éapav Oeparneio pe Aevaldopion. Ot acbeveic mpémet vo a&loAoyodvral yio onpeio Kot
CUUTTAOUATO VTOKEIEVNC KAPOIOTVEVLOVIKNG VOGOL TPV otd TNV Evapén Kot Katd tn didpketo
¢ Oepaneiog pe AevaAidopion.

Ovdetepomevia ka1 Opoufomevio,

YT1G KOPLEG OOGOMEPIOPIOTIKES TOEIKOTNTEG TNG AEVOAOOUIONG cupmEPAOUPAvoVTaL T
ovdetepomevia Kot 1 Opopporevia. ITANpeg apodidypappio, copreptropnpovopuéveoy Tov aplfon
KOl TOV TOTTOV TV AEVKOKLTTAP®V TOV O{[LOTOG, TOV 0PlOL0D TV ULLOTETAM®Y, TNG ALLOCPALPivIG
KOl TOV apatokpitn Oa Tpémetl va devepyeital katd Ty eniokeyn ovapopds, kaOe efdopdada yio
TIC TPMTEG 8 EPfdopades Oepameing pe Aevaidouidn kot o€ unviaio Bdon epeéng, yo v
TOPAKOAOVONON Yo KuTTOpOTEViES. e acheveig e AEUPOA 0O KOTTOPO TOV LoV, TO YN0
mapokolovdnong Ba pémel va mpaypatomoleitol kKabe 2 efdopadec 6ToVg KOKAOLS 3 Ko 4, Kot
Katdmy katd v Evapén kabe kokhov. e acbeveic pe o{ddeg Aéppmpa, To oy
TapakoAovdnong o mpénel va mpaypotonotleitat Kabe efdopdda yio Tig TpdTeG 3 fdOAdEG TOV
KOKAoL 1 (28 Nuépeg), kabe 2 BSopddes KaTd TN ddpKeELn TOV KOKAWV 2 £0¢ 4 Kol KOTOTY KoTd
v évapén kabe koxkhov. Evdéyetal va amotteital mpocwpvi dtakon| Kaun peiowon tng 66omg (BA.
Tapaypopo 4.2).

Ye TePInT®ON 0VOETEPOTEVING, 0 10TPOG Ba TPEMEL VoL EEETAGEL TO EVIEYOUEVO YPNONG AVENTIKDV
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mapoyodviov ot Bepaneio Tov acBevoic. Oa Tpémel va yivetol cVGTACT 6TOVG AGHEVEIG VoL
AVOPEPOVY AUEGO TVYOV EUTVPETOL ETELGOICL.

ZuvioTdTol 6ToVG AcHEVEIS Kot TOVG 10TpOvG Vo PPicKOVTOL GE EYPIYOPST] YO TV OVOLyVAPLoN
ONUEIDV KOl GUUTTOUATOV ALILOPPAYIOS, COUTEPIAAUPOVOUEVOV TETEYEIDV Kol EXICTOENC,

Wuwitepa og acbeveic Tov AapPavouy ToVTOYPOVE PAPUAKEVTIKG TPOTdvTa evaicnTa otV
npoxAnon apoppayiag (BA. mapdypaeo 4.8, Ayoppaytkés dSotapayLs).

H ovyyopriynon Aevolidopiong pe GALOVG LLELOKATOOTOATIKOVS TTapdyovteg Ba mpEmel va yiveTal e
TPOGOYN.

Neodwyvwchév morlamAid puélopa: acbeveig mov éyovv vrofindei oe ASCT karAaufdvovv
Oepaneio pe Aevaidopidn cvvinpnong

Y1ig avemBounteg evépyeteg and ™ pekétn CALGB 100104 copmepiropfavoviay cupfavto tov
avaeépOnioay petd amd yopnynon vyning doons perpordvng kor ASCT (HDM/ASCT), xaBmg kot
ouppdavta and v mepiodo Bepomeiog cuvtipnone. Mia debtepn avdAvon TavTonoince cuuPava
OV TOPOVGIACTNKOV HETA TNV Evapén g Bepaneing cuvinpnong. Zmn pedét [IFM 2005-02, ot
avemBOUNTEG EVEPYELEG TPOEKLY OV LOVO 0Ttd TNV TEPindo Depameing cuvINpPNoNG.

2uvoAkd, ovdetepomevia Babpot 4 mapatnpndnke e vyniotepn cuyvotnTa oTo oKEAN
AEVOAMBOUIONG GLUVTIPNONG GE GVYKPLOT LE TO. GKEAN GUVINPNOTNG LE EIKOVIKO QpAPLOKO OTIG 2
peAéteg aEloAdynong g Aevoidopiong cvvinpnong o acbeveic pe NAIIM mov £yovv vtoPAnOet
oe ASCT (32,1% €vavtt 26,7% [16,1% évavtt 1,8% petd v évapén g Bepaneiog cuvimpnong]
ot perétn CALGB 100104 xon 16,4% évavt 0,7% ot pehétn IFM 2005-02, avtictoya).
AvemBOOUNTEG EVEPYELEC OVOETEPOTEVIOG OPEINOUEVEG GTT Depameio TOV 001 YNOAV GE BLOKOTT| TNG
Aevaidouidng avaeépbnkay oto 2,2% tov acbevav ot pedétn CALGB 100104 kot 10 2,4% tov
acBevov ot pedétn IFM 2005-02, avtictorya. Epumdpetn ovdetepomevia Babpov 4 avaeépbnke og
TOPOLOIEG GUYVOTNTES GTO OKEAT AEVOAOOIONG CUVTIPTONG GE GUYKPIOT LE TO OKEAN
GUVTHPNONG LE EIKOVIKO QapLoKo o€ appdtepes Tig perétes (0,4% Evavt 0,5% [0,4% évavtt 0,5%
petd v évapén g Beponeiog cuvinpnong] ot peiétn CALGB 100104 kot 0,3% évavtt 0% ot
perétn IFM 2005-02, avtiotoyya). Oa npémnel va yivetoar c0UoTaoT 6Tovg acheveis va avagépovy
GpEes O, TVYOV EUTVPETO, ETEICON Ko EVOEYETAL VO. amaltnBel Tpocmpvi dlakonr g Oepameiog
Ko peimon g doong (PA. mapdypopo 4.2).

Opoppomevio Babpov 3 1 4 mapatnpnibnke og vymAdtepn cuyvoOTTa 6TO GKEAN AEVOAISOUIONG
GLVTIPNONG GE GUYKPION LE TO OKEAT GLVINPNOTG LE EKOVIKO QAPLOKO 08 LEAETES 0ELOAGYNONG
g Aevaidopidng cvvtnpnong oe acbeveic pe NAIIM mov £xovv voPfinbei oe ASCT (37,5%
évavtt 30,3% [17,9% évavt 4,1% petd v évapén g Bepaneiog cuvtipnong] otn pnelém
CALGB 100104 ko 13,0% évavtt 2,9% ot perétn IFM 2005-02, avtiototya). ZuovioTaTol GTOVG
ac0eveic Kot TOVG 1TPOVG Vo PPicKOVTOL GE EYPIYOPST] Y10 TV OVOYVAPLoT) CNUEIDV Ko
GUUTTOUATOV OLOPPOYInS, CUUTEPIAALPBOVOUEVOV TETEXELOV Kol EMGTAEEWV, WO10H{TEPA OE
acBeveic Tov AapBavouy TaVTdYPOVA PAPLOKEVTIKA TPOIOVTO TOL THAVMOG VO TPOKAAEGOLV
aipoppayia (BA. Tapdypapo 4.8, Alpoppayikég Sotapayc).

Neodwryvmcebév modhomAd pvéhmpa: acbeveic mov dev elvor KATAAANAOL Y10 UETAUOGYEVOT) KO
nov AapfBavovy Bepameio pe Aevaiidouidn oe cuvovacud pe Boptelopiunn kot de&apuebalovn
Ovdeteponevia Babuov 4 mapatnpnibnke oe yapunAdtepn cuyvotnNTo 6T0 GKEAOG AEVAAIOOUIONG
o€ ouvovaoud pe Popteopipnn ko deEapebalovn (RVd) oe olhykpion e T0 GLYKPLTIKO GKEAOG
Rd (2,7% évavti 5,9%) ot perétn SWOG S0777. Epumdpen ovdeteponevia Babpod 4
avapépinie og TopdLoleg cLyvoTNTES 6T0 okélog RVd ko 1o oxéhog Rd (0,0% évavt 0,4%).
Qo Tpénel va YiveTal GUGTOOT OTOVG OGHEVEIG VO AVOPEPOVY AUECH TUYOV EUTVPETO ENELCOSIOL.
Evdéyeton va amontnBei mpocwpivi drakonn g Bepameiag kovn peiowon g 66ong (PA.
Topaypapo 4.2).

Opoppomevia Babpov 3 1 4 mapatnpnbnke og vymidtepn cvyvotnta oto okérlog RVd og cvykpion
pe 1o cvykpitikd okérog Rd (17,2% évavtt 9,4%).

Neodwayvwcév morlarAd puélopa: acdeveic mov dev gival KATAAANAOL Y10 UETAUOGYEVCT KOl
mov AauBdvovy Oepaneio pe Asvaitdouidn o cuvdvaoud e dekaucbalovn
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Ovdeteponevia Babpov 4 mapatnpndnke oto okérn g Aevaldopiong oe cuvovacud pe
de&apebalovn oe pikpotepo PBabud and 6,11 oto cvykpitkd okélog (8,5% oe Rd [cuveyn Oeponeiol]
kot RdA18 [Bepaneio yio 18 koxhovg didpketlog 4 efdopddwv] og oOykpion pe 15% oto oxéhog
peApardvng/mpedvilovne/Baridopiong, PA. mapdypao 4.8). Enelc0d10 umdpetng ovdetepomeviog
BaBpot 4 frav cdppwva pe 1o suykpttikd okérog (0,6% oe Rd kot Rd18 acBevav vnd Bepancio
pe Aevaardopidn/deEapuedalovn oe ovykpion pe 0,7% oto oxélog
perpardvng/mpedviiovne/Boidopiong, PA. mapdypapo 4.8).

OpouPonevia Babpov 3 1 4 mopoatnprnke oe pikpotepo Pabud ota okéAn Rd ko Rd18 oo 6,11
670 GLYKPITIKO okéAoG (8,1% évavtt 11,1%, avtictoyw).

Neodioyvwshév morromid poédmpo: acbeveig mov dev givar KatdAANAOL Yo HETOUOTYEVOT) Kot
o AapuBdvovv Bepaneio pe Aevardouidn o cuvovacud pepehoaidvn Kot tpedvilovn

O cLVdVUGUOG AEVOMOOUIONG He LEAPAAGVT Kot TPEOVILOVN 0 KAVIKEG dOKIUEG aiGBevaV e
veodloyvmac0Ev ToAAaTAS PLuEA®pO oxeTieTaL e VYNAOTEPT] GLYVOTNTO ELPAVIONG
ovdeteponeviog Babpov 4 (34,1% oto okéLOC LEAQUAAVIG, TPEGVILOVIG KOl AEVOALSOUIONG
akolovBolpeves amd Aevoldopion [MPR+R] kot pedpordvn, Tpedviovn Kot Aevoidopion
axolovBolpeves amd acbeveic oe gikovikd pdpuako [MPR+p] oe ohykpion pe 7,8% oe acBevelg
vrd Bepamneio pe MPp+p, PA. mapdypago 4.8). Eneic6dia eumdpetng ovdeteponeviog Babpot 4
mapatnpndnkav onavia (1,7% oe acBeveic vnd Beponeio pe MPR+R/MPR+p cg clhykpion e
0,0% o¢ acBeveic vid Oepomeio pe MPp+p, PA. mapdypago 4.8).

O cvvdvacpdg Aevaldopiong pe peh@oidvn Kot Tpedvilovn o€ aobeveig pe moAAaTAd
poéhopa oyetileton pe vynAdtepn ovyvotnta pedvions Opopporevioc Babpod 3 ko
Babpot 4 (40,4% oe acBeveic vd Oepaneio pe MPR+R/MPR+p o€ o0ykpion pe 13,7% oe
aocBeveic vo Bepaneio pe MPp+p, BA. Tapdypago 4.8).

HoAMomAd poédmpoa: acbeveig pe TovAdyioTov pio Tponyovuevn Bepaneio

O cvvdvaopog Aevardopiong pe deCapedalovn oe aobeveic e moAlamAd puéhopa 1
TOVAGIoTOV i Tponyobuevn Bepomeio oyetileton pe vYNAGTEPN CLYVOTNTA EUPAVIONS
ovdeteponeviag Babpov 4 (5,1% oe acBeveig vid Bepameia pe Aevoidopion/de&opebalovn oe
obvykpilon pe 0,6% oe acbeveig Vo Bepomeio pe ewoviko eappoko/de&apnedalovn, PA. Tapdypapo
4.8). Eneio6d10 epmpetng ovdetepomeviag Babpov 4 mapatnpnbnkav ondvia (0,6% oe acbeveic
v1d Bepameia pe Aevotdouion/de&opuebalovn oe odykpion pe 0,0% oe acbeveic vd Bepaneio pe
gioviko pappoaxo/degapebaldvn, PA. Topdypapo 4.8).

O cvvdvaopog Aevoidopiong pe deopebalovn oe aobeveic pe ToAATAO puédopa oyetileTon pe
VYNAOTEPT GLYVOTNTO EREAvVIon Bpopfomteviag Babupov 3 kot Babpov 4 (9,9% won 1,4%
avtiotoiymg o€ aobeveic Vo Bepameio pe Aevaldopion/deopebalovn oe chykpion pe 2,3% kot
0,0% o¢ acBeveig vrd Bepameia pe ekovikd eapparo/degopnefalovn, PA. Tapdypapo 4.8).

MuehodvonAacTikd chHvopoo,

H Bepomeio pe Aevaldopion o acbeveig pe poehodvomiaotikd cOvopoua oyetiletol pe
VYNAOTEPT] GLYVOTNTO EPEAVIOT|G ovdeTepomeviag Kot Opopfomeviag Babuov 3 kot 4 o cuykpion
pe acBeveic vod Bepaneio pe eucovikd eappako (BA. Tapdypapo 4.8).

Aépoopo and KotTepe ToL povova

H Oepomeio pe Aevaldopion o acbeveig pe Apoopa omd KOTTopo ToL pavodo oyetileton pe
VYNAOTEPT] GLYVOTNTO EPEAVIOT|G ovdeTepomeviag Babpov 3 kot 4 og cOykpion pe Tovg acbeveic
010 ok€Aog eEAEyyov (BA. Topdypapo 4.8).

Olmdeg AMéuopouo

O cvvdvaopog Aevoldopiong pe prrtovéypaunn og acbeveic pe o{mdec Aéppmpo oyetiletan pe
VYNAOTEPT] GLYVOTNTO ELEAVIOT|G ovdeteporteviag BaBov 3 1 4 oe oOykpion pe acbeveig oto
OKELOG EIKOVIKOV papudkov/prrovéyaumne. H eumdpetn ovdetepomevia kai 1 Opopfomrevia
BaBpot 3 1 4 mapatnpnniay wo cuyva 6to 6KEAOG Aevaridopuidng/prrovépdpmng (BA.
mopaypago 4.8).
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Arazopayéc tov Bopeogidodc

"Exovv avagepbel mepimtdoeic vwobvpeoediood Kot TEPTTOGELG LIEPBLPEOEIOIGHOD. ZVVIoTATOL
BéLTIoTOC £AEYYXOG GLVVOCT|PDOV KATOOGTAGEWY TOV ENNPEAovV TN Artovpyia Tov Bupeoedoie mTpv
amo v Evapén g Bepameiog. ZuvioTdTon apyiKy Kot cuveylopevn TopoKolovdnomn g
Aettovpyiog Tov Bupeoeldong.

Ieprpepixn vevpomabeio,

H Aevoldopidon oyetileton dopkd pe tn Baidopion, n omoia ival yvwotod 01t Tpokaiel GoPapn
TePLPEPIKN vevpomdOeta. Agv vinpEe avENON OTNY TEPLPEPIKT VEVPOTADELD TTOL TOPATPNONKE LE TN
AeVOAMOOUIdT o€ cuvdvacud pe degapebalovn M peleaidvn kot tpedvilovn N povobepameio e
AevOAOOUION 1 LLE TN HOKPOYPOVID ¥P1OT) TNG AeVOAdOpIdNG Yo T Bepaneio Tov veodiayvwoBévtog
TOAOATAOD HVEADUATOC,

O cvvdvao o Aevardopidng pe evoopAéPia foptelopipnn kot de&apebalovn os acbeveig pe
TOALOTTAO puéAmpa oxetileton pe VYNAOTEPN LY VOTNTA TEPLPEPIKNG Vevportabetoc. H
oLYVOTNTA NTOV YoUNAOTEPT OTOY 1 Poptelopipnmn xopnynonke vroddpia. o Tpodcheteg
TAnpoopies, PA. mapdypoeo 4.8 o v IIXII yio T Poptelopipmn.

Avtidpaon avolwripwons oykov kar gbvopouo ADone 6ykov

AgdopEVOL OTL 1] AEVOALOOUION €YEL OVTI-VEOTANGLOTIKTY dpdAom, Etvat SuvaToOV Vo ELEOVIGTOVV Ol
EMTAOKEG TOV GUVOPOLOL Avong oykov (TLS). "Exyovv avaeepbei mepintdoeic TLS kot avtidpaon
avalomopwong dykov (TFR), copmepiiapfovopévev Bavatmedpwv tepiotatik®y (BA. mopdypapo
4.8). Kivovvo yuo TLS kot TFR dwarpéyovv acbeveic pe vynid goptio dyKov mtpv omd T
Oepomeia. Oa mpémel va divetar Tpocoyr 6tav ovtoi ot acheveig Eekivodv Bepomeia e
Aevoldouidn. Ot cvykekpipévol acbeveic B mpémet vo mopakoAlovBovvtal 6TeEVE, E101KA KATA T
SLIPKELDL TOV TTPAOTOV KVKAOL 1) TNG KAMUAK®OONG TNG OGNS, Kot v AUUBAVOVTOL Ol KATAAATNAES
TPOPUVAGEELG.

Aéuoopo ord KOTTOpO TOL Lavdva

Yuviotdrtol TpocseKTIK Tapoakolovdnon katl aoldynon ywo. TFR. Ot acBeveig pe vynid Aebvn
[poyvootikd Agiktn yio Aéppopo omd kottapo Tov pavdva (Mantle cell lymphoma International
Prognostic Index, MIPI) xotd ™ didyvoon 1 oykaddn vécso (tovddyiotov pia BAGPN mov etvon > 7
cm o1 PeyaADTEPT SIAUETPO) KOTA TNV EVapsn, eviéyeTor va dtatpgyovv kivovuvo yuo TFR. H
avtidpacn avalmmopwong 6yKov uropel vo el eEEMEn g vocsov (PD). Acbeveic otig
peiéteg MCL-002 xor MCL-001 mov gpodvicav TFR BaBpov 1 kot 2 éhafav Bepameio pe
KOPTIKOOTEPOEWN, MEAD KOUT VOPKOTIKA OVOAAYTTIKA Y10l T1 S10YEIPIOT TOV CUUTTOUATOV TNG
TFR. H anépaon oxetikd pe t Aqyn Bepamevtikov pétpov yio. TFR Ba tpénel va yiveron petd
OO TPOCEKTIKN KAVIKTY 0EloAdynon Tov Kabe acbevi| Eexympiotd (BA. mapaypdpovg 4.2 kot 4.8).

OLldoec Aépoopa

YuVIoTATOL TPOOEKTIKN TapakolovOnomn kat a&lordynon yio TFR. H avalomopwon oyikov pmopet
va et PD. AcBeveic mov eppdvicav TFR BaBpov 1 kon 2 éhafov Bepamneio pe
KOPTIKOOTEPOEWT, MEAD KU1 VOPKOTIKE OVOAYNTIKA Y10l TN S10YEIPIOT) TOV CUUTTOUATOV TNG
TFR. H anégaon oyetikd pe t Afqyn Oepamevtikdv pétpov yio TFR Oa npémnetl va yiveton petd
omd TPOGEKTIKN KAVIKY a&loldynon tov kdbe acbevn Eexwpiotd (BA. Tapaypdeovg 4.2 kot 4.8).

2uviotdrtol TpocseKTIKY Tapoakolovdnon kai atoloynon v TLS. Ot acBeveic Oa mpénet va eivon
KoAG evudaT®UEVOL Kot va Aapfdvouy Tpouiaktikny aymyn Yo to TLS, kabde kot va
vrofairovial Kabe efdopdda o€ Proynpikd ELeYY0 kAT T SLEPKELN TOV TPAOTOL KOKAOL 1 LE
LEYOAVTEPX YPOVIKA LEGOOAGTHLATA, OTWS EVOEikvLTOL KAVIKG (BA. Tapaypdeovg 4.2 Kot 4.8).

Doptio oyKov

Aépoopa ond kdTTopa Tov pavdva

H Aevaiidopion dev cvviotdrot yio ) Oepaneio acbevav e vynio eoptio 6ykov €dv givat
Slobéo1eg EVOALOKTIKEG emAOYEC Oepameiag.
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Ilpowpog Bdvarog

> Melém MCL-002 vipé&e cuvolkd o epeovig avénon otovg Tpdmpovg (eviog 20
eBdouddwv) Bavatove. Acbeveic e vymAd Poptio YKoV KT TNV Evapén dlatpéyovv avénuévo
Kivouvo mpdwpov Bavatov, vmpEav 16/81 (20%) mpdwpot Bévatol 610 oKEAOG TG AEVOAOOUIONG
Kot 2/28 (7%) mpompot Bévatol 610 okéEA0G eAEYYoL. Evtog 52 efdonddmv ta avtictoyo peyetn
nrav 32/81 (40%) kon 6/28 (21%) (BA. mapdypago 5.1).

Avem@dunreg evépyeieg

¥t Melémn MCL-002, katd ™ duipketa Tov kdkAov Bepanciog 1, 11/81 (14%) aobeveig pe
VYNAO eoptio dykov amocvpdnkay arnd T Bepomeio 6To 6KELOG TNG Aevatdopiong évavtt 1/28
(4%) oV opdda eréyyov. O khplog Adyos Yo T dakonn| g Bepaneiog oe achevei e LYNAO
@opTio GYKOov KaTd TN d1dpKeLn TOL KOKAOV Bepameiog 1 6to okélog TG AevaAldopiong nrav ot
avemBounteg evépyeteg, 7/11 (64%).

Q¢ ek ToUTOV, 0obeveic pe VYNAG PopTio GyKoL Ba TpéneL va TapaKoAovBoHVTUL OTEVA Y1
avemBountec evépyeieg (PA. mopdypapo 4.8) copmeptAapfavoprévey Tov onueiov avtidopaong
avalondpoong 6ykov (TFR). [Mapakaieicde vo avotpééete oty mapdypago 4.2 yio TpoGopLOYES
g 66omg Yo TFR.

To vymAo poptio OyKov opiotnke MG ToLVAd)IoTOV Lo BAGPN oL glvan > 5 cm og ddpeTpo 1 3
PAGBeg mov eivor > 3 cm.

Alepyikéc avtidpdoeic kou coPapéc dspuatikéC avTidpaoelc

"Exovv avapepbel mepntdoelg aALepYIK®OV ovTIOPAGE®V, GUUTEPIAAUPAVOLEV®VY 0y YELOOIONLLATOG,
OVOPLAOKTIKNG ovVTIOPAOTG Kl GOPOPOV SEPLATIKOV AVTIOPAGE®DY, GUUTEPIAULBAVOUEVOV TMV
SJS, TEN xou DRESS, o€ ac0gveic mov éhaPav Oepomeio pe Aevaridopion (PA. mapdypogo 4.8). Ot
aoBeveic Ba Tpémet va, eviplepdVOVTOL Y10 TO. GIILED KO TOL GUUTTMOUOTO CUTAOV TOV OVTIOPACEDY
oo aVTOVE TOV TOVG GLVTIOYOYPOPOVV TO PAPLAKO Kot Oa Tpémel va Aopufavouy odnyieg vo
avalntobv dueoa wTpikn fondela og TepiTT®ON TOL EKONAMGOLY QVTA To GLPTTOMOTO. H
Oepaneio pe Aevaildopidn mpénet vo S10KOTTETOL GE TEPITTMOT ALy YELOOLINLOTOC, AVOPVAOKTIKNG
avTidpaonc, AmoPOASOTIKOD 1| TOUPOAVYMOOLS e&avOnuatog 1 o€ voyia SIS, TEN 11 DRESS,
Ko ogv Ba mwpémet va EgKva €K VEOL HETA amd O10KoTY| AOY® TETOLMV ovTOpaoemv. Oa Tpémel va
e€etaletan To evOEYOUEVO TPOSMPIVAG 1] LOVIUNG SLOKOTNG TNG AEVOAOOUIONG o€ TEpinTmon GAA®V
LOPP@OV SEPUATIKNG ovTidpaons, avardyws g cofapdtntas. Ot acbeveig mov giyav mponyodueveg
addepykég avtdpaoets katd tn Oepaneio pe Bokdopidn Ba mpémet va mapakorovBovvton 6TeVA,
KaBog Exel avapepbei ot Piproypagio mbavn dtactavpovpevn avtidpaor PeTa&d AeVaAIdopiong
Kot Qoaidopidong. O aoBeveic e 1otopd coPfapod eEavinuatog mov oyetileton pe Bepaneia e
Oodopion dev Ba mwpémet va AapPavouv AeVaAIdopuion.

Agvrepec mpwtoraleic kaxonlsiec

Mia avénon teov devtepmv Tpwtonadnv kaxondeimv (SPM) &xel mtapoatnpndei o KAVIKEG SOKIUES
o€ aoBevei pe puéhopa mov giyav Tpornyovéveg voPAndel o Bepaneia e
Aevoldopion/de&apebalovn (3,98 avd 100 atopo-£tn) o cuykpion pe Toug paptopes (1,38 ava 100
atopo-£tn). Ot pun dmOntikég SPM meprhopfavouy deppaTiKd KOPKIVOLATO €K PACIKOV 1)
KOGV Kuttdpov. H mietoynoio tov dmbntikdv SPMs ftav kakoneieg cupunaydv oyKov.

Xe KAMviég dokipég aofevav e veodayvmoév ToAamAd Luéhmpa Tov dev ivan KatdAiniot
Yo LETOUOGYELOT, £xel TapatnpnBel pa avénon 4,9 eopéc otn cuyvOTNTA ELPAVIONS
aipatoroyik®v SPM (neputtdoeig o&glag poehoyevoic Aevyopiog (AML) ko MDS) og
acBeveig mov Edafav Aevordouidn oe cuvivacud pe PeA@oAdvn Kot Tpedvilovn péyptL mv
e&EMEN (1,75 avd 100 atopo-£tn) o€ GUYKPLON HE LEAPAAGVT] GE GUVOLOCLO e TPEIVILOVT
(0,36 avd 100 atopo-£n).

"Exer mapatnpnBel pa avénon 2,12 gopég ot suyxvotnta epedaviong SPM copmaydv dyKmv 6
aocBeveic mov ElaPav AevaAidopion (9 koklot) o€ GuVOLACUO e PEAPAAGVT Kot TpedvILovn (1,57
avd 100 atopo-£tn) og cVYKpLon pe peAPaAdvn oe cuvdvacud pe tpedvifovn (0,74 ava 100
OTOMO-£TT)).

e aoBeveic mov ElaPav AevaAldouidn oe cuvdvacuod pe degapefalovn péypt v eEEMEN 1 Yo 18
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LVEG, 1] CLYVOTNTA ELEAVIOTG TOV dptotoloyikdv SPM (0,16 avé 100 atopo-£tn) dev avénbnke oe
oVYKpLom pe OaAdopidn o cUVOVAGHO pe peh@aAdvn kot Tpedvilovn (0,79 avd 100 atopo-£tn).

"Exet mapatnpnfet pa avénon 1,3 popég ot ovyvdtra eppdvions SPM copnaymv Oykwov og

acbeveic Tov Elafov Aevaidopidon oe cuvdvacpod pe de&apebalovn péxpt v e&EMéEn 1 yio 18
pveg (1,58 avé 100 atopo-£tn) o€ oOyKpion pe Baldopidn g cUVIVAGHO e LEAPAAGVT KO

npedvilovn (1,19 ava 100 atopo-£tn).

Xe acbeveic pe veodoyvaoBév moAlamhd puéhopa mov Erapay Aevaiidopidn oe cuvovacud pe
Boptelopipmn ko de&opebalovn, n cuyxvoTNTO EUEAVIONG TOV alpatoloyikeav SPM ftav 0,00 —
0,16 avd 100 atopo-£tn Ko n svyvotta eppdvions SPM cvurayav 6ykov 0,21 — 1,04 ava 100
aTopo- €.

O av&npévog kivouvog devtepmv Tpwtonaddv kakondeumv mov oyetiCovron pe ™ Aevaidopuion
etvan emiong onuavtikdc 6to mAaicto NAIIM petd amd PETAPOCKEVOT| UpYEYOVOV KOTTAP®V.
[Mopdro mov avTdG 0 Kivouvog dev €yl akdLa XOPAKTNPLOTEL TANPWGS, Bo Tpémet var AapPdveton
VIOYT OTOV €EETALETAL TO EVOEYOUEVO KOl YPNCILOTOLEITOL AEVOAMOOWION VIO AVTES TIG GUVONKEG.

H ovyvomta epepdviong apatoroyikdv kakondeimv, kupiog AML, MDS kot kokonOeimv B-
Kutthpwv (cvumepthapPavorévon Tov Aeppopatog Hodgkin), ntov 1,31 avd 100 atopo-£tn yio
T0 6KEAN AevaAiidopidng kot 0,58 avd 100 atopo-£tn yio ta 6KEAN gtkovikov @apudicov (1,02 avd
100 atopo-étn Yo acBeveic mov extébniay og Aevaldopion petd amd ASCT kon 0,60 avé 100
atopo-£tn Yo acBeveic mov dev ektédniav og Aevaidopion petd and ASCT). H cuyxvomnta
eupdvionc SPM covurnaydv oykov ftav 1,36 ava 100 atopo-£tn yio to 6KEAN AEVOALOOUIONG Kot
1,05 avd 100 atopo- £t Yo o okEAN eKoViKoL @oppakov (1,26 avd 100 atopo-£tn yio aobeveic
mov ekténrav og Aevardopion petd and ASCT kon 0,60 avd 100 atopo-£tn yio aceveic mov
dev extébnkav og Aevaldopion petd amd ASCT).

O «kivdvvog epedvions apatoroyikdv SPM mpénet va Aappdavetar vwdymn npv omd v Evopén e
Oepoameiog pe Aevaldopion eite 6€ GUVOLOCUO HE HEAPOAGAVT €iTE AUECHS PETE OO PEAPOAGVT
vynAng 06ons koaw ASCT. Ot atpoi Oa mpémet va aEloA0YoUV TPOGEKTIKA TOVG 0GOEVEIS TPV Kot KoTd
T dudpkela ¢ Oepameiog ypnoonoldvtag TpdTumn e€€Toom KapKivou Yo epepdvion SPM kot va
Eekvovv Bepameio, cOLE®VA LE TNV EYKEKPLUEVT] EVIEIEN.

E&éién oe olela pveloyevy evyouio oe pveiodvoriaotine avvopouo (MDS) younlov xoa uecaion-1
KIVODVOD

Kopudrurog

O1 petaPAntég avapopdc, copmeptAapfavopévng tng cOVOETNG KUTTAPOYEVETIKNG, oyeTilovTat e
v e&EMEN o AML o€ dTopa e OvaLpio TOL OLTEL LETOYYIoEIS Kot £XOVV TNV AVOUOAin
OTMAELOG TOL LAKPOV GKEAOVG TOV Ypwpocmdpatos S (Del 5q). Ze pia cuvdvaopévn avaivon dvo
KAWVIK®V SOKIU®V TNEG AEVOAMSOUIONG 6€ LUEAOSVOTANGTIKG GUVOPOUA YoUNAOD | Lecaiov-1
KIvoUVOU, TO ATOLA [LE GUVOETT KUTTUPOYEVETIKN SIETPEYAV TOV VYNAOTEPO EKTIUMUEVO SIETH
afporotikd kivovvo e&éMéng oe AML (38,6%). To extipmpevo detég mocootd e€EMEng oe AML
o€ 000eVEIC e LELOVOUEVT] OVOUOAIN OTOAELNSG TOV HOKPOD GKEAOVG TOL Ypmpocopatog S (Del
5q) fjrav 13,8%, oe cOykpion pe 17,3% yuo acBevelg pe andAieio Tov Lokpod GKEALOLS TOVL
ypopooopatog S (Del 5q) kot pio emmpdohETn KUTTOPOYEVETIKT| OVOUUATNL.

Katd cvvémeta, 1 oyéon opérovg/Kivdvvov g AevaAldopiong, étav ta MDS oyetilovton pe
OATMAELDL TOV HLOKPOD oKELOVG TOL Ypmpocouatog S (Del 5q) kot cuvOeTn KLTTAPOYEVETIKY, dEV
etvan yvooti.

Katdotaon tov yovidiov TPS53

Mo petdrhaén oto yovidio TP53 mapovoidleton 610 20 £wc 25% tmv acBevav pe younion
Kvdvvov MDS pe v andielo Tov pokpov okEAoVG Tov ypopocmpotog S (Del 5q) kot oyetileton
pe vymAOTEPO Kivouvo eEEMENG o ofela puehoyevi Aevyorpio (AML). Ze o post-hoc avdivon
oG KAVIKNG SOKIUNG TNG AEVOASOUIONG G€ LVEAOSVOTANGTIKG GUVOPOUA YAUNAOD 1| pecaiov-1
Kvovvov (MDS-004), to extipumpevo detég mooootd e&EMéEng oe AML ftav 27,5% o€ acBeveig pe
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Beticd amotéreopa g e&étaong IHC-pS3 (1% tov emumédov SoKILOTING 16YVPNG TUPNVIKNG
YPADOOTNG, YPNCULOTOLDVTAG OLVOCOIGTOYT KT 0ELOAGYNON TG TPOTEIVIG P53 MG VTOKATAGTOTO Y10,
v katdotaon petdAraéng tov TP53) kot 3,6% ce ac0eveic [le apynTikd OTOTELEGHA TNG
e&étaong IHC- p53 (p = 0,0038) (BA. mapdypago 4.8).

Eéehién o dlhec karonbeiec aro Adupmuo amod kdTropo Tov wovddo,

Y10 Aépeompa and kottapa Tov povdva, 1 AML, ot kakonfeeg B-kuttdpwv kot ot pn
uedavopatikoi kapkivot tov déppatoc (Non-melanoma skin cancer, NMSC) amotelodv
TAVTOTOUEVOVG KIVOVVOUG,.

Aedrepec mpwronabeic koxonbeieg aro 0lwdec Aéupwuo,

e i perén vrotpomidlovroc/avOektikov un Hodgkin Aspoopotog Bpadeiog eEéMmEneg (iNHL)
omov cvumeptAappdvovtay Kot acbeveig pe olddeg Appmpa, dev mapotnpiOnke avénpévog
kivouvog SPM 610 6KEAOG AEVAAISOUION G/ PITOVEILAUTTG GE GUYKPIoN LE TO OKEAOG EIKOVIKOD
Qoppakov/prrovéudumnng. Ayatoroyikés SPM g AML napovsidotnkoy og 0,29 avd 100 atopo-
£11 610 6KELOG AevaAldopidng/prrovépdunng oe ovykpion pe 0,29 avé 100 atopo-£tn o acbeveig
ov Adppavay ewkovikd eappoko/prrovéipaunn. H cuyvotnta epnpdviong tov apatoroyikov SPM
ovv TV SMP cuopnaymv Oykov (£01podievmy TV I LEAOVOUOTIKOV KOPKIVEOY TOV SEPLOTOC)
nrav 0,87 avd 100 atopo-£tn 010 oKkéAOG Aevatdopiong/prrtoviuaunng, oe cuykpion pe 1,17 avd
100 atopo-tn o€ aobeveic mov AdpPavay EIKOVIKO PAPIOKO/PITOVEILAUTT LE O1apEST
mapoakorovOnon 30,59 unvov (evpog 0,6 £wc 50,9 pnveg).

Ot pun peAavopoTiKol KapKivol Tov SEPUATOC OTOTELOVV TOVTOTOUNUEVOLS KIVOHVOUG Kot
TEPILOUPAVOVY KOPKIVOLOTO SEPLOTOG atd TAAKMOES EMONAL0 1 PACIKOKVTTAPIKA
KOPKIVOLOTA.

Ot 1atpoi Ba Tpémel va TapakorovBovv Tovg acbeveig yuo epeavion SPM. Otav e€etdletan to
gvogyopevo Bepamneiog pe Aevalidopidn, Oa mpénet va Aappdaveror vToyT 1660 T0 SVVNTIKO OPEAOG
g Aevoldopiong 660 kat o kivouvog yio SPM.

Hrotikéc daropoyéc

"Exer avagepBel nmatikn avendprelo, copmeptAapfavoprévev Bovanedpmy TePIoTATIKOV, 68 0oOEVEIg
ov EhaPav Aevaiidopion og Oepomeio cuvdvOoUOV: Eyovy avapepbel o&ela NTOTIKY ovETApPKELD,
TO&IKN NTOTITION, KUTTOPOAVTIKY NAOATITION, YOAOSTATIKN NATITION KOt UIKTY
KLTTOPOAVTIKT/YoAOGTOTIKN NratiTida. Ot punyoaviopol e cofapns eopLoKoyeEVODS
NTATOTOEIKOTNTOS TOPAUEVOVY AYVOGTOL, OV KO, GE HEPIKEG TTEPIMTMGELG, 1 TPOVTAPYOVGO, LOYEVIC
NTATIKN VOGS, 01 AVENUEVES TILES avapopdg Nratik®my eviopmy kot mhavag 1 Oepaneia e
AVTIPLOTIKG EVOEYETOL VO OTOTEAODVV TOPAYOVTES KIVOVVO.

Mn QLG10AOYIKEG BOKILOGIEG NTATIKNG AEITOVPYIOG avaPEPHNKOV GUYVE Kol T)TOV YEVIKA
GV UTTOUATIKEG KO AVOGTPEYILEG LE TN S1KOTH TG 006N, MOAIG 01 TAPALETPOL EMGTPEYOLV
OTIG TWES avapopdis, umopel va eEgtaotel To evogyouevo Bepaneiog pe yapunAidtepn doom.

H Aevalidopidn amexkpiveror and Toug veppovs. Eivan onpavtikn 1 tpocappoyn tng 66ong o
acOeveic Le veppikn duoettovpyia, £T61 AOTE VoL AmoPevyBovv enineda TAUCUOTOC TOV UTOPEL VAL
aLENGOLV TOV KIVOLVO Y10 ALENUEVEG OLIOTOAOYIKESG OVETIBVLUNTESG EVEPYELEG ) NTATOTOEIKOTNTA.
ZUVIOTATOL TTOPAKOAODON OGN THG NTATIKNG AELTOVPYiag, Wiaitepo OTaV VIGPYEL IGTOPIKO 1)
TAVTOYPOVN 10YEVIG AOTH®EN TOoV ITaTog 1 OTav 1 Aevaldopidn cuvoLALeTal LE POPLOKEVTIKA
TPO1GVTa TOL Elval YvoTO OTL oYeTiCoVTon [LE NTATIKY SOVGAEITOVPYIAL.

Aotuwdn pe 1 ywpic ovdetepomevio

Adcbeveig pe ToAomAd Loélmpo eivor exppeneic oty avanTuén AoUOEE®Y GUUTEPILOUPOVOUEVIG
g mvevpoviog. [Tapatnpndnike vynAdTEPO TOGOGTO AOUMEEWV LE TN AEVOALSOLION GE GLVIVAGHO
pe de&apebalovn amnod 6,11 pe MPT og acBeveic pe NAIIM mov dev etvar KatdAAnAot yio
LETAUOCYEVG, KOL LE T AEVOMOOUION GUVTPNONG GE CUYKPLOT| LLE TO EIKOVIKO PAPLOKO OE
acBeveic pe NAIIM mov €yovv vtoPAndei oe ASCT. Eppavicmnkoav Aoipuméeg Babpot > 3 ota
ool TG 0vdETEPOTEVIAG GE AyOTEPO ATO TO Eval TPiTo TV 0.60evdV. Acbeveig pe Yvootong
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TapAyovTec Kivdhvov yio Aouméelg Ba mpénet va mapakorlovbodviol otevd. Oa Tpémel va yiveTat
oVOTOOT 68 OAOVG TOVG acbeveic va avalntovv dueon wtptkn Bondela pe v ELEavion Tov
TPMTOL oNpeiov AOTHOENG (.., P0G, TVPETOS K.A.T.), EXMTPENOVTIOG LE VTOV TOV TPOTO TN
TPOUN OlaXEIPIOT Yia TN peimon Tng coPapdtnTog.

Tikn eravevepyoroinon

"Exovv avapepbel meptototikd 1kng exavevepyomoinong oe aobeveic mov Aapupdvouv Aevoldopion,
SLUTEPLOLPOVOUEVOY GOPOPDV TEPICTOTIKOV EMAVEVEPYOTOINONG Tov 100 £pmnta {wotpa M
nratitdog B (HBV).

Mepd and ta mepiotaTikd ukng enavevepyonoinong eiyav Bavatneopa ékPoor).

Mepkd amd ta TePIoTATIKA EMOVEVEPYOTOINGNG TOL épmnta {OoTPa 0dNyNoav g Sty vTo EPTNTA
Loompo, unviyyitida omd Epmnta Loatnpa 1 09BuAKd EpmnTo (MOTHPO TOV ATALTOVCAV
TPOCHOPIVY TOOGN 1 LOVIUN dtakomn Tng Bepameiog pe Aevaldopion kot exapkn avti-ukn Bepomeio.

‘Exer avagepbel ondvia emavevepyomoinon g nratitidoag B og acbeveig mov Aapfdvovy
Aevoldopidn ot omoiot Eyovv poivvlel 6to TopeABov pe Tov 16 g nratitoag B (HBV). Mepwd
amd aVTd Ta TEPIOTOTIKA £xovV eEehybel oe 0&eia NTATIKY OVETAPKELQ, LE ATOTEAEGLLOL T OL0KOTN
NG AEVOAMOOLLIONG KO T XOpNYNoN ErAPKOVG avTi-uKNG Bepancioc. H xatdotaom tov 100
nratitidog B 0o mpénet va kabopiotel mpwv amd v Evapén g Oepaneiog pe Aevoidopion. I'a
aoBeveic pe Betikn e&étaon yio Aoipwén and HBV, cuvietdtot n cupfovdn watpov e dikevon
ot Bepameia g nratitidog B. Oa npénel vo divetar Tpocoyr 6Tav 1 AEVAALOOWIdN
ypnowomoteitonl oe acOeveig Le Tponyovpevn Aoipmén and HBV, cuunepiiappavopévov acdevov
mov givar avti-HBc Betikol addd HBsAg apvntikoi. Avtoi o1 acOeveig Oa npémetl va
TapaKoAovBohvToL 6TEVA Y10 onLEin Kol cvumTOpaTe EvEPYOL Aoinwéng and HBV ko’ 6An
duapkela g Bepomeiog.

Lpoiovoo molveoniaxn levkoeykepoatoraleio.

Me 1 Aevoldopion Exovv avapepbel TeploTATIKA TPOI0HOOG TOAVEGTIOKNG
Aevkoegykeporomadeiag (TTIIA), peta&d twv onoimv kKot Bavatneopwv. H IIA avaeépbnke
OPKETOVG LMVES MG KO APKETA ¥povia Letd v Evapén g Bepaneiog pe Aevaridopion. Ta
TEPIOTOTIKA 0popoVoay YeEVIKA acbeveig mov Adpupavay tavutoypovae de&opebalovn 1 elyov AaPet
TPONYOLUEVOG GAAT 0VOCOKOTAGTAATIKY Y¥npetobepaneia. Ot wrpol Tpémet va mopokoiovfodv
ToVG a.60evelg ava TaKTd ypoviKa dtaothpata Kot vo, eEetdlovv To evdeyouevo dmapéng IIA oto
TA0io10 S1POPIKNG dtdyveong oe acheveig e vEeg 1] EMOEIVOVEVES VEDPOAOYIKEG, YVMOTIKEG 1)
CLUTEPLPOPIKES EVOELEEG 1) supmTodpata. [Ipénetl eniong va cuvictdtol otovg acbeveic va
EVILEPMVOLV TOVS GLVTPOPOVG 1 TA ATOLO TOV TOVG PPOVTILOVV GYETIKA e TN Bepameia TOvg,
1011 TaL dtopa avTd B LToPOVGAY VO TOPATIPHIGOVV GUUTTMUOTO TO OTTOia, OV avTIAapBavovton
ot id1o1 o1 aoBeveic.

H a&ordynon g [IIA mpénet va Bociletatl o vEUPOLOYIKT] YVOUATELOT|, ATEIKOVIOT LLOYVITIKOD
GUVTOVIGLOV EYKEPAAOV KOl AVAAVOT| EYKEPAAOVOTIAIOV VYPOD Y10t To DNA tov 100 John
Cunningham (JC) péom alvcidmtig avtidpacng mtolvpepaong (PCR) 1 oe froyia eykepdlov pe
e&étaomn yuo tov 10 JC. To apvntikd omoTELEGHO GTNV OALGIOWTY AVTIOPOGT) TOAVUEPACTG CYETIKG
pe v vrap&n tov 100 JC dev amoxreiet nv vmap&n IITA. EAieiyer evailaxtikng dibyvoong,
umopel vo amatteitol Tpdchetn mapokoroHonon kot a&loAdynon.

e mepintoon vroyiog [MITA, Tpémel vo SKOTTETOL 1| YOPNYNON TOV PUPUAKOL £MG OTOV
amokAeloBel To evdeyopevo vmopéng IIA. Edv emPeforwbei n TIIIA, n yopnynon AevaAidopiong
TPETEL VO SLOKOTTETOL OPLOTIKA.

Aobeveic pe veodioyvwaléy mollamdo uvéiwua

Ymp&e éva vymAdtepo mocooTo U avoyng (avembBountes evépyeieg Babuov 3 1 4, coPapég
avemBounTeg evépyeles, dlakonn) oe aobeveic nlikiag > 75 etdv, otadiov I kotd ™
otadtomoinomn ISS, katdotaon anddoong kard ECOG = 2 1) CLer < 60 ml/min dtov 1
Aevoldopion yoprnyeitor o cuvdvacpod. Ot acbeveig Oa Tpémet va a&l0A0yoVVTaL TPOCEKTIKA Y10
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TNV IKovOTNTA TOVS Vo, avexHovv T Aevalidopidn o cuvdvacpd, eEetdlovrag Tnv nhkia,
otadtomoinon oto otado Il kotd ISS, v katdotaon anddoong kotd ECOG > 2 13 CLer < 60
ml/min (BA. mapaypdpovg 4.2 ko 4.8).

Karappaxtyc

"Exet avapepbei katoppdktng pe vyniotepn cuyvotnta o acheveis mov Aapfdvouv Aevoridopion
o€ suvovaoud pe deEapedalovn, 1dtaitepa OTOV XPTGILOTOLEITOL Y10 TOPATETAUEVO YPOVIKO
Slaon . ZVVIGTATOL TOKTIKT TEpOKOAOVONOT| TG OTTIKNG IKOVOTNTOG.

4.5 AlAemdpacelg pe AL QUPUOKEVTIKG TPOIOVTO KOl GALES POPPES aAIAeTiOpaoC
EpvBpomomrikol mapdyovtec 1 dALol Tapdyovieg ol omoiotl pmopet va avéncovy tov Kivouvo
Opoppwong, 6Tmg Bepameion OPLOVIKNG VTOKOTAGTACNG, O TPETEL VOl YPNGUOTOIOVVTOL LUE TPOGOYT|
o€ aoBeveig pe moAlamAd puélopo mov Aapfdavouvy Aevoidopion pe de&apebaldvn (PA. mapaypapovg
4.4 ko1 4.8).

Amd ToV 6TOUATOC YOPNYODUEVO OVTIGVAANTTIKO

Agv €yer mpaypotonom el HEAETT OAANAETIOPACE®VY LE TO, OO TOV GTOUUTOS YOPTYOVULEVOL
avtiovAANTTiKd. H Aevaldopion dev eivon emaymyéag eviOpmv. e o in vitro pelétn pe avopomiva
NTOTOKHTTAPA, 1| AEVOAMSOLION, G€ S1APOPES GUYKEVIPMGELG TOL SOKIUAGTNKOV, Oev £0€1EE EMOY®YN
tov CYP1A2, CYP2B6, CYP2C9, CYP2C19 ko CYP3A4/5. Zuvenmg, 6ev avapéveTal ETaymy] Tov
Oo umopovoe Vo 0dNYNOEL GE LEIOUEVT] OTOTELEGLATIKOTITO QAPUAKEVTIKOV TPOIOVIWYV,
GUUTEPILOLPOVOUEVOV TV OPUOVIKAOV OVTICVAANTTIKAOV, €6V 11 AevoAdopion yopnyeitoar pdvn .
Evtovtoig, n de&opebalovn ivar yvooto ot givor £vag aobevig émc pétplog emaywyéo tov CYP3 A4
Kot givan eniong mBavov va exnpedlel dAha Evivpa Kabmg Kot LETOQOPELG. Agv umopel Vo amokAEIoTEL
1N TOAVOTNTO LEIOUEVTG OTOTEAECUATIKOTITOS TOV OO TOL GTOUATOC YOPTYOVUEVOV
AVTICVAANTTIKAOV KOTd 1) d1dpkela g Oepaneiog. [Ipémel va AapBavovtal amoTeAesHATIKA LETPOL
TPOG ATOPLYN TNG EYKLHOGVVNG (BA. Tapaypdeovs 4.4 kot 4.6).

Boapopapivn

H ovyyopfynon moAramhodv 66cemv 10 mg Aevotidopiong dev lye kopia enidpaocr ot
poppakokvntikn epana d0omg R- kot S-Bapeapivig. H cvyyopiynon epdamnal d6ong 25 mg
Bappapivng dev giyxe Kapia eXidpacn 6N QOPHOKOKIVITIKY TNG Aevoidouiong. Eviovtolg, dev givar
YVOOT Qv VITdpyEl CAANAETIOpaoT] KaTd TN Stdpkela TG KAVIKNG xpnomg (cuvdvacuévn Bepameia e
deapebalovn). H 6e&apebaldvn eivar Evag acbevig Emg péTprog eviLUIKOG EmaymYENG Kot 1) EXiOpaon
g otn Papeapivn etvar dyvmotr. Zoviotdtal 6tevi TopakoAohinon g cuykévipwong fappapivig
Katd T Sidpkela e Oegpomeiog.

Aryo&ivn

H ovyyopriynon pe Aevahdopion 10 mg dna nuepnoing avénoce ta eninedo TAGGHOTOC TNG dryo&ivng
(0,5 mg, epamna 660om) katd 14% pe 90% CI (confidence interval, Siaotnpo epmietocvvng) [0,52%-
28,2%]. Agv givon yvootd edv 1 enidpaor Ba etvor dtapopetikn oty KAwvikn xpnorn (byniotepeg
d00¢€1g AevaAldopiong kot cuvdvacuévn Bepaneio pe de&apebaldvn). Zuvendg, GuvieTaToL
TapaKolovONom g cuYKEVTPOONG TG d1yo&ivg, katd tn didpkela g Bepaneiog pe Aevoridopion.

2tativeg

Yrdpyet avénpévog kivouvog papdopvdivong dtav xopnyodviol oTaTiveg e AEVOAIOOIdT, 0 0moiog
propel va etvon amdmg abpototikods. EmPefoaidveror n avdykn oavénong g KAVIKNIG Kot
£PYOOTNPLOKNG TOPAKOAOVON OGS KLPIDE KaTd T S1ipKeELD TOV TPOTOV ERSOUAd®V TG Bepomeiog.
AgEapebalovn

H ovyyopfiynon epdmnaé 1 morhanmiov d0cemv de&apedalovng (40 mg arnag nuepnoimg) dev Exel
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KOpioL KAIVIKG ONUAVTIKY EXOPOCT) OTH POPLOKOKIVITIKY TOAAUTAGDY dOGEWV TNG AEVAAIOONIONG
(25 mg amo& nuepncing).

AMnAemdpdosig pe ovaocToAgic tne P-yAvkorpwteiving (P-gp)

In vitro, n hevoldopidn etvan éva vdéotpwpa g P-gp, aAld dev etvar avactoréag . H
GLYYOPNYNON TOALUTAGDY OGEDV TOV 16YVPOV avacToréa TG P-gp, kvidivn, (600 mg, dvo popég
NUEPNSIMG) N TOL NIV AVUCTOAEN/VTTOGTPMUATOC TNG P-gp, TepoipdAov, (25 mg) dev éyet kapio
KAMVIKA GTHLOVTIKT ETIOPOOT] 6T QOPLOKOKIVITIKY TG Aevoitdouiong (25 mg). H suyyopnynon g
Aevadopiong dev pHeTaPAALEL TN POPLOKOKIVITIKY TOV TEUGTPOAOVC.

4.6 TovipoétnTo, KNG KA Yolovyio
AOY® TOV TEPATOYOVOL SLVALIKOD, 1] AEVOMOOUION TPETEL VO GUVTAYOYPOPEITAL 6T TAAIGLO EVOG
[poypéppatoc [pdnyng Eykvpociovng (BA. mapdypapo 4.4) ektdg ebv vdpyovy a&lomoeTo oTotyEin

OTL M 0oBeVIC dev £xel SuvaTOTNTA TEKVOTOINGNC.

Iuvaikec og avamopoywyikn nAkio / AviicOAANYN 6€ GvOPEC KoL YUVOIKEC

T'vvaikeg oe avamapoy@yii nAkio TPETEL v YPNOYLOTOLOVV ATOTEAEGLOTIKY HEBOSO avTICOAANYNC.
Y& TEPIMTMON TOL TPOKVLYEL EYKVUOGVVN GE [0 Yovaika 1 omoio Aapfaver Ogpomeio pe AevaAidopion,
n Bepaneia Tpénel va drokomel ko n aclevic npénel va mapaneppdel o 10Tpd E10IKELIEVO 1|
TMEMEPAWPEVO OTIS Orapaptieg dStamiaong yo a&loAdynon kot kabodnynon. Le mepintwor Tov TPoKVYEL
€YKVHOoHV 6€ oHVIPOPO Gvopa acBevoig Tov Aapfavel Aevolidopidn, Tpoteivetal n cHVIPOPOS TOL
acBevoug va tapaneppbel o 10Tpd EOKELUEVO 1| TEXEPAUEVO OTIS OLOUAPTIES SIATAACNC V1oL
a&loldynon Kot kabodrynon.

H Aevaiidopidn eivor Topodoo 6to avlpdITIVo 6TéPU 6 EEAPETIKA YOUNAG ETTITEDO KOTA TN
duapreta g Bepoameiog Kot dev aviyvevetol 1o avOpdTIvo oméppa 3 NUEPEG LETE TN SLOKOTN TNG
ovoiag og vy1€g dtopo (PA. mapdypago 5.2). Q¢ TpoevAaén Kot Aapfdvovtag VoY E101K0VS
TINOVGLOVGS e TAPATETOUEVO XPOVO 0mOPOANG, OTWS GE TEPITTOOT VEQPIKNG SVGAELTOLPYING, OAOL OL
avdpec acbeveic mov Aappdvouvv Aevaildopion Oa wpémet va xpnolonotovy Tpo@uiaktikd ko’ oAn
) dudpketla ¢ Bepamneiog, KoTd T d1dpKeLn S10KOTNG TV dOGE®V Kot Yo 1 efdoudda petd v Aén
g Oepameiog, £6v 1 GOVIPOEAOG TOVG glvar £YKVOG 1 £yl SuvatdTNTa TEKVOTTOINOoNG Kot dgv
YPNOWOTOLEL AVTIGOAATIYM.

Konon

H Aevaiidopidon oxetiCeran dopkd pe ™ Bokdopidn. H BaAdouidn eivor o yvootn tepatoyovog
dpaoTIKN 0VGIN Yo TOV AvOpwTo oL Tpokalel GOPapic cuyyeveic StopapTieg AmENTIKES Y10, T (o).

H Aevaiidopidn mpokdiece oe MO KOG SuOTAAGIO TOPOUOLN LE OVTEG TTOV TEPLYPAPNKOY Y10, TN
Boldopion (PA. wapdypago 5.3). Zvvendc, 1) TEPATOYOVOC EMIOPACT TNG AEVOAISOUIdNG etvor

OVOUEVOLLEVT] Kot 1) AeVOMOOUIdN avTeVOEiKvLTaAL KATE T S1apKeLn TNG £YKVROcHVNG (BA. Topdypapo
4.3).

Oniacudg

Agv gival yvooTtd g0v 11 AeVOASOpION OIEKKPIVETOL GTO UNTPIKO YOAQ. ZVVETMS, 0 ONAUGUOG TPETEL
va drokomTeTon Katd T dudpkela g Oepomeiog pe Aevaidopion.

Tovipdnto
e o LEAETN YOVILOTNTOG GE apovpaiong pe dOGEIG AevaAldopiong £mg ko S00 mg/kg (mepimov 200

£€10¢ 500 popéc TV avlpdmvev d6cemv Tov 25 mg kot 10 mg, avtictorya, PAcEL TG EMPAVELOS
oOUOTOG) OeV TPOKANONKOV aVETIOOUNTEG EVEPYELEC GTN YOVILOTNTA OVTE KO YOVIKT TOEIKOTNTA.
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4.7 Emodpdaoseic 6TV IKAVOTNTA 001]YN6NS KOL XEPLOHOD PN AVIILETOV

H AevaMdopidn €yet pukpn 1 pétplo XidpOoT) TNV KOVOTNTO 00NYNONG KO YEPICHOD U0V LATOV.
Konwon, {dAn, vrvnia, thyyog ko Oapmn opaocn £xovv avapepOel katd ™ xpnon e Aevaidopiong.
SVVEMMG, GLUVIGTATOL TPOGOYT KATE TIV 001 YNGM N TO YEWPIGUO UNYOVIUATOV.

4.8 AvemOOuNTES EVEPYELEG

ZYvoyn Tov TPoPik acQAAEiNC

Neodrayvawobév mrorlamAd uvélwuo: aoleveic mov Eyovy vmofiinbei oe ASCT ko Aaufiavovy Gepameia,
Ue Aevaridouion avveipnong

Epoppoéotke pio cuvinpntikn TpocEyyion yio ToV IPOcdopioid TV aveTIBOUNT®V EVEPYEUDV
ano T perétn CALGB 100104. Z1ig avemBounteg evépyeleg mov meptypapovTal 6TovV Tivoka 1
ocopneprrapfavoviav coppavta mov avaeépdnkav petd and yoprynon HDM/ASCT, kabohg kot
ouppdvta and v mepiodo Bepameiog cuvimpnong. Mia dedtepn avdivon 1 onoio TowTonOiNcE
oLUPavTa TOV TAPOLGIAGTNKOV HETA TNV Evopén TG Bepomeiog cLVTPNONG VIOSEIKVIEL OTL O
OLYVOTNTEG TTOV TTEPLYpApOoVToL oToV Tivaka 1 evdéyetan va eival peyadhtepes omd avtég Tov
ToPOTNPNONKAV 6TV TPAyUOTIKOTNTO KOTE TN StdpKeLo TG TEPLOdoL Bepameing cuvTnpnong.
2 perémn IFM 2005-02, ot avemBounteg evépyeleg mpoékvyay Lovo omd tnv mepiodo Bepameiog
GULVTIPNOT|S.

O1 coPapég avemBounteg evépyeteg Tov mapatnpnOnkav cvyvotepa (> 5%) pe

Aevoldopion cuvtipnong amd O,Tt e TO EIKOVIKO PAPLOKO fTav ol ENG:

- Ivevpovia (10,6%, cuvdvacpévog 6pog) amd ) perétn IFM 2005-02

- Aotlpwén tov mvedpova (9,4% [9,4% petd v évapén g Bepaneiog cuvtnpnong]) and
uerétn CALGB 100104

> perémn IFM 2005-02, ot avemBounTeg eVEPYELEG TTOV TOPATNPTONKAY GLYVOTEPO LE
Aevoldopidn cuvtipnong omd 6, Tt e ovikd eApLHaKo NTav ovdeteponevia (60,8%), Bpoyyitida
(47,4%), duappora (38,9%), pvopapuyyitida (34,8%), pvikoi oracpoi (33,4%), Aevkomevia
(31,7%), e€acbévion (29,7%), Paxac (27,3%), BpopPomevia (23,5%), yaotpevrepitida (22,5%) ko
nopeia (20,5%).

2t pedétn CALGB 100104, ot avemBOunteg evépyeieg mov mopatnpnOniay cuxvotepa e
Agvaadopion cvvtipnong amd O, Tt e EIKOVIKO @appaKko fTov ovdeteponevia (79,0% [71,9%
petd v évapén g Bepoaneiog suvtmpnong]), Opoufonevia (72,3% [61,6%)]), didppota (54,5%
[46,4%]), e€dvOnua (31,7% [25,0%]), Aolpw&n Tov avdTEPOL AVATVELGTIKOV GLGTHATOS (26,8%
[26,8%]), k6mwon (22,8% [17,9%]), Aevkomevia (22,8% [18,8%]) ko avoupio (21,0% [13,8%]).

Neodrayvawobév rorramdo uvélwpa: aobeveic mov dev eivai kardAinAol yio uetopooyevan ko
Aoupdvovy Gepameio pe levatidouion oe avvovaouo ue fopreCouiunn xoa delouebalovy

2 perdétn SWOG S0777, o1 coPapéc avemBOunTeG evEpyELEg TOV TapoTNPNONKAY GLYVOTEP (>
5%) pe ™ AevaAldopidn oe cvuvdvacuod pe evoopréPila Boptelopinmn ko deapebalovn oe oyéon
Le T AevaAldopidn ce cuvdvacpod pe de&opebalovn frav:

- Ynotaon (6,5%), roipwén Tov mvevpova (5,7%), apuddtmon (5,0%)

Ot avemBounteg evépyeleg mov mapoTnpeNONKay cuyvotepa pe T AevaMdoidn o€ GLVIVAGUO LE
Boptelopipmn ko de€apebalovn oe oyéon pe T Aevaridopidn o cuvovacuod pe degapefalovn
nrav: kénwon (73,7%), teprpepikn vevpomddeia (71,8%), Bpouponevia (57,6%), duckothidtna
(56,1%), vraocPeotiopia (50,0%).

Neodioyvawobév morhamdo puvélwuo.: aobeveic mov dev eivar KATOAANAOL Y10, UETOUOTYEVTY OL OTOLOL
AouBavovy Ospomeio ue levaiidouion oe ovovovaoud ue deloucbaldvn youning déonc

Ot coPapég avemBopunteg evépyeteg mov mapatnpnOnkav cvyvotepa (> 5%) oto cuvovacud
AevaAidopiong pe de&apebalovn yauning 66ong (Rd kot Rd18) and 6,11 pe pelpaidvn,
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wpedviovn kai Baidopion (MPT) ntov:
- IIvevpovia (9,8%)
- Neppikn averdpkelo (copmeptiappovopévng g o&eiog) (6,3%)

O avemBOunteg evépyeieg mov mapotnpOnkay cuyvotepa pe Rd xor Rd18 and 6,11 pe MPT
nrav: diappowa (45,5%), komwon (32,8%), oopuaryia (32,0%), eEacbévion (28,2%), abmvia
(27,6%), eEavOnua (24,3%), petwpévn 6petn (23,1%), Prxas (22,7%), mopetia (21,4%) ko
puikoi oracpot (20,5%).

Neodiayvawabév morramro uvélwpa: acbeveic mov dev elvar katdAlnAol yio uetopdayevar o1 omoiot
AopBavovy Gepameio pe Levoridouion oe oovovaouo e ueApalavny kor rpedvilovy

Ot coPapég avemBounteg evépyeteg mov mapatnpndnkav cuyvotepa (= 5%) pe perpaidvn,
wpedviLovn kai Aevolidopion akolovbodpeves omd Aevaidopion cvvinpnong (MPR+R) 7
HEAPOAGVT), TPEdVILOVN Kot AeVaALdOidN akoAovBovpeveg amd gukoviko papuoako (MPR+p) amd
0,TL 1e peAPaAdvn, Tpedviidvn Kot EIKOVIKO GApULAKO 0KOAOLOOVLEVA OO EIKOVIKO PAPLLOKO
(MPp+p) rav:

- Epmopertn ovdetepomnevia (6,0%)

- Avaia (5,3%)

O avemBOunteg evépyetleg mov mapotnpnOnkay cuyvotepo pe MPR+R | MPR+p oamd 6,11 pe
MPp+p Nav: ovdetepomevia (83,3%), avorpia (70,7%), Bpopponevia (70,0%), Aevkomevia
(38,8%), dvokotmotnta (34,0%), ordppota (33,3%), e&avinua (28,9%), mopeéia (27,0%),
mepLpepkd oidnpa (25,0%), Prxag (24,0%), petopévn 6pein (23,7%) kar eEacBévion (22,0%).

HollarAo pvélwpa: aobeveic ue tovddyiorov uio mponyovuevy Gepameio,

e dVo eheyOUEVES e EIKOVIKO Ppako peréteg edong 3, 353 acBeveig pie moAlamAd
poélopo ektédniay 6to cuvoVAGHO Aevoidopiong/deapedalovng kat 351 6To cLUVIVAGHO
gwovikov @apudicov/deEapedalovng.

Ot coPapdtepeg avemBounTeg VEPYELES TOL TAPATNPNONKOYV GLYVOTEPH GTO GLVIVAGUO

Aevaidopionc/de&apefalovng omod 0,TL 6TO GLVIVACUO EKOVIKOD QOpiov/de&apnedaldovng

Nrov:

- DrePkn| OpopPoeppoln (v to Paber pAePixn Opoupwon, Tvevpovikn euporn) (PA. mapdypoapo
4.4).

- Ovdetepomevia Babpov 4 (BA. mapdypapo 4.4).

O1 TopoTNPOVUEVESG OVETIOVUNTEG EVEPYELES O1 OTOIEG TAPOVCIAGTIKAY GUYVOTEPQ LIE
Aevalidopidn ko deopedalovn amod 6,11 pe ewovikd eappoko kot degopefaldvn oe Kowvég
KAvikég dokipléc toAlamAiol poedmpatog (MM-009 kot MM-010) fjtav kémwon (43,9%),
ovdetepomevia (42,2%), dvokordtnra (40,5%), dStappora (38,5%), poikéc kpapmeg (33,4%),
avoia (31,4%), Opouporevia (21,5%) kon e€avOnpa (21,2%).

Moelodvorloonixd advipoua.

To ouvolikd Tpopih ac@aielng TG Aevarldopuidne oe aobeveis e pueA0SVOTANGTIKE GUVOPOUQ
Bacileton og dedopéva and cuvolikd 286 acbeveic amd pio pehét @aong 2 Kot pio peAéTn eaong
3 (BA. mapdypago 5.1). Xtn perétn edong 2, ko ot 148 acBeveic vrofAndnkayv o Oepaneia e
Aevoldopion. Xtn perétn edong 3, 69 acbeveic Edafav Oepaneio pe 5 mg Aevaiidopiong, 69
acBeveic Ehafov Oepameio pe 10 mg Aevotdopuiong kot 67 acbeveic Elafov Oepameio pe g1KoVIKO
PApUOKO KOTA TN S1dpKeELo. TNG SITAG TVQANG PAoNC TG HLEAETNG.

Ot teprocoTepEg avemBOUNTEG EVEPYELES £TEVAV VO, TAPOLGLAGTOVV KATA TIS 16 TpdTeg Efd0oNAdES
g Oepameiog pe Aevaidopion.

Y11c coPapég avemBOUNTEG EVEPYELEC GUUTEPTAOUPAVOVTOL:

- DrePkn OpopPoeppolrn (v to Paber pAefixn Opoupwon, Tvevpovikn eupforn) (PA. mapdypoapo
4.4)
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- Ovdetepomevia Babpov 3 1 4, epmopetn ovdeteponevia kot Opopfomevia Babuov 3 14 (BA.
Tapdypago 4.4).

Ot ovyvdtepo TOPATNPOVUEVEG GVETIOOUNTEG EVEPYEIEC TTOV TOPOVCLACTNKAY TO GLYVE OTIg
OpAdEG AevaMdOpIdNG GE GUYKPLON LE TO OKEAOG EAEYYOV OTY| LEAETT (Ao 3 Moy ovdeTEpOTEViDL
(76,8%), Bpoupomevia (46,4%), dbppowan (34,8%), dvokotmotnta (19,6%), vavtio (19,6%),
Kvnopog (25,4%), eEavonua (18,1%), kénwon (18,1%) ka1 poikol ornacpot (16,7%).

Aéupwuo amd kdTrapa T0v povddo.

To cUVOAKO TPOPIA OCPALELNG TNG AEVOALOOUIONG o8 aoBeveic pe AEPQ®pLO amd KOTTAPO, TOV
poavdva Baciletar og dedopéva amd 254 acbeveic amd pio eaong 2, Tuyotomomuévn, ereyxopevn
perétn MCL- 002 (BA. mopdypapo 5.1).

Emmdéov, otov mivaka 3 £xovv cupmepAinedei avemBOunTeg evEpYELES OO TNV VTOGTNPIKTIKY|
perétn MCL-001.

Ot coPapég avemBounteg evépyeteg mov mapatnpinOnKay mo cvyva ot perétn MCL-002 (pe
Sopopd TOLAAYIGTOV 2 TOGOGTIAI®OV HOVAS®V) 6TO GKEAOG AEVOADOUIONG GE GUYKPLOT| LE TO
OKELOG EAEYYOL MTAV:

- Ovoetepomevia (3,6%)

- [vevpovikn epPorn (3,6%)

- Awgppora (3,6%)

Ot avemBOUNTEG EVEPYELES TOV TAPATNPOVVTOL TTLO GLYVE Kol TOPOVGLAGTNKAY TTLO GLYVE GTO
OKELOG AEVAAIOOUIONG G€ GVYKPLON WE TO OKEAOG ELEYYOL ot puehétn MCL-002 ftav
ovdetepomevia (50,9%), avarpia (28,7%), ddppoia (22,8%), kénwon (21,0%), duckotmdtnta
(17,4%), mope&ia (16,8%) ko e€avOnpa (copnepthapfovopévng ahAepytkng deppatitidog)
(16,2%).

>t Meiétn MCL-002 vrnipée Guvolkd pia Leavig ovénom 6tovg Tpdwpovg (evtog 20
gBdouddmv) Bavdatovg. AcBeveic e vYNAO Poptio OYKOL KATA TNV Evapén dlatpéyovv avénuévo
Kivéuvo mpoémpov Bavdrtov, 16/81 (20%) npdmpot Bévatol 610 cKéLOG TG Aevaidouiong Kot 2/28
(7%) mpdwpor Bavartor 6to okérog eréyyov. Evtog 52 edopddwy ta avtictorya peyédn nrov 32/81
(39,5%) xa1 6/28 (21%) (BA. mapdypago 5.1).

Katd ) ddpreta tov khxkiov Oepaneiog 1, 11/81 (14%) acBeveig pe vymio goptio dykov
amocvpbnkav and T Bepaneio 610 oKEAOG TG Aevordopidng évavtt 1/28 (4%) otnv opdda
eléyyov. O kbp1loc Adyog yio T drakonn| TG Bepaneiog oe acheveig pe YNAO Poptio dyKov Katd ™
duapkela Tov KOKAOL Bepameiog 1 6To okéNog TG AeVaASOUIdNG NTaV Ol avemBOUNTEG EVEPYELECS,
7/11 (64%). To vymAod poptio dykov opicTnke G TOVAdYIGTOV o PAGPN TTov eivon > 5 cm og
oqpetpo M 3 PAaPeg mov givon > 3 cm.

Olwdec Aéupwua

To cVVOAKO TPOPIA GPALELNG TG AEVAAIOOUIONG 6€ GUVOLACUO LE PLTOVEIUAUTN o8 0oDeVEiC
pe olmdec Aéppmpo oL giye mponyovpuévas vroPindel og Bepaneia Pacileton o dedopéva
a6 294 acbeveig amd pio TUYaoTOIEVT, EAeYXOpEV LeAétn edong 3 NHL-007. Emiong,
oTOV TivaKo 5 £Xouv cuUTEPIANPOET avemBOUNTES EVEPYELEG AITO TNV VTOGTIPIKTIKY HEAETN
NHL-008.

Ot coPapég avemBounteg evépyeteg mov mapatnpnOnKay mo cvyva (pe dtapopd tovAdyiotov 1
mocootiaiog povadag) ot pehétn NHL-007 610 okéhog Aevordopiong/prtovsindunng oe
GUYKPLON LE TO OKEAOG ELKOVIKOD POPUAKOV/PLITOLEILAUTNG HTAV:

- Eumbdpetn ovdeteponevia (2,7%)

- [Mvevpovikn gppoin (2,7%)

- [vevpovia (2,7%)

>t perétn NHL-007, ot avemBounteg evépyeleg Tov TopatnpiinKoy mo Guyve 6To GKEAOG
AevadopIdN G/ PrToLELAUTNG O CUYKPLOT LLE TO GKEAOG EWKOVIKOV @apudicov/prtovéiuapnng (pe

TOVAGYLGTOV 2% LYNAOTEPT] GLYVOTNTO LETOED TOV OKEADV) NTav ovdeteponevia (58,2%),
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Sudppota (30,8%), Aevkomevia (28,8%), dvokotiidotnta (21,9%), ryog (21,9%) kot kOT®o™
(21,9%).

ITivaxkog ovemfounTmy evepyELOV

O avemBOunteg evépyetec ol omoieg mapatnpnOnkav og acbeveic mov Elafov Oepaneio pe
Aevoldopion mopatiBevTol TapaKAT® ave KaTnyopio 0pyavikod GUGTHUATOS KOl GUYVOTNTA.
Evtog k40e xatnyopiog cuxvontog eLEvIons, ol avemBOUNTES eVEPYELEG TOPOTIOEVTOL KOTA
oelpd pBivovoag coPapdtnrag. Ot cvyvotnteg kabopilovrar og: oAb cuyvéig (> 1/10), cvyvég (=
1/100 émg < 1/10), oyt cuyvég (= 1/1.000 éwg < 1/100), omdvieg (= 1/10.000 £émg < 1/1.000), ol
onavieg (< 1/10.000), un yvwotés (dev pmopovv va ektiunBovv pe Baon ta dtbéoia dedopéva).

O avemBOunteg evépyetes £xovv cupmepneOel otV KaTdAANAN KoTnyopio GTOV TUPUKATM
TVaKe GOUPOVO, LLE TNV DYNAOTEPT] GLYVOTNTO TTOV TOPATNPNONKE GE OTOLUONTOTE OO TIC KVPLES
KAMVIKES SOKES.

20vorTiKdC Tivokog yio T povobleporeia oto IIM

O axdAovbog wivakag TpokHTTEL O dESOUEVA TOV CLYKEVTPOONKAVY KaTd TN dtdpKelo LEAETOV
NAIIM c¢ acbBeveig mov éxovv vroPindei oe ASCT kai o1 omoiot Aapfdavovy Oepaneio pe
Aevoldopion cuvripnong. Ta dedopéva dev TPOGOPUOCTNKOY COLG®VO LE TN LEYOAVTEP
dupketo g Bepomeiog ota oKEAN OV TEPIEYOV AEVAAIBOUION KOl cuVE IGOY pEYpL TNV eEEMEN
NG VOOOU £VAVTL TV CKEAMV EIKOVIKOD QAPUAKOV OTIG PUCIKES HEAETEG TTOAAATAOD HUEAMULOTOG

(BA. mapdrypago 5.1).

ivakog 1. Avem@dunteg evépyeireg mov ava@épOnkav 6e KMvikég 0oKipés o acbeveic pe
morlhomtho puélopa wov Elafay Ogpomsio pe Aevaildopnion cuveipnong

Katnyopio/opyaviko cOotnua | ‘Oleg o1 avemOopnteg AvemBopnteg evépyereg Babpov
/TpoTyn®ueVog 6pog gvépyaiec/ZoyvotnTta 3-4/XvyvétnTo
AOUAEELG KOL TUPUCLTAOCELS oAb ovyvég [ToAd cuyvég
Ivevpovia®®, Aoipmén Tov Ivevpovia®?, Ovdetepomevikt
OVAOTEPOV OVOTVEVGTIKOV Aoipmén
GULGTHLLOTOG,
Ovdetepomevikn Aoipmén, 2uyvég
Bpoyyitda’®, Tpinn?, Enyoupia®®, Baktmptoapio,
Taotpeviepitido?, Aoipwén tov Tvedpova’,
[Mopapprvokornitida, Baxtnproxnm Aoipmén tov
Pwoopapvyyitida, Pwitida KATMTEPOL OVOTTVEVGTIKOD
cvotipartog, Bpoyyitdal, I'pinn’,
2uyvég Taotpeviepitda’, Epang
Aolpoén®, Ovporoinmén®”, Lwotipag’, AoipwEn®

Aolpmén Tov KatdTEPOL
OVOTTVELGTIKOD GLGTILOTOG,
Aoilpmén tov nvedpova’

Neomhdopoto Koioon, 2uyvég
KoK 0n Kon pn kKaBopropéva Mughodvondootikd cuvdpopo®”
(meprioppfavovror KOGTELS KOl

TOMITOOES)
Awrtopayss Tov arporon)tikod | [odd cuyvég [ToAbd cuyvéc
KOl TOU AEPQPIKOV GUGTINOTOG Ovdeteponevia™’, Ovdeteponevia™?, Eumdpen
Epmopetn ovdetepomevia™?, ovdetepomeviat?,
Opopponevia™, Avoupia, Opopponevio’, Avaupia,
Agvkonevia®, Agpuponevia Agvkonevia®, Agpuponevio,
2uyvEG
ITavkvttaponevio’
AwTapoyic Tov petafoiepov | Iold cuyvég 2uyvég
Ko TG Opéyne Ynoxoloupio Yrokohopio, Apuddtmon
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Abppora, Avokoradtnra,
Kotuaxo dhyog, Novtio

AwTapayés Tov VELPIKOD [ToAV cuyvéc 2uyvég
GUGTILOTOG Haparcbnoieg Kepaiadyio
2uyvec
[Teprpepikn vevpondOera?
Ayyeuokég owatapoayéc 2uyvég 2y vég
Ivevpovikn epPori®” Ev 1o BaOer prePixn
Opoppwon©?
Awrtopayés 100 avorveveTikoy | [oAd cuyvég 2uyvég
GUGTILOTOS, TOV OOpaKa Kt Byyoc Abdonvowo?
T0V pecofmpdxiov
2uyvég
Abvorvowa’, Pvdppota
Awrtopuyis 100 YooTpevtepkod | [IoA cuyvég 2uyvég

Awppou, ‘Eperog, Novrtia

A0ANQOp®V

Mn @UG0AOYIKES SOKILACTES
NTOTIKNG AELTOVPYIOG

2uyvég
"Epetoc, Alyog ve KOMOKNG
AOPG
AwTapoyis Tov Rratog Kot Tov | [odd cuyvég 2uyvég

Mn @LGIO0AOYIKEG DOKIUAGIEG
NTOTIKNG AELTOVPYIOG

KOTAGTAGELS T1|G 000V
x0pNYMoNg

Konwon, e&acévion, mopeio

AwTapayés Tov OEPRATOS KoL [ToAv cuyvéc 2uyvég
TOV VTOSOPLOV 16TOV E&GvOnpa, Enpodepuia E&avOnpa, Kvnopog
Awropoyés Tov pvookeretikod | [oAD cuyvég
GUGTILO.TOS KOL TOV 6VVOETIKOV | Muikol orocpol
1670V
2uyvég
Mvuakyio, MvookeheTikdg THvog
I'evikéc owotapayég kot oAb cuyvég 2uyvég

Konwon, e&achévion

*AvemBbunteg evépyeteg mov avapéptnkay wg cofapis og KMvikég dokég og acbeveig pe NAIIM mov £xovv vropinbdei oe ASCT
“Toyvet povo Yo Tig coPapés PuPUUKEVTIKEG avemBOunTeg evépyeteg

"B, TV TEPLYPAQT TOV EMAEYUEVOV QVETLOOUNTOV EVEPYEIDV GTNV TOPAYpapo 4.8
%Y1 tov cuvdvocpévo 0po avem@vumtav evepyeidv «Ilvevpovian nepilapfdvovtat ot axdrlovbot Tpotidpevol Opot: Bpoyyomvevpovia,
AoBddng mvevpovia, ITvevpovio amd Pneumocystis jiroveci, [Tvevpovia, Ivevpovia and kiepnciédra, IIvevpovio amd Aeylovéddia,

Tvevpovia amd pokoémiacpa, [vevpovia and Tvevpovidkokko, [vevpovia and otpentokokko, [vevpovia 1oyevig, Atatapoyn Tvedpova,

TIvevpovitda

B Y76 Tov cuvdvacpévo Opo avembuunTov evepyeldv «Enyopion tepilopBavoviat ot akdiovbot Tpotipdpevol opot: Baktnpiokm
onyopio, INYoipio and TVELHOVIOKOKKO, Itk katomAinéio, Enyoipio arnd oTapLAOKOKKO
Y Y16 tov cuvduacévo 0po avemBountov evepyetdv «Ilepipepikn vevpomddeion mephapBavovar ot akdrovbot Tpotipduevor dpot:

Teprpepcn vevpomddera, Iepipepic aroOntikn vevponddeta, IToAvvevporddeio

3 Y76 tov cuvduacpuévo 6po avemBopntav evepyeldv «Ev 1o Badet preikn Opoupmon» nepthapfavoviot ot akdAovbot TpoTipdpevoL dpot:
Ev 10 Babet prefucn Opopfwon, @poupmon, PrePucn Opoupmon

2vvortikog wivoekac yio. ) Oepareio. ovvovaouod oe Ilollamho Mvélwua

O ax6A0v00¢ Tivakag TPOKOTTEL OO SEOOUEVO TTOV CLYKEVTPOONKOV KOTA TIG LEAETEG TOAAOTAOD
pueddpatog pe Bepameio suvovacuov. Ta dedopéva dev TPOGUPHOGTIKOY GCOUP®VO LE TN
peyoAvTepn d1apkela g Bepameiog 6Ta OKEAN TOL TEPLElAV AEVOASOUION KOl GUVEXIGOV UEYPL TNV
e&EMEN ™G VOGOV EVOVTL TOL GLYKPLTIKOD GKEAOVG OTIC Paotkég LEAETEG TOAAATAOD pueAdpatog (PA.

Topaypago 5.1).

33




Hivakog 2. AvemOOunTeg evEPYELES TOL AvaQEPONKAY 68 KMVIKES peELéTES 68 0oBeveig ne
moAAoTAG puédopa Tov vrofAnOnkay og Ogpaneio pe Aevaidopnion o€ cuvovaopHl pe
optelopipmn kou ogEopuedalovn, oeanedalovn 1 peh@aravn Kol TpedviLovn

Koatnyopia/opyaviké | Okeg or avem@opnteg evépyereg/Zoyvotnta | AvemBopntes evépyeres Badpov

cvotnpo. / 3—4/Zvyvotnta

IpoTipdpevog 6pog

Aopdéaig kK o\ ouyvég 2uyvég

TAPUAGITAOCELS IMvevpovia®®, Aofpuwén tov avdtepov [MTvevpovia®®, Baxtnpakéc,
AVOTVELGTIKOD cuoThuatog’, Baktnplokéc, 10YEVEIC Kol LUKNTIOOTKEG
LOYEVELG KOl LUK TIGIKEG AOIUADEELS roaéel (cvpumeptiappavouévov
(ovumephayfavopévev TOV EVKOPLOKOY TOV EVKAPLIKOV LOUDEEDV)?,
MopdEenv)’, Pivopapuyyitda, apuyyitde, | Kuttopindal, nyaipio®,
Bpoyyitida”, Pwitida Aoipnén tov Tvevpovo®,

Bpoyyitida’, Aoipwén tov

Zuyvég QVOTTVEDGTIKOD GLOTHUATOCY,
Enyorpia®®, Aoiumén tov nveduova®, Ovporoipmén®, Eviepokoiitida
Ovporoipnén®, Mapappworormitda’ Aowddnc

Neomlaopoto Oy ovyvée 2VYVEC

Kalon0n, kako0n | Boowokvttapiko kapkivopo™’, Agppotikog | O&gio poghoyevig Asvyoupia’,

Kol pm KapKivog ek TAK®SOV KVTTApOV " MveglodvomhaoTtikd chVEpopo’,

KoBopopéva Kapkivopa déppatog and

(repriappavovrar ThaK®deg gm0

KV6TEIS KO

TOAVTOOECS) Oy ovyvég

T-Aeppoxvttapikn o&eio
Levyauuio’, Bacikokvttapikd
kapkivopo™, ZHvépopo AMong

OyKov
Awrapoayés Tov o\ cuyvég oAb cuyvég
JLPLOTTOUTIKOY KoL Ovdetepomevia™*%, Ovdetepomevio’0°,

TOV AERPLKOV
GUOTI|LOTOG

Opopforevia™*%, Avarpial,
Aloppayikn dwatopoyn’,
Agvkomevia, Agpponevia

2uyvég
Eumdpetn ovdetepomevio’,
[Movkvtraponevio’

Oy ouyvég
Ayolvor, AvTodvooT) OUOAVTIKN

avoipio, AYHLOAVTIKY ovatpio

Opopforevia™* Y, Avauio,
Agvkomevia, Agpponevia

2VyVEC

Eumdpetn ovdetepomevio’,
IMovkvttaponevio’, AyoAvTiky
avaipio

Oy ovyvég
Yrepnnrtwotta, Awtapayr 6ty
TEN ToL aiOITOC

AloTopoayég Tov Oy ovyvéc

UVOGOTOTIKOV Yrepevarsnoio”

GULOTINOTOS

Awrapayés Tov 2uyvég

EVOOKPLVIKOV YnoBupeoetdiopdg

GUGTILOTOS

Awrapayég Tov [oA¥ cuyvég 2uyvég

petapforiopov Kai
™G Opymg

Yrokahopio®?, Yrepylvkaio,
Yroyhlokoupio, YracBeotioapio?,
Yrovatplopio?, Apuddtoon®,
Mewwpévn 6peEn®, Zopatikd Bapog
LELOEVO

2VyVEC
Yropayvnowopio, Yrepovpryopia,

Yrokahopio®?®, Yrepylvkaio,
YrooBeotionpio’, Takyapddng
dpime’, Yropmopatoupio,
Yrovorpraupia’, Yrepovpryoupia,
Ovpixn apBpitida, ApvddTmon®,
Mewwuévn 6peEn®, Zopatiko Bapog
LELOLEVO
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YrepaoPeotiotio”

Yoyorpikés oAb cuyvéc ZuyvEg
Swurapayég KatéOiwym, Avnvia Katdbhym, Admvia
Oy ovyvég
ATOAELD TNG YEVETHOLOG OPUNG
Awrapayég Tov oAb cuyvéc oA cuyvég
VEVPIKOD [Meprpepikés vevpomadeiec®, Iepipepikéc vevpornaberec™
GUGTILOTOS MopocOnoio, (&A%, Tpopog,
Avoyevoia, Kepaiaiyio 2uyvég
Ayyelaxd eyKe@oAKo
Zuyvég ene1c0610°, ZaAn®, Zvykomn®,
Ara&io, Awrapayn wopporiag, Tvykom®, | Nevpalkyio
Nevparyia, AvcaicOnoio
Oy ouyvéc
Evdoxpaviaxn apoppayio”,
[Mopodikod oyopiKd enelcdo1o,
Eyxepolikn oyoupio
Op0aipkég oAb cuyvéc ZUyvEG
owutapayég Koatappdxtng, @aunrn dpaon Kartappdring
2uyvEg Oy ovyvég
Mewopévn ontikn o&otnta Toprwon
Awtapayés Tov 2uyvEg
®TOS KUL TOV Kooewon (coumeptrappovopévng
Aafopivlov vroaxoiag), Eppoéc
Kaporakég 2uyvég 2uyvég
darapayis KoAmucr poppopuyi®®, "Eu@paypo. Tov pookapdiov
Bpadvkapdio (ovumephappovopévon Tov
0&£00)™, Kohmikn pappoapoyn®®,
Oy cuyvég FUUPOPNTIKY KAPSIOKN
AppuBuia, Ttapatetapévo drdotnua QT, averapkewa’, Toyvkapdia,
KoAmikog mrepuyiopdc, Extokteg kothakég | Kopdioxn avendpreta®®,
GLGTOAEG Ioyoupia Tov pookapdiov®
Ayyawokég IToAb cuyvég IToAd cuyvég
dwotapayss DArefid Opoppoeporikd encicodia’, DArefka OpopPoepforikd

Kuplog ev 1o Paber pAefikn OpopuPmon kot
TVELHOVIKT PO MY, Yrotaon®

2uyvég
Ynréprtaon, Exydpoon”

gnecoda”, Kuping ev o Padet
oAefcn BpouPmon Kot
TVELHOVIKT euforf o0

2uyvég
Ayyetitido, Ynotaon®, Yréptaon

Oy ovuyvéc

Loyonpia, [Tepipepikn woyonpia,
BOpouPmon evéokpaviokov
@AefmdOOVE KOATOV
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Awtapayés Tov
OVOTTVEVGTIKOV
GUGTILOTOS, TOV

IToAb cuyvég
Avomvoln®®, Enictaén”, Bryog

2uyvég
Avoamvevotiky Suoyépera’,
Abvonvora®®, TThevpitikog movoc®,

0dpuxa Kat Tov Zuyvég Ynro&io®

nEG0HMPaKIOD Avcowvia

Awrtopayég Tov IToAb cuyvég 2uyvec

YOGTPEVTEPIKOD Aappo1®®®, Avekotdtnra’, Kotkiokod Awlopparyic. TOV YOOTPEVTIEPIKOD

dAyoc®™, Navtio, Epetoc®, Avoreyia,
Enpootopio, topatitido

2uyvég

Aoppoaryic. TOV YOOTPEVTEPIKOD COANVA
(ovumepriappavopévng apoppayiog Tov
0pB0o?, apoppoidtkng apoppoyiag,
aLoppayiog TETTIKOD EAKOVG KOl
ovhoppoyiag)™®, Avepayio

oMV AToppatn Tov AerTon
evtépou®, Adppora®,
Avckotudtnro’, Kookod dhyoc®,
Nawrio, Eugroc®

Oy ovyvéc
KoAitida, ®Aeypovi) Tov TVEA0D
Awtapayés Tov IToM cuyvég 2uyvég

NTOTOS KOL TOV
AOANQOpOV §

Apwvotpavoepio g aAovivng
avénuévn, AcmapTikn
apvotpaveeepdon avénuévn

2uyvéC

Hratoxvtrapn PAGRNY°, Mn
QLO10AOYIKEG SOKLULOGIEG NTATIKNG
Aertovpyiac®, YrepyorepvOpvarpio

Xoiootoon®, Hratoto&kota,
Hroatoxvtrapikny PAGRN,
Apvotpovopepdo Tng ahovivig
avénuévn, Mn eucloAoyIKég
dokipacies nrotikhg Aettovpyiag®

Oy ouyvé
Hratum avendpreio”

Oy1 ouyvéc

Hmnotwkn avendpkeo”
Awtapayés Tov oAb cuyvég 2uyvég
dépproTog Ko Tov E&avOnuata®®, Kynopdg Eéovoqpora®
VT030PLOV 16TOV

Zuyvég Oyt cuyvég

Kvidwon, Yrepdpwoia, Enpodeppia,
Yrépypwon dépuarog, Exlepa, Epbonua

Oyt ouyvéc

DoppoxevtiKo eEdvinpa pe
NOGIVOPIAIN KOl GUGTNIOTIKG,
copmtdpato®®, AvexpOUUTIoHOG
déppotog, Avtidopaon eotogvarcnaciog

Doppokevtikd eEavinpa e
NOGWOPIAIQ KOl GUGTNUATIKA
ocvpmtdpoto’

Awtapayés Tov
HVOCKELETIKOD
GUGTILATOS KUL TOV
GUVOETIKOV 16700

[ToAb cuyvég

Muikn advvopuio®, Mvikoi oracpoi,
Ootikdg movoc®, Tlovog ko dvcavetio Tov
LLDOGKEAETIKOD GLUGTNLOTOG KOl TOV
GVVOETIKOD 16TOV (cupmepIAapBovouévng
™mg ooeuaiyiac®®®), Alyoc dkpov,
Mvoohyio, ApOpodyia®

ZVYVES
Adykwon apbpmonc

2uyvEg

Muikn advvapia®, Ootikdg
novoc®, TIovog kat Svcave&io Tov
LDOGKEAETIKOD GLGTNATOG KOl
TOL GUVOETIKOD 16TOV
(ovumeprrappavopévne g
06LoAyiag®®?)

Oy ouyvég
Adykwon apbpmong
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Awtapayés Tov
VEQPAV KL TOV
0VPOPOP®V 06OV

IIoAb cuyvég

Neppikn avendprelo
(ovumepriappavopévne g
o&eiog)®%

ZVYVES
Ayatovpia”, Kataxpdtnon ovpwv,
Axpartela oOpav

Oy ovyvéc
Eriktnto cdvdpopo Fanconi

Oy ovyvég
Nékpwon veppik®dv cOANVApimV

Awtapayés Tov
OVOTOPAYOYIKOV
GUGTILOTOS KUL TOV
LOOTOV

2uyvég
ZTUTIKN SLGAELTOVPYIN

Fevikég owrapoyés | Ioid ovyvég oAV cuyvéc
Kot katootdoeg ™g | Komoon™, Oiénuo (cvpmepiiappavousvov | Kémwon™*®
0000 1OPNYNONS nepLpeptcod o1dnpotoc), Mupeéia’®,
E&acBévion, I'pumddong cvuvdpoun 2uyveég
(ovumepraappdvovror mopeia, Prixag, Meprpepcd oidnua, mope&ia’®,
pookyio, LLooKeAETIKO dAYOC, KEQaAolyio egocBévion
Kot piyn)
Zoyvég
Oupokikd dhyoc””, ARBapyoc
Hapaxiwvikéc oM cuyvég
eetdosig Avénpévn oAKoAKn eooeatdon oipatog
2uyvég
C-avtdpdoa mpoteivn avénuévn
Kakaoeig, 2uyvég
IninInpracsg Ko [Mtoon, pororeg®
EMUTAOKEG
OepamevTIKAOV
AELPLGUAV

® AvemBvunteg evépyeieg mov avapépnkay og cofopéc oe kKMvikég Sokiég oe acBeveic e NATIM mov siyav AdPet Aevoldopion oe

cuvdvacpd pe Poptelopipan ko de&apedalovn

APA. mapdypopo 4.8 Teptypapn EMAEYHEVOV AVETIOOUNTOV EVEPYELOV
AvemBounteg evépyeleg mov avapépOnkav mg coPapis oe KAMVIKEG dokpég og aobeveis e mOALaTAO poédopo Tov

vropAnonkav oe Bepancia e Aevaridopion o cvvovacud pe defapebalovn 1 pehpardvn Kot TpedviCovn

+ Ioy0el HOvo Y10 TIG GOPaPEG PUPLUKEVTIKEG OVETIOVUNTEG EVEPYELEG

* AgppaTikog Kapkivog ek TAAK®MSMV KUTTApmV avapépbnke oe KAMVIKEG SOKIES o€ aoDeVeig e puéAmpLo Tov elyav

nponyoupéEvms vtoPAndel o Bepameia pe Aevatidopidn/de€apedaldvn og cOYKPLoN LE TOVG LAPTVPES

** Kapkivopo 0éppatog amd TAaKk®@deg ETONA0 avapéptnke o€ KAWVIKN doKyn o€ acbeveis pe veodiayvoohév poélopo tov

vroPANOnkav ce Oepaneio pe Aevadopidn/de&apedalovn oe GUYKPLON HE TOVG HAPTVPES

2vvortikoc mwivakac yio. ) uovobepareio

O1 ak6A0VO0L TIVOKES TPOKVTTOVV ATtO OEGOUEVO TTOV CLYKEVIPOONKAV KATA TG KOPLEG LEAETEG TN
povoBepameio Yo LOEAOSVOTANCTIKE GUVOPOLLO KO AEUPMLLL OO KOTTOPO TOV LavO .

MMivakag 3. AvemOounteg evépyeieg mov avapépOnkav oe KMvikEg 00KIPES o€ acleveic pe
VELOOVGTAUGTIKG cUVOpora 1oV VoA Onkay o€ Ogpaneio pe Aevaidopion#

Katnyopio/opyaviko ‘Okeg ov avemOBvunTeg AvemOopnteg evépyeles BaOpod
cveTnpo/ gvépyereg/Zoyvotnra 3—4/Zvoyvotnta
Ipotip®pevog 6pog
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AoypdEerg ko IIoAb cuyvég IToA¥ cuyvég
TUPUGITAOGEL Boxtnpuokég, 10yeveig Ivevpovia®
KOl LUK TIOOTKES
AOUDEELS 2uyvég
(ovumepriappavopévev Bakmnprokéc, oyeveic kot
TOV EVKOLPLOKMV LUKNTIOOIKES AOUDEELS
rouméewv)? (ovumeprrappavouévmv Tov
EVKOPLOKDOV AoUdEEDV)?,
Bpoyyitida
Awropayég Tov [ToA ovyvég oAb cuyvég

JLLOTTOUTIKOD KOl TOV
AERPIKOV GUGTNOTOS

r A ;A
@poppomevia ’, Ovdetepomevia
Agvkomnevia

Opopponevia™’, Ovdsteponevia™
Agvkomevia

<

b

2uyvég
Epmdpetn ovdetepomevia™?
Awtapayig Tov [ToAb cuyvég
EVOOKPIVIKOD 6VGTNATOS | YmoBupeoediopdg
Awrtopaysg Tov oAb cuyvég ZUyvEg
petofoiropov kKo Meiopévn 6peén Ynepyivkoapiol,

™S Opéymg

2uyvég
Yreppoptmon 61d1pov, ZOUATIKO
Bapoc petmpévo

Mewwpévn 6peén

Yoyotpukég dratapayés 2uyvég
MetaBoAn tng S160eonc®
AWTapay£s TOV VELPIKOD IToA cuyvég
GUGTI|LOTOG Zén, Keporokyio
Zoyvég
[MapoicOncia
Kapowakéc dwatapayés 2uyvég
O&D éuppoaypa Tov pookapdiovn™?,
KoAmikr popuopuyf®, Kapdaxh
avendprelo’
Ayyewokég drotapayés 2uyvég 2uyvég

Yréptaon, Ajdtopa

DArePucd Opoppospforikd
enecO010, KLping ev T Padet
QAePn BpduPmon kot
TVELUOVIKT EUPOARN

AwTapayés Tov IToAd cuyvég

OVOTTVEVOGTIKOV Enictatn”

GUGTI|LOTOS, TOV ODpaKa

K0l TOV necofmpaxKiov

Awtopaysg Tov oAb cuyvég ZUyVEG

YOGTPEVIEPIKOD

Atdppota’, Kothakod dhyog
(cvumepriappavouévov dlyovg dvo
KOUMOKNG y®pag), Navtia, ‘Epetog,
Avckotmdta

Awippota’, vavtio, odoviadyia

2uyvég
Enpootopia, Avomeyia
AwTapayig ToV TOTOG 2uyvég 2uyvég

KOL TOV L0 QOpV

Mn guctoroyikég dokyaoieg
NTATIKNG AerTovpyiog

Mn @UGOAOYIKES SOKILAGTES
NTATIKNG Aertovpyiog

Awtapayég Tov
0£PIATOG KAl TOV
VT0O0PLOV LGTOV

[ToA cuyvég
E&avOnpoata, Enpodepuia, Kymopde

ZVYVES
E&avOnpata, Kynopog
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0epamEVTIKQOV YEIPLOPOV

Awtapayés Tov oM cuyvég 2uyvég
JPVOGKELETIKOD Mvikoi onoacpoi, Mvookeletikd Ocopuaiyia®
GUGTI|LOTOS KO TOV dlyog (cupmeprlapfovouévav
GUVOETIKOV 16700 oc@uaiyiog® kot GAyoug Gkpov),

ApOBparyio, Mualyia
Awtapayéis Tov Zuyvég
VEQPOV KUL TOV Neppiky averdpketo’
0VPOPOPOV 00V
Ievikéc dwaTapayég Ko IToAd cuyvég Zuyvég
KOTAGTAGELS TG 000V Koénwon, [epipepicd oidnua, IMopetia
xopfynong I'pddng cuvdpop

(ovumeprrappavopévov mopeéiog,

Byxa, eapuyyitidog, poodyiag,

LLWOGKEAETIKOV AAYOUC, KEQUAOAYIOGC)
Kak®ogig, onintnpraoceig 2uyvég
KO EMTAOKEG [Ttoon

BA. mapdypopo 4.8 TEptypapn EMAEYHEVOV AVETIOOUNTOV EVEPYELDOV
°AvemOvUNTES EVEPYEIES OV aVaPEPONKOY ®C GOPOPEG 58 KAVIKES SOKIUES DELOSVOTAUCTIKGOV GUVIPOLMV

“H petapoin tng d1dbeong avapéphnke og cuyvi coPoph avembouuntn evépysia ot HEAET phong 3 LUEAOSVOTANGTIKOV GUVEPOL®V.
Aev avoeépnke og avemBount evépyeio Babpov 3 1 4
AlyopOpog mov e@appdletar dote vo cupmepting@dodv otnv IIXTII: Oheg ot AE mov eMjpOncav and tov akydpiOpo g perlétng pdong
3 ovunepiropBavovtor oty IIXIT g EE. INo avtég 1ig AE, die&nydn évag tpdcbetog Eeyyog g cvyvotntag tov AE mov ekgbncay
omd Tov adyoplOpo g peAETng edong 2 kat, o€ mepintmon mov 1 cvyvotnta tov AE ot pehétn edong 2 frav vynidtepn omd avti
ot perét edong 3, to supufav copmeptrappavotav oty IIXIT g EE 6t cuyvoémta mov topovcialdtav ot perkétn eaong 2.
#ALYOPIOLLOG TTOV EQAPUOGTNKE Y10t TO LVEAOSVOTAAGTIKG GOVOPOLLOL:

- Melétn dong 3 HuehodVOTAACTIKOV GUVIPOU®Y (STAL TVPAOS TANBLGUOG aoaAELaS, Stapopd petald 5/10 mg
AEVOASOLIONG KO EKOVIKOD POPUAKOV antd TO S0GOLOYIKO GyNpa EVapENG TOV TUPOVGLALETAL GE TOVAGYIGTOV 2 GTOHOL)
o Olgg ot avemBopunteg evépyeteg opethopeves otn Oepaneio pe > 5% tov atdpmy vro Bepaneio e
AevoAdopion kot tovAdyiotov 2% d0popd 610 T0c00TO HETAED AevalSOpIdNg Kot EIKOVIKOD QappaKov
o Olgg ot avembounteg evépyeteg opetldpeveg ot Oepaneio Babpod 3 1 4 610 1% t0v atdpmv vrd
Oepameio pe Aevaidopion kat tovddyiotov 1% Srapopd 610 T0600To peTadh Aevalidopidng kat
EIKOVIKOV QOPULAKOV
o Oleg ot coPapig avemBounteg evépyeleg opehdpeves ot Bepancia 6o 1% tovV atdpmv vTod
Oepameio pe Aevatidopidn kot tovAdyiotov 1% Stapopd 610 T0600TO peTad Aevatdopiong Kot
EIKOVIKOV PUPLAKOV
- Melétn eaong 2 pueLOSVGTAAGTIKOV GUVIPOLDV
o Oleg ot avemBOunTeg evépyeleg o@ethopeves otn Oepameio pe > 5% tmv atépOV Tov VITOPARONKAY GE
Oepaneio pe Aevodopuidn
o Oleg ot avemBdunteg evépyeteg opelopeves ot Bepaneio Babpov 3 1 4 oto 1% t0v atdopev tov
vroPANOnKkav oe Bepomeia pe Aevalidopidn
o  Oleg ot coPopég avembounteg evépyeieg opelopeveg otn Bepameio 6To 1% TOV 0TOU®V TOV
vroPAnOnkav og Bepomeio pe Aevolidopidn

Mivakog 4. AvemBOunteg evépysies mov ava@EpOnkayv og kKMvikég dokipués o€ acBeveig pe
ApQope amé KOTTOPE T0V povove Tov vrofindnkay cg Ospameio pe Aevaloopion

TAPOCITMOOELG

Baxtnpuokég, 1oyeveic kot
LUKNTIOOIKEG AOUMEELG
(ovumeptrappavopévov Tov
EUKAPLAKOV AotpdEemv)’,

Katmnyopia/opyaviko ‘Olegg ov avemOopnreg AvemO@opnreg evépyereg BaOpov
ovotnpo / Iipotipdpevog | gvépyeteg/Zoyvotnro 3—4/ZvyvotrTa

o6pog

Aopderg ko ITolb cuyvég 2uyvéC

Boaxmnplakéc, 1oyevei ko
LUKNTIOOIKEG AOUMEELG
(ovumepiappavopévov Tov
guKoPloKdY AoumEenv)?,

KoK 0n ko pn
KaBopopéva
(meprrioppavovran
KVUGTELS KL TOMDTOOES)

Avtidpaor avalondipoong 6yKov

Pwogopvyyitida, TTvevpovia’ Ivevpovia’
2uyvég
ITopapprvokoAmitidn

Neomhdoporto Koronomn, 2uyvég Zuyvég

Avtidpaor avalomdpwong dyKov,
AgpPoTIKOS KOPKIVOG EK TAAKOOMV
KUTTap@v P, BooiKoKLTTapIKO
Kkopkivopa™?
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Awtapayés Tov
JLLOTTOTIKOD KOl TOV
AERPIKOV GVGTINOTOS

ITolb cuyvég
Opopponevia”, Ovdetepomevio™,
Agvkonevio®, Avauio®

Zuyvég
Epmdpetn ovdetepomevio™®

IToA cuyvég
Opopponevia”, Ovdetepomevia™?,
Avapio®

2uyvéc
Epmdpetn ovdetepomeviat?,
Agvkonevia’

AwoTapayés Tov [ToAd cuyvég Zuyvég
RETOPOMOPOD KO TNG Meiopévn 6peén, Zopatiko Bapog Aguddtoon °, Yrovatplapia,
0péyng pelopévo, YrokaAtopio YrooBeotiotio
2uyvéc
Auddroon’
Yoypotpukég owtapayés | Zuyvég
Avnvia
Awrtapoyég Tov veupikoy | Xuyvég Zuyvég

GULOTI|LOTOS

Avoyeveia, Keporodyia, [Teprpepikn
vevpomdfeilo

Ieprpepixn asbnTiKn vevponddeta,
AnBapyog

Awtapayéc Tov MTOG KoL | ZuyvEg
70V Aapopiviov Tayyog
Kapowakéc dwatapayés Zuyvég
‘Epepaypoe tov pookapdiov
(cvumepthapBavopévov oEog)™?,
Kopdiokn averdpreio
Ayyelokéc SratTapayég 2uyvég Zuyvég
Ynotaon’ Ev to Badet prePixh Opoppmon®,
TVELHOVIKT] euPoAR™, vroToon®
Awtapayés Tov [MoAd cuyvég Zuyvég
UVOUTTVEVGTIKOD Abonvowa® Abonvoa®
GUGTILOTOS, TOV OpuKa
Kl TOV pecofmpdaxiov
Awrtopayég Tov IIoAb cuyvég 2uyvéc
YOUGTPEVTEPLKOD Aappora’®, Navtio?, Epetoc®, Aappora’, Kook diyoc?,
Avckotmdta Avckotmdtto
Zuyvég
Kotokd dhyoc®
Awtapoyig tov déppatog | ITold cuyvég Zuyvéc
KoL Tov v7todéplov wetod | ESavOnpoarta (copnepirapPavouévng E&avOnuata
alepyikng depuartitidog), Kvnoudg
2uyvég
Nvoktepvoi 10paTeG, Enpodeppio
Awtapayés Tov oA cuyvég 2uyvég
HVOCKELETIKOD Mvikoi ortaopoi, Ocpuodyio Oocguodyia, Mvikn advvouia’,

GUGTILOTOS KUL TOV
GUVOETIKOV 16TOV

Zuyvég
ApBpadyia, Alkyog dipov, Muikn
advvopia’

ApBpadyio, Alkyog drpov

AWTapayis TOV vEPPOV
KUl TOV 00POPOP®V 00DV

2uyvég
Negpikn avendpketo’
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2uyvéc
Mupseéia’, eéacbévion’, kdmmon

IMoAd cuyvég

Konwon, e&acévion’, Ilepripepixod
oidnua, I'purrddng cuvdpopn
(cvpmeprapfavouévav mope&iocd,
Prixa)

Ievikég dwotapayég Kot
KATOOTAGELS TNG 000V
xopiynong

Zuyvég
Piyn

ABA. Tapdypapo 4.8 TepLypapn ETAEYUEVOV OVETIOOUNTOV EVEPYELDV
®AvemBOUNTES EVEPYEIES OV AVaPEPONKOY G GOPOPEG O KAVIKES SOKIES AEUPDUATOG OO KOTTAPO, TOV
povdva. AlyoptOpog mov EQapprOGTNKE Y10 TO AEUPOUO 0O KOTTOPA TOV HovODOL:
- E)eyyopevn pedétn eaong 2 Aepdpotog amd kOTTapo Tov pavdvao
o Oleg ot avemBounteg evépyeleg opelopeves ot Oepameia pe > 5% 1@V 0TOU®V 6TO GKEAOG TNG
Aevaldopidng kot TovAdyiotov 2% d1apopd 610 T0606TO peTadd Tov okéAovg Aevalidopidng kot Tov
oKkéhoVg ELEYYOV
o Oleg ot avemBounteg evépyeteg opeldpeves ot Bepomeio Babpov 3 1 4 oe > 1% tov atdpov 610
okéLog TG Aevalidopidng kat tovidyiotov 1,0% Srapopd 610 106061 peTaéd Tov GKEAOVG
AevoAdopidng kot Tov okEAOLG ELEYXOL
o Oleg ot coPapéc avembounteg evépyeteg opethopeves ot Bepancia oe > 1% TtV atOU®OV 6T0 GKEAOG
™G Aevardopidng kat TovAdyiotov 1,0% dtapopd 610 106001 peTadd Tov okéAovg Aevodouidng kot
OV oKEAOVG EAEYYOV
- Movob okéhovg HELETN PAoNG 2 AERPOUATOG 0O KOTTOP TOV LoV
o Oleg ot avemBounteg evépyeieg opeidpeves ot Bepamneia pe > 5% tov atdopumv
o Oleg ot avemBounteg evépyeteg opeldpeves ot Bepomeio Babpov 3 1 4 nov avapépbnkav oe 2 | mepiocdTepa
dropa
o Oleg ot ZoPopéc avemBopunteg evEpyeieg opelopeveg otn Bepameia mov avapipdnkoy og 2 1| TEPIGOOTEPQ GATOMA

20VORTIKOC TivoKog yio T Bepameio cvvivaouod oe OA

O axdAov00¢ Tivakag TPOKVTTEL OO EGOUEVO TTOV CLYKEVTPOONKOY KOTA TIG KUPLEG LEAETEG
(NHL- 007 ko1 NHL-008) 6mov ypnoipomomOnke Aevaildopidn 6 cuvOLaGHO [E PLTOLEILALT
v acBevelg pe olmdeg AEppmLa.

Mivakag 5: AvemBOunteg evépyeieg mov ava@épOnkay e KMvikéc doKipués o acOeveic pe

0l®dgg Aéppopa, mov Ehafav Ogpaneio pe Aevaldopion og cuvovaoud pne prroviipuapunn
Katnyopio/opyaviko ‘Okeg o1 avemBounteg AvemOopnteg evépyeles BaOpod
ovotnuo / gvépyareg/Toyvotnta 3—4/Zvyvomta
Ipotinopevog 6pog
AoudEeg km IToA0 cuyvéc Zuyvég
TOPUCITAOGCELS Aolp®én Tov avATEPOL Ivevpovia®, Tnyopia®, Aoiumén Tov
OVOTTVEVGTIKOD GUGTILLOTOG nvevpova, Bpoyyitda,
laotpeviepitida,
2uyvég MopapprvokoAnitida, Ovporoipwén,
Ivevpovia®, Tpimn, Bpoyyitida, Kvtrapitda®
IMapoappivokodmitida, Ovporoipnmén
Neomraopota IToA0 cuyvéc Zuyvég
KoAoM 01, koko6n Avalomopwon dykov” Bactkokvtroptkd kapkivopo
Kol pun kefopopéva
(repriappavovran 2uyvég
KUOTELS KL Kopxivopa 6£ppotog amd mAhaKmoes
TOAOT00£C) gm0
Awropayég Tov oAb cuyvég oAb cuyvég
apomom koY kar tov | Ovdetepomevia™’, Avoupiol, Ovdetepomevio’
Lep@ikod cvetipatog | Opopforevia”, Agvkonevia™
Agugpomnevio™ Soyvég
Avorpio®, ®popponevia®, Eumdpetn
ovdeteponevia ®, Tlavkuttoponevia,
Aevkonevia™, Asugomevio™™”
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Awtapayég Tov
petafoiropod Kot g
Opiyng

IToA0 cuyvég
Meiopévn 6peén, Yrnokaiouio

2uyvég
Yropwopatapio, Apuddtwon

2uyvec

Agvdarwon, YrepacBeotioupial,
Yrokohoic, Yroemoeataipio,
Yrepovpryorpio

Yoyotpikéc 2uyvEg
owatapayég Kotabhym, Admvia
Awtapayés Tov oAb cuyvég 2uyvég
VEVPLKOV CUGTILOTOS Keparadyio, Zain 2uyKom
2y Ve
[eprpepikn aeOnTIKY vevpomddela,
Avcyevcia
Kapowkéc owarapayés | Oy ovyvég
AppoOuia®
Ayyswokéc dwaropayéc | Zuyvég 2uyvég
Ymrdraon Ivevpovikh euforq™?, Yrdtaon
Awtapayig Tov oAb cuyvég 2uyvég
AVOTTVEVGTIKOD Abvorvora®, Biixog Abonvora’
GUOTILATOG, TOV
0opoka Kol Tov 2uyvég
neco0®pPaKIov Akyog otopato@apuyya, Avcewvia
Awtopayig Tov oAb cuyvég 2UyVEC
YUGTPEVTEPLKOV Kothakd dhyoc °, Awgppotoa, Kothakd Ghyoc®, Awdppora,
Avckomodmra, Navtia, AvckotMmotnTo, ZTopaTiTidn
"Epetog, Avoneyia
ZVYVES
Akyog Gve KOWAOKNG XDOPOC,
Ytopotitida, EnpocTopio
Awtapayég Tov o\ cuyvég 2uyvég

O£PIOTOG KOl TOV
VT030PLOV 16TOV

E&avOnpa”, Kvnopog

2uyvég
Enpodeppia, Noktepvol 1dpdTeC,
Ep0Onpa

E&avOnua”, Kvnouog

Awtapayig Tov
LVOOCKEAETIKOV
GUOTNLOTOS KOl TOV
GUVOETIKOD 16TOV

oAb cuyvég
Mvikoi oracpoi, Ocpuaiyia,
ApBpodyia

2uyveég

Alyog dpov, Mvuikr advvaytia,
MvookereTikd dAyog, Muakyia,
Avyevaiyia

2uyvEg
Mvikn advvapio, Avyevaiyia

Awtapayés TOV
VEQPAOV KL TOV
0VPOPOPOY 06DV

2uyvég
Oéeia veppucn) PAAPR°

Ievikég drotTapoayés Ko
KOTOGTAGELS TI|G 000V

xopnynong

IToA0 cuyvég
IMvpeia, Konwon, EEacbévion,
[Teprpepucd oldnpa

2uyvEg
Koxovyia, Piyn

2uyvég
Konwon, E&uocBévion
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o\ cuyvég
Avénuévn apvotpaveeepdon e
alavivng

Hopaxivikég
ekeTaoelg

4

2uyvég
Zopatiko Papog petwpévo, yolepodpivn

aipotog avénuévn

BA. mapdypopo 4.8 Teptypapn EMAEYHEVOV AVETIOOUNTOV EVEPYELOV
Adyop1Opog mov eQaprOSTNKE Y10 TO 0LMIES AEPPmLLOL:
EAeyyopevn dokun eaong 3:
- AvemBounteg evépyeteg oe NHL-007 - Okeg o1 avemBounteg evépyeteg opeddpeves ot Bepameio pe > 5,0% tov atdpOV 6TO
6KELOG Aevaldopidng/prrovéudumng kot tovidytotov 2,0% vymiodtepn cvyvomra (%) oto okélog Aevaiidouiong oe
G0YKPLoN HE TO GKEAOG EAEYYOL - (TANOLGHOG AoPALELOG)
- AvemBounteg evépyeteg Babpov ¥ e NHL-007 — OAeg ot Babpov 3 1} 4 avemBounteg evépyeteg opeidopeveg otn Oepomeio
ue Tovddytotov 1,0% tov atdpmv 610 okéLog Aevatidopidng/prrovéaunng kot tovAdyiotov 1,0% vyniotepn coyvotto
670 0KELOG Aevoldopidng oe chykpion e T0 okELog eLEYoV - (TANBVOHOG aoPAAELG)
- YoBapég avembounteg evépyeieg o€ NHL-007 - Okeg ot coPapés avembounteg evépyeteg opethopeves ot Oepaneio pe
Tovkdyiotov 1,0% tov atdpmv 6to okéAog Aevaldopidng/prrovéuaunng kot tovidyiotov 1,0% vynidtepn cuyvotta 6o
GKELOG AEVOAMSOUION G/ PLITOVELAUTNG GE GUYKPLON LE TO GKELOG EAEYYXOL - (TANOLOUOG AoPAAELNG)
Aokyn gvog okéhovg, pdong 3 yo to OA:
- AvemBdunteg evépyeteg o NHL-008 - Odeg ot avembopunteg evépyeteg opethdpeveg ot Oepaneio pe > 5,0% tov atopov
- Avembounteg evépyeteg Babpov 3/4 NHL-008 - Oleg ot BoBpob 3/4 avemBounteg evépyeteg opeidopieveg otn Bepameio mov
avogépbnkav e > 1,0% tov atdpwnv
- YoBapég avembounteg evépyeteg oe NHL-008 - Oleg ot coPopés avembounteg evépyeieg opethdpeveg ot Bepaneio mov
avapépnkav o > 1,0% tov atdpmv
QAvemBOUNTES EVEPYELEG TOV OVAPEPONKOY MG GOPUPEG GE KAVIKES SOKLUEG Yo TO 0LMdOEG AEppmpLal
Toybdet povo ya TG oPapés PUPUAKEVTIKEG AVETIOVUNTES EVEPYELES
*Yn6 tov 6po «EEavOnpo» mepthappdavovtot ot Tpotindpevot opot eEavOnpo kot eEavOnpa knidofratidddeg
**Y76 tov Opo «Agvkonevioy nepLapAvovTal ot TPOTIUMUEVOL OPOL AEVKOTEVID. Kot aptOUOG AEVKOKVTTAP®V HEOUEVOS
*F*EY 6 ToV 0po «Agppomevion TEPIAAUPAVOVTOL Ol TPOTILMAHEVOL OPOL AEUPOTTEVIR KOl AplOOS AEUPOKVTTAP®OV UELOHEVOG

2VVOTRTIKOC TIVAKAC TWV QVETIOOUNTWY EVERYELDY LETC THY KDKAOQOPIO. oTHY 0Y0p4,

Emmléov tov mopamdve avemBountev evepyeidv mov Samotminkay omd Tic Pactkés KAVIKES
dokég, o axdAovBog mivakag TPokHNTEL nd dEdOUEVA TOV GLYKEVTPMONKAY 0md cToLyEln LETH
™V KukAo@opio 6TnV ayopd.

Mivakag 6. AvemOOunTeg evépyeies mov avaEpOnkay Katd T (prion HETA TV KVKAOQOpia
oty ayopd o€ aceveic mov vrofAOnkay og Ogpomeio pe Aevardoopnion

Katnyopio/opyaviko ‘Okeg ov avemBOunTeg AvemOopnteg evépyereg
ovoTnua / gvépyeleg/Zoyvotra BaOpov 3—4/Zvyvétyra
IIpotipduevog 6pog
Aolp@dEeLg Kot Mn yvootég Mn yvootég
TUPUCITOCELS loyeveic hodéerg, loyeveic Aopaéers,
GUUTEPTAOUPAVOUEVIG TNG GUUTEPLAUPOVOUEVIG TNG
EMOVEVEPYOTOIN GG TOL 10V TOV EPANTAL | EMAVEVEPYOTOINGTG TOV 10V TOV
{owotpo ko TG nratitidog B épmnta Lootpa Kot g
nratitidoc B
Neomhdopara LTOVIES
KoAon 01, Kok 0N ko 2Hvdpopo Avorg OyKov
un kaBopropéva
(meprioppavovran
KUOTELS KO TOADTOOES)
Awtapayés Tov Mn yvootég
OHOTOMTIKOD KOl TOV | Emiktntn apopiria
AENPIKOV GUGTIIOTOS
Awropayég Tov Xmhvieg 2TAVIEG
UVOGOTOLTIKOD Avaguiaxtikn avtidpaon” Avaguiaxtikng avtidpaon”
GUGTI|LOTOG
Mn yvootég
Amoppryn LocyeOHOTOC GUUTOYOVS
opydvov
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Awrapayés Tov Zuyvég

EVOOKPLVIKOV Yrepbupeoedopdg

GUGTILOTOS

AwTapayés Tov Oy ovyvéc Xnavieg

UVOUTVEVOTIKOV IIvevpovikn véptaon [Tvevpovikn véptacn

GUGTILO.TOS, TOV

0dpaka Ko TOV Mn yvootég

pecofmpdxiov Adpeon mvevpovitida

AwTapayés Tov Mn yvootég

YAGTPEVTEPLKOD Moaykpeatitida, AdTpnon tov
YOGTPEVTEPIKOD COAN VA
(ovumepthappoavorévev
SOTPCEDV EKKOATMUOTOC,
EVIEPOL KOl TOYE0G EVTEPOL)™

Awrtapayég Tov NTeTos | Mn yvootég Mn yvootég

KOl TOV J0MPOp®V Oé&ela nrotikn| avemdpreln”, To&wn O&ela nratikn avendprea”,

nratitdo”, Kvttapohvtikn nratitde”, | To&wn nratitdo
Xolootatikn nratitida”, Mkt
KUTTOPOAVTIKT/YOAOGTOTIKY NratiTido”

Awtapayés Tov Oy ovyvéc
O£PHOTOG KL TOV Ayygrooidnpa

VT030PLOV 16TOV
2mivieg

XHvdpopo Stevens-Johnson™,
To&wm emdeppukn vekpdivon”

Mn yvootég
AEVKOKVTTOPOKANGTIKNY

ayyeitida, PoplroKevTikn
Avtidpaon pe Hoowoeidio kot
ZVoTNUATIKG ZOUTTOUOTO

BA. Tapdypapo 4.8 Teprypap| EMAEYUEVOV OVETIBOUNTOV EVEPYELDV

Ieprypaon emAeyuévaVv ovemBOUNTOV EVEPYELDV

Teparoydvoc dpaon

H AevaAidopidon oyetileton dopkd pe ) OaAdopidn. H Boaldopion sivar pio yvmotr| tepatoyovog
dpaoTikni ovsia yio Tov avOpwno mov Tpokaiel coPapic ocvyyeveic StopapTIES, ATEIANTIKEG Yo TN
Com. Xe mnKovg, N AevaAIdOUidN TPOKAAEGE SOVCTAUGIES TAPOUOLES LLE OVTEG TTOV TTEPTYPAPNKOLY
ywo T BaAdopidn (BA. Tapaypdpovg 4.6 kot 5.3). e nepintwon mov 1 Aevaidopion Aneoel katd
1 SLIPKELN TNG EYKVUOGVVNG, 1) TEPATOYOVOG EMDPACT THG Aevaidopidng otovg avlpmmovg etvat
OLVOLLLEVOLLEVT).

Ovodeteporevio kai Opoufomevia

NeodwyvwsBév morlamdd poédopa: acbeveic mov £xovv vrofinbei e ASCT kon Aappdvovv
Oepamneio pe Aevoldopuidn cuvtipnong

H LevaAdopidn cvvinpnong petd and ASCT oyetileton pe vymAdtepn cuyvOTNTA OVOETEPOTEVIOG
Bafpov 4 og ohykpion pe tn cvviipnon pe eikovikd eappoxo (32,1% évavtt 26,7% [16,1% évavtt
1,8% petd v évapén g Bepaneiag cuvripnong] ot perétn CALGB 100104 kot 16,4% évavt
0,7% ot perém IFM 2005-02, avtictoyo). AvemBountec evEPYEIEG OVOETEPOTEVING OPEIAOUEVEG
ot Bepaneio. Tov odNyNoaV 6e draKom TG Aevaidopiong avaeépdnkay 6to 2,2% tov achevov
ot perétn CALGB 100104 xon to 2,4% tov acBevov ot perét IFM 2005-02, avtictotya.
Eumopetn ovdetepomevia Babpov 4 avapépbnke og Tapdpolec GuyvoTnNTEG 0T0 GKEAN
Aevaldopidng cuvtipnong o€ cHYKPLOT| LE TO GKEAN GUVTIPNONG LLE EIKOVIKO PAPLLOKO GE
apeotepeg tig perétes (0,4% évavt 0,5% [0,4% évavrt 0,5% petd v évapén g Bepameiog
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ovvtipnong] ot perétn CALGB 100104 kon 0,3% évovtt 0% ot perétn IFM 2005-02,
avtioTorya).

H Aevaiidopidn cvvinpnong petd and ASCT oyetileton pe vymiotepn cuyvomra Opouporeviog
Bafpov 3 i 4 o€ ouykpion pe T cuvtipnon e eovikd eappoko (37,5% évavtt 30,3% [17,9%
évavtt 4,1% petd v Evapén g Bepaneiog cuvrnpnong] o perétn CALGB 100104 ko 13,0%
évavtt 2,9% ot perétn IFM 2005-02, avtictoyo).

Neodwyvwc0év moAlomdd puélmpa: 0odsveic Tov dev givarl KOTAAANAOL Y10 HETAUOCYEVGT KOl
AauBdvouv Bepamneio pue Aevoldouidn oe cuvdvacud pe fopteCouipmn ko defouebalovn
Ovdetepomevia Babpov 4 mapatnpndnke oto okéhoc RVd og pikpdtepo faduod o€ oyéon e to
ouykpttikd oxéhoc Rd (2,7% évavtt 5,9%) ot perétm SWOG S0777. Epumdpetn ovdeteponevia
Bobpov 4 avapépbnke og mopouoieg cuyvotnteg oto okélog RVd 6 ovykpion e 1o oxéhog Rd
(0,0% évavtt 0,4%).

®popPonevia Babpot 3 1 4 mapatnpndnke oto okélog RVd oe peyarvtepo Pabuod o oyéon
pe 1o ovykpitikd okérog Rd (17,2% évavtt 9,4%).

Neodyvwohév torlhomid poéhmpa: acheveic Tov dev givar KatdAANAOL Yo HETOUOCYEVOT) KoL
oL AapBdvovy Bepameio pe Aevaidopuidon oe cvvdvacud pe delouebalovn

O ovvdvaopog Aevodopiong pe deapebalovn oe acbeveic pe veodioyvaooBév morlamAid
poélopo oyetiletan pe younAdtepn cvyvotnto ovdetepomeviag Babpov 4 (8,5% o€ Rd ko Rd18),
oe ovykpion pe MPT (15%). Eumdpetn ovdeteponevia Babuov 4 napatmpnibnke ondvia (0,6% oe
Rd ko Rd18 og ouykpion pe 0,7% o MPT).

O ovvdvaopog Aevardopiong pe deapebalovn oe acbeveic pe veodioyvaoHév morlamiod
poéhopa oyetiCetar pe xauniotepn cvyvotnta Bpopfomeviog Babpod 3 kot 4 (8,1% o Rd ko
Rd18), og ouykpion pe MPT (11,1%).

Neodoyvwoehév tolomid poéhmpa: acheveic Tov dev eivan KaTdAANAOL Y10 HUETOUOGYEVGT) KoL
mov AapBdvovv Bepaneia pe Aevardouidn og cuvovacuod pe pehoaidvn Kot tpedvilévn

O cvVOVOGHOG AEVOMIOUIING e PHEAPOAAVT Kot TpedVILOVT G aebevelg e veodtayvmaBéy
TOALATAG puéApa oyetileton e vyMAOTEPT cVyvoTNTa oVvdETEPOTEViaG Babuov 4 (34,1% oe
MPR+R/MPR+p) og cuykpion pe MPp+p (7,8%). IlapatnpnOnke vynidtepn cuyxvotnto
gumopetng ovdeteponeviag Babpov 4 (1,7% oe MPR+R/MPR+p g cOykpion pe 0,0% og
MPp+p).

O ovvdvacpog Aevaidopiong pe pedpardvn kot Tpedvilovn o acbevelg pe veodiayvmcBéy
ToAMaTAS puéhmpa oyetiCetat e vymidtepn cvyvotnta Bpopfoneviag Babpov 3 kot 4 (40,4% oe
MPR+R/MPR+p) oe cuykpion pe MPp+p (13,7%).

IMolhamAd puéhopa: acBeveis pue TovAdyiotov pio tponyoduevn Bepaneio

O cvvdvacog Aevaidopiong pe degapedalovn oe acbeveig pe moAlamAd poéhopa oyetileTol e
vynAOTEPN cLYVOTNTA EPLPAVIOT S ovdetepomeviag BabBuov 4 (5,1% oe acBeveic vnd Bepancio pe
Aevadopion/degopedalovn oe ovykpion pe 0,6% oe acbeveic vd Bepansio pe gucovikd
oappoako/deéapedalovn). Erelcodia eumopetng ovdeteponeviog Babpod 4 mapatnpndnkov
ondvia (0,6% oe acBeveic vmo Bepaneia pe Aevaridopidn/deEapnedalovn oe ovykpion pe 0,0% oe
acOeveic vid Oepomeio pe swovikd eappoko/deopnedalovn).

O cvvdvacpog Aevaidouiong pe degapebalovn oe acBeveig pe moAlamAd puéAopa oyetileTol e
vyNnAdTEPT SLYVOTNTO EPPAvVIong Bpopfomeviag Babpov 3 ko1 Babpot 4 (9,9% won 1,4%
avTioToiymg o€ acbeveic Vo Oepomeia pe Aevaldopion/degapedulovn oe avykpion pe 2,3% Kot
0,0% ceaoBeveig vo Bepaneia pe ekovikd eappoxo/deopnedalovn).

AocBeveic pe puehodVoTAIGTIKA GOVIPOLLLL
Ye acBeveig Le poehodvuomAactikd chvopopa, 1 Aevaldopion oyetileton e vymAoTepn
ouyvoTTO ELEGVIoNG ovdeteponeviag Babpov 3 1 4 (74,6% oe acbeveic vnd Bepancio e
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Aevaldopidn og ovykpion pe 14,9% oe acbeveic vd Bepomeio pe EIKOVIKO QAPLOKO OTN PEAETN
odong 3). Encicodia epumdpeng ovdeteponeviag Babpov 3 1 4 mapatnpndnkav og 2,2% tov
acOevov vro Bepameio pe Aevalidopidn oe ocvykpion pe 0,0% oe acbeveig vid Oepaneio pe
gwovikd eapuoko. H Aevaiidopion oyetileton pe vyniotepn ocuyvotnto epedviong Opopponeviog
BoaBpov 3 1 4 (37% oe acbeveig vmo Bepameio pe Aevotdopion oe cvykpion pe 1,5% ot acbeveig
vro Bepameia Le EKOVIKO PAPLOKO GTN LEAETT PAoNG 3).

AcBeveig pe Aépoopa omd KiTTapa Tov pavoda

Y& acBeveig e AEppopo amd KOTTOPa TOV Hovdva, 1 Aevaiidopidn oxetiletan pue vynAdTeEPT
oLYVOTNTO EREAVIoTG ovdeteponeviag Babpov 3 1 4 (43,7% o€ acbeveig vid Oepaneio pe
Aevaidouidn oe ovykpion e 33,7% oe aobeveig 6To oKELOG EAEYYOL OTN LEAETN Phong 2).
Enei06610 epmdpetng ovdeteponeviag Babuov 3 1 4 napatnpndnkav oto 6,0% tov aclevadv vid
Oepomeio pe Aevaidopion oe cvykplon pe 2,4% oe acbeveic 610 okéAOG ELEYYOV.

AocBeveic pe olddeg Aépoopa

O ovvdvaopog AevaMdopiong pe prrov&ipuapunn oe TANBvopo pe ofddeg Aéppopa oyetiCeton pe
vynAdTEPT cLYVOTNTO OLdETEpOTIEViaG Babuov 3 1 4 (50,7% oe acheveic vmo Oepaneia e
Aevaidouidn/prrovéipnaunn o cuykpion pe 12,2% oe acBeveig vmod Bepameio pe gikovikd
pappakxo/prrovépdunn). Oieg o1 mepittdoelg ovdeteponeviag Babpov 3 1 4 rav avactpéyiueg
UEG® TPOGMPIVIG SLAKOTNG TNG dOOMG, Helmong Tng d06MNG KOV DTOGTNPIKTIKNAG 0y®YNG ME
avénTikovg mapdyoviec. Emiong, epmdpetn ovdeteponevia mopoatnpfdnke ondvia (2,7% oe
acBeveic vd Oepomeio pe AevaAidopidn/prrové&ipuaunn oe ovykpion pe 0,7% o€ acbeveic vto
Oepomeia pe eKoVIKO QAPHOKO/PITOVEILAUTN).

H AevaAidopidn oe cuvdvacpod pe prrovépdpnn oyetileton emiong pe vymiotepn
ouyvotnTa gpeaviong Opoppomeviog Babpov 3 11 4 (1,4% oe acbeveig vid Bepaneio pe
Aevaldopion/prrovéipnaunn o cuykpion pe 0% oe acbeveig Vo Bepameia e ekoviKd
Pappako/prrovEdum).

Diefin GpouPosufoln

AvEnuévog kivouvog ev Tm Pabel eAefiknc Opoupwong kot mvevpovikng epBoing oxetileton pe
TN ¥pNoM TOL GLVIVUGHOV Aevodopiong pe deapebalovn o aobeveic e TOAAATAO HVEA®LLA
Kot o€ pkpotepo Babpo oe acbevelg vmd Bepameia e Aevaidopion oe cuvdvacUod e
pHeAPaAGVT Kot TPedVILOVT | 6€ 0.60eVElG pe TOAMOTAO PLVEA®UA 1) LOEAOSVGTANGTIKG
GUVOPOUA KOt AEPPOLL otd KOTTOPO TOL Hovov o Tov vrtofdAlovtal o€ povobepamneio pe
Aevoldopidon (BA. mapdypago 4.5).

Tavtdypovn yopynon £pvOPOTOMNTIKAOV TAPAYOVI®V 1) TPOTYOVLEVO 1GTOPIKS £V T Pdbet
AePucnc OpopuPwong pmopetl eriong va awénoet tov Kivouvo BpduPmong 6Tovg GUYKEKPLUEVOVG
acOeveic.

Euppoyua tov puvoxapdiov
Epgpaypa tov pookapdiov €xet avapepbel og acbeveig mov Aapfdvouy Aevoiidopion, W1ntépws o€
€KEIVOVG UE YVOOTOVE TAPAYOVTEG KIVOVVOUL.

Awoppoyiéc diazopoyéc

Ol apoppaytkég S10TaPayEG AVOPEPOVTOL OE SIAPOPEG KOTNYOPIEG OpYAVOV GUGTAIOTOC:
AwTopoyég TOL ALOTONTIKOD KOl TOV AEUPIKOD GLGTNHLATOS, OLUTAPAYESG TOV VEVPIKOD
GLOTHLOTOC (EVOOKPOAVIOKT] LLOPPAYin), SLOTOPUYEG TOV AVOTVEVGTIKOD GLGTIHLOTOS, TOV BdpoKa
Kot 1oL pecoBwpdikiov (eniotaln), draTopoyés ToV YOUSTPEVTEPIKOD (pLOppayic. TV OVAWY,
QLILOPPOTBIKT cpopparyic, aipoppayic Tov 0phov), STUPOYES TOV VEPPDV KOl TV 0VPOPOP®V
000V (oupaTovpin), KOKMOGELG, ONANTIPLACELS KOl ETTAOKES BEPUTEVTIKAOV YEPIOCUDV (LOAWOTES)
Ko ayyelokEG dtatapoyés (EKyOUmon).

AN epyinéc avtidpaoeic koi gofopéc SepUaTIKES AVTIOPATELS

"Exovv avapepbel mepmtdoelg aAAepyIK®V avTIOPAGEDY, GUUTEPIAUUPBOVOUEVOV OYYELOOIOTLOTOC,
OVOQPLAOKTIKNG OVTIOpAoNS Kol GOROp®V SEPLOTIKAOV avTIOpAcE®VY, cupneptiapfovopévav tawv SJS,
TEN ot DRESS pe ™ ypnion Aevoiidopiong. ‘Exet avapepbei otn Biroypapio mbavi
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dtotovpovpevn avtidpaor peta&d Aevaidopiong kot Boidouidng. Ot acbeveig pe 16ToptKod GoPapov
eEavnuartog mov oyetiletan pe Oepamneio pe Oaidopion dev o mpénet va AapPdvovv Aevaiidopion
(BA. mapdypago 4.4).

Aedrepec mpwronaleic kaxonleieg

e Khvikég dokpég o€ aobevelg pe puéhopa mov giyav Tponyovpéveg vroPindel oe Oepaneia
pe Aevaridopion/de&apedalovn og cOYKPIoN UE TOVG LAPTLPES, TOV TEPIAAUPAVOVY KLPImG
OEPHOTIKA KOPKIVOUOTO €K BOCIKOV 1] TAAKOOMV KVTTAPWV.

OCeia pveloyevic levyouuio,

IToArlamAd puélouo

[Teputmoeig o&elog pueroyevovg Aevyonpiog (AML) éxovv mapatnpndel oe KAVIKES dOKIIEG
VEOOLyV®GOEVTOG TOAAATAOD PuEA®pTOG g 0obeveic Tov EAafav Bepaneia e Aevoldopidon oe
oLVOLAGUO pe ped@aAidvn I apéomg petd amd HDM/ASCT (BA. mapdypago 4.4). Avti 1 avénon
dev mapatnpndnke oe KAvikég dokipég veodlayvwcBEvtog ToAAATA0D pueddLatog o€ acbevelg Tov
Ehafov Aevaidopion og cuvdvacoud pe de&apebaldvn oe cOykpion pe Baidopidn e cLVILAGUO
He peAQaAdvT Kot TPedVILOVT).

Moueghodvoniactikd chvdpoua

Ot petaPANTéG avapopas, CUUTEPIAAUPUVOUEVOVY TG GUVOETNG KVTTOPOYEVETIKNG KOL TNGUETAAAAENS
tov yovidiov TP53, oyetiovton pe v e€éMén oe AML og dropa pe avoptio Tov amontovy
LETOYYIOELS KOl £X0OVV TNV OVOUAAIN OTOAELNG TOV HOKPOV GKEAOVG TOL Ypwpocodpatos 5 (Del 5q)
(BA. mapdypago 4.4). O extiuodpevog dietng abpototikog kivovvog eEéMénc oe AML ftav 13,8% oe
aocBeveic e HEPOVOUEVT AVOLOATL OTMAELNG TOV HOKPOD GKEAOVG TOV Ypwpocmpatos S (Del 5q), ot
ovykplon e 17,3% oe acbeveic pe andrelo Tov pakpod okEA0VS Tov ypopocopatog S (Del 5q) ko
pio emmpochetn KutTapoyeveTikn avopoiio Kot 38,6% og acbeveic e ovvBeto KapuoTuToO.

e i post-hoc avaivon piag KAMVIKAG SOKUNG TNG AEVOAMSOUIONG GE LVEAOOVOTANGTIKG,

GUVOPOLLO, TO EKTILMUEVO JETEG T0000TO e£EMENG o AML jtav 27,5% o€ acBeveic pe Oetucd
amotéleopa g e€étaong IHC-pS3 kat 3,6% oe aobeveic pe apyntikd omotéleoua g eEETaoNC
THC-p53 (p = 0,0038). Xtovg acbeveig pe Betikd IHC-p53, éva yapmAdtepo m0c0oTo eEEMENG oF
AML napatnpndnke peta&d tov acbevav otovg omoiovg enetevydn pio ovtomdkpior eledbepn
petayyicemv (TI) (11,1%), oe cOykpion pe tovg aobeveig mov dev avramokpiOnkay (34,8%).

Hromikée draropoyéc

"Exovv avapepbei o1 topoakdto avemBOunTeg evépyeleg PHETA TNV KukAopopia otV ayopd (Un
YVOGTH GLYVOTNTO): 0EELO NTOTIKT AvETGPKELD KOl YoAOoTaon (Kot ot 300 SLVNTIKA
Boavatneopeg), ToEN NIATITISN, KUTTOPOAVTIKN NOTITION Kot HIKTH KUTTOPOAVTIKY/YOAOGTATIKY
nratitida.

Popdouvdiven
"Exovv mapatnpnOei omdvieg mepintdoeig pafdopvoAvong, OpIoHEVES amd AVTES KATA TN YOop1yNomn
Aevoldopiong pall pe otativn.

Awarapayéc 1ov Gupeoerdove
"Exovv avagepbel mepmtdoelg vmobupeosidiolod Kot TepItTOcelC Vepbupeosidiouov (PA. mapdypapo
4.4 Aotapayéc Tov Bupeogldong).

Avtidpaon ovelwnbpwons oykov (TFR) kair ovvopouo Loons oykov (TLS)

>t pedétn MCL-002, mepimov 1o 10% tov acBevav vrd Oepancio pe Aevaiidopion eppdvioe TFR og
ovykpion pe 0% oto okélog eléyyov. H migioynopia tov copfdavtov epeaviotke otov kokio 1, Ao
a&roroyBnkay wg oxetilopeva pe ™ Bepameio Ko n TAEOYN@io TV ovaeopdv Ty Babuov 11 2.
AocBeveig pe vynho MIPI katd ) dibryvewon 1 0yk®ddn voco (TovAdytotov pio BAGPN mov givar > 7 cm
o1 peyoldTepn S1dpeTpo) katd v Evapén evdéyetor va dratpgyovv kivouvo yio TFR. Zmn peiém
MCL-002, TLS avagépOnke yio Evav acevi) o Kabéva amd ta d00 okéin Bepanciog. Ztnv
vrootnpktikh perétn MCL-001, nepimov to 10% tov atopov epedvice TFR. Oleg ot avapopés
nrav Babuov 1 1 2 og coPapdmra kor dreg a&loroymnkoy mg oxetilopeves pe t Bepaneio. H
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meoyneio Twv cupPdviev peavictnike otov Kukio 1. Aev vmp&av avapopéc TLS ot pedét
MCL-001 (BA. mapdrypogo 4.4).

>t perétn NHL-007, avapépbnke TFR og 19/146 (13,0%) amd toug acbeveic 6to okéN0g
Aevordopidng/prrovéuaunng évavtt 1/148 (0,7%) acBeveic 6to okéhog £1KOVIKOD
pappdicov/prrovépapnng. Ot meprocdtepeg TFR (18 amd 1ig 19) mov avagépbnkav oto okélog
AEVOMSOUIONG/ PITOVEUAUTNG TOPOVGIAGTNKOY KATA T1 SIGPKELN TV 60 TPOTOV KOKA®Y Bepomeioc.
"Evag acBeviig pe OA oto okéhog Aevaadopidng/ prrovgyidunmg topovsiooce éva cupfayv TFR
BoBpov 3 évavtt kovevog acevoic 61o oKELOG EIKOVIKOD QAPULAKOV/PItovEdummc. Xt HeAét
NHL-008, 7/177 (4,0%) and tovg acbeveic pe OA mapovsiacav TFR (6cov apopd ™ cofapdtra, 3
avoeopés Ntav Babpov 1 ko 4 avagpopég nrav Babpod 2), evad 1 avagpopd Bewpnbnke coPapn. Zm
perétn NHL-007, mapovsidotke TLS og 2 acBeveic pe OA (1,4%) oto okélog
Aevaldopidng/prrov&pdpmng kon og kavévay achevn pe OA 610 GKELOG EIKOVIKO
poppdrov/prrovépuaunng. Kavévog acbevig dev gixe cuppav Babpov 3 i 4. TLS napovoidotke ot 1
acBevi pe OA (0,6%) ot pedétn NHL-008. Avtd 1o pepovopévo cupfdy tavtoromdnike wg cofopn
avemBount evépyewa Babpoo 3. INa ) pedétn NHL-007, kavévog acBevig dev ypetdotnke vo.
Swaxoyet optotikd ) Bepamneio pe Aevaiidopidn/prrovyidpmm Adyo TFR 7 TLS.

Awatapayéc tov yoorpevrepixod

"Exouv avapepBel S1atproELg TOL YOOTPEVTEPIKOD GCOANVA KoTd T dtdpketa s Oepaneiog e
AevOMSOIdT. Ot S10TPGELS TOV YAGTPEVIEPIKOD GCOANVOL LTOPEL VO, 001Y1IGOVY GE ONTITIKES
emmlokég kou pumopel va oxetiovron pe Bavammeopa xPaon.

Avapopd mavoroyoduevov ovembiunTmv eVvepyeLmv

H avapopd mboavoroyobuevov avembountov evepyeldv LETd amd Tn xopiynor adetog kukiopopiog
TOV POPUAKEVTIKOV TPOTOVTOC Elvar onpavtiky. Emitpénel ) cuveyn topakolobnon g oxéong
0PEAOVG-KIVOUVOL TOL QPOPLOKEVTIKOD TPOIOVTOG. Znteiton amd Tovg emayyeALATiES VYELOS Val
AVOQEPOVY OTOLEGONTOTE THAVOAOYOVUEVES AVETIBVUNTEG EVEPYELEG LEC® TOL EBVIKOD GUGTILOTOG
avapopdg mov avaypapetol oto Hapdptmua V.

4.9 Ynagpoocoroyia

Agv vrapyel 191K EUTEPiO OGOV APOPA T1| SUYEIPLOT TNG VITEPSOGOAOYING AeVOMIOUIONG 6TOVG
acBeveig, av Ko og pedéteg e0povg domc opiopévor acbevelg extédniay og d6om péxpt 150 mg, kot o
peAéteg epamal doomg, pepkoi acbeveis extédnkay og 66om émg 400 mg. H docomepiopiotikn
TOEIKOTNTO G QVTEG TIG LEAETEG NTOV KUPIWG OULATOAOYIKY. ZE TEPITTOON VIEPOOGOAOYING, GLUVIGTATOL
VITOGTNPIKTIKT OY®OYN.

5. OAPMAKOAOI'IKEX IAIOTHTEX

5.1 @oappokodvvapIKES 1O10TNTES

DoppokobepomevtiKng kotnyopio: AAAA 0vOGOKATOOTOATIKG, KOSk ATC: LO4AX04.

Mnyovicude dpdong

H AevaAdopidn deopedetal aueca Le o cereblon, £va cuoToTikd TOL TOUEN TING H0G KOLAATYNG TOV
evlopkov cvumAéypatog g E3 Arydong g ovpikovttiving, mov meptAapuPavel T SEGUEVTIKY
mpoteivn Prafav deo&upiovovideikod o&éog (DNA) 1 (DDBI), nv kovAAivn 4 (CUL4) ko to
pvOot) T@v kovAAvov 1 (Rocl). e arpomomrikd KdtTopa, 1 0EGUEVOT TNG AEVOAOOUIONG 6TO
cereblon wpochapfaver Tig mpwTeiveg vTooTpdpato AfoAog kat Tkapog, ot omoieg eivor Aeppogidei
LETAYPAPLKOT TAPAYOVTES, OONYDVTOG GTNV OVPIKOVITIVOTOINGT TOVG KOl TNV enakdiovin
QTTOUKOOOUNOT| LLE OTOTELEG O AUEGES KVTTAPOTOEIKES KOl OVOGOPLOLIGTIKEG EMOPAGELS.

SVYKEKPLUEVD, 1) AEVOALOOUION OVOSTELAEL TOV TOAAATANGIOGHO KOl EVIGYDEL TV OTOTTOON
OPICUEVOV KOPKIVIKOV OHOTOMTIKGV KVTTAP®OV (GUUTEPIAOUPOVOLEVOV TOV KOAPKIVIKOV KUTTAP®V
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T dopatog tov [IM, TV KoapKIvIK®V KuTTépmv Tov 0{d0uc AEUQOUOTOG KOl EKEIVOV LE OTMOAELES
GTO XPOUOSOU 5), EVICYVEL TNV 0vocio mov pecorafeital péow tav T kuttdpmv kot tov Dvoikodv
Dovéwv (Natural Killer, NK) xottdpov kat avéavel tov aptBud tov NK, T xor NK T kvttdpov. Ze
UVELOSVOTANGTIKA GOVOPOUA LLE ATOAELN TOV LOKPOD 6KEAOVG TOV Ypopocmpotoc S (Del 5q), n
AEVOAMOOUION AVOGTELAEL EKAEKTIKA TOV [T PLGIOAOYIKO KADVO QLEAVOVTOS TNV OTOTTOOT] TOV
KUTTAP®V LE OTDOAELD TOV LOKPOV GKEAOVG TOV Ypwpocmdpatos 5 (Del 5q).

O cVVIVAGHOG AeVOMOOUIONG KoL PITOLEUANTNG AVEAVEL TNV EEAPTAOUEVT OO AVTICOOTO
Kuttapopesorafoipevn kuttapoto&ikdtnta (Antibody-Dependent Cell-mediated Cytotoxicity,
ADCC) kot TV QUEST] ATOTTMGCT TOV KOPKIVIKAOV KUTTAP®OV GTO KOTTAPA TOL 0{DI0VG AEUPDLATOC.
O pnyoviopods dpdong g Aevatidopidng meprrapfavel eniong tpdcebeteg dpactnpidoTres, OTWS
OVTIOYYELOYEVETIKES 1O10TNTES KOl 1O10TNTES TPOAy™YNS TG epuBpomoinone. H Aevaiidopion
OVOOTEALEL TNV AYYEIOYEVEDT] TOKAEIOVTOG TN LETAVAGTEVOT] KO TNV TPOGKOAANON T®V
£VO0OMAMOKOV KLTTAP®V Kot TN dNpovpyie pkpooyyeimv, erovédvel Ty Topaymyn eUPpuiKng
apoceatpivng and ta apysyovo aponotntikd kottapa CD34+ Kot avacTéAAEL TV TOpay®Y
KLTOKIVOV oV Tpodyouv T eAeypovn (w.yx. TNF-a kot IL-6) and ta povokdtrapa.

KAMviKf amoTteAecuoTikOTNTO KO 0GQAAELL

H amotereopotikdtnra Kot 1 ac@Aareln Tng Aevaldopiong Exovv agloloynbei oe &1 peréteg edong 3
o€ veodlnyvawoBEv moAlamAd puélopa, 6o perétes pdong 3 o€ vrotpomidlov avlekTikd TOAAATAO
Lo, pion peAén edong 3 Kot pio peAétn eaong 2 og PLELOSVGTAAGTIKA OVOPOLLD, Lio @dong 2
0€ AELOOUO OO KOTTOPO TOL Lovova, Kot pio perétn edong 3 ko pio pedétn edong 3P og iNHL,
OTMG TEPLYPAPETAL TOPUAKAT®.

Neodioyvawabéy morlanio uvélwua

Agvoidouion cvvinpnong oe acfeveic mov £yovv vrofindei o ASCT

H amotelecpotikotnta kot 1 ac@dAgio TG AevaAldopidng cuvtipnong a&loloynonkay o€ 600
TOAVKEVTPIKES, TOYOOTOMUEVES SN TVPALG, 2 GKEADV, TOPIAANA®Y OUAO®V HEAETEG (AOTG 3,
eleyyoueveg pe ewovikd eappoko: CALGB 100104 kou IFM 2005-02.

CALGB 100104
KotdaAiniot nrav acBeveig nhkiog peta&y 18 ko 70 etdv pe evepyd [IM mov amartovoav Bepaneio
ka1 o1 omoiot dev mapovoialav Tponyoduevn eEEMEN petd v apyikn Oepameio.

Ot acbeveig Toyoomombnkav oe avaroyio 1:1 evtog 90-100 nuepdv petd amd v ASCT, dote va
AaPovv Bepameio cuvipnong pe Aevaldopion 1 eikovikd eappako. H d6om cvvimpnong nrov 10 mg
amaé nuepnoing katd Tig nuépes 1-28 emavarapupavopevev kikiwov 28 nuepov (avnonke £og Kot
15 mg ana nuepnoimg pHeTd amd 3 unveg eEAAelyel 50GOTEPIOPIOTIKNG TOEIKOTNTOG) Kot 1) Oepameio
ocuveylotnke péypt v e€EMEN g vooov.

To Tp®TEVOV KOTOANKTIKO CNUEID ATOTEAEGLOTIKOTITAG TG LEAETNG T 1) emPiwon ywpic eEEMEN
g vooov (PFS), and v toyonomoinon £mg tnv nuepounvia e€EEMEnG 1 Bavdatov, 6mo1o amd ta. 500
ouvéPave mpdTo. H pedétn dev d1€bete 1oyv Yo T0 KATaANKTIKO onueio cuvolkng emPioong.
Xuvorikd Toyatoromnkav 460 acBeveic: 231 aocbeveic oe Aevaidopion kar 229 acbeveic o€ e1KoviKO
@appako. To dnpoypaeikd ototyeio Kot o oYETILOUEVA LE T VOGO YOPOKTNPLOTIKG TOV
e&ioopponnpéva HETOED TV 600 OKEAMV.

To ToeAd ™G perétng katapyndnke petd amd cvotdoelc e Emtponng mapakoiovdnong dedopévav,
OTOV EEMEPAGTNKE TO OPLO Y10 TNV TPOYPOUUATIGUEVT evOldpeon avdivon g PFS. Metd ano v
KOTAPYNON TOL TVPAOD, EMTPATNKE GTOVG AGOEVELG 6TO GKELOG TOV EIKOVIKOV (POPLAKOV Vo LETABODV
670 GALO oKELOG Kot va AdPovv Aevaidopion mpv amod v eEEMEN ™G vOGov.

Ta amoteléopata g PFS xatd v katdpynor tov ToeAlov, HETE 0md [io TPOYPOUUATICUEV)

gvoldpeon avaivon, pe nuepounvio amokonng otig 17 Askepppiov 2009 (mapaxorovdnon 15,5 univeq)
ratédeiEov pa peimon 62% tov kvdhvov eEEMENS TS vOGov 1 Bavdtov vép g Aevaldopiong (HR
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=0,38, 95% CI 0,27, 0,54, p < 0,001). O dibpecog cuvolkds ypdvog g PFS ftav 33,9 pnveg (95%
CI AE, AE) oto okéhog Aevaidopiong évavtt 19,0 unvav (95% CI 16,2, 25,6) 610 oK€AOG EIKOVIKOD

PAPLAKOL.

To 6@erog otnv PFS mapatnpndnke 1660 oty vrooudda twv acbevav pe CR 6co kot otnv

vroopdda Twv aclevmv mov dev métvyav CR.

To anotedéopata g LEAETNG, pe nuepounvia amokonng v 1n Oeppovapiov 2016, tapovcialovrot

otov Ilivaxa 7.

Mivakag 7: ZOvoyn TOV 0£001EVAOV GUVOMKIG OTOTEAECUATIKOTITOS

AgvaAdopion Ewcoviko edppaxo
(N =231) (N =229)
PFS a&woloynuévn amd Tov gpsovnTi
Adpecoc xpévoc® PES, mmveg (95% CI)P 56,9 (41,9, 71,7) | 29,4 (20,7, 35,5)
HR [95% CI]", Ty p° 0,61 (0,48, 0,76), < 0,001
PFS2°

Adpecoc ypovoc” PFS2, pmveg (95% CI)P

80,2 (63,3, 101,8)

52,8 (41,3, 64,0)

HR [95% CI]", Ty p°

0,61 (0,48,

0,78), <0,001

Yuvolki empimon

Atdpecog ypévoc® OS, pnivec (95% CI)P

111,0 (101,8, AE)

84,2 (71,0, 102,7)

ITocootd 8-g100¢g emPiwong, % (SE) 60,9 (3,78) 44,6 (3,98)
HR [95% CI]", Ty p° 0,61 (0,46, 0,81), < 0,001
HapakorovOnon

Aldpecog ypovoc®t (min, max), Uiveg: OAOL ot
emPrdoavteg acbeveig

81,9 (0,0, 119,3)

81,0 (4,1, 119,5)

CI = dibompa gpmiotoovvng, HR = Adyog emkivduvotntog, max = péyioto, min = eAdyioto, AE = dev ektiundnke, OS = cuvoiikn emPioon,

PFS = emBinon yopic e&EMEN g vocov
¢ H ddpeon tipn PaciCeton otnv Kaplan-Meier extipmon.
B To 95% CI yw T Sibpeon Tur.

Y Baoet tov povtéhov avaroyikdv Kivduvev tov Cox mov cuykpivel Tig Aettovpyieg Kivdvuvou ot omoieg oyetilovtan [e To 6KEN

evoedelyévov Depamelmv.

8 H T p Baoiletot otov pun otpopatonomuévo reyyo log-rank tev Stapopdv kapmving Kaplan-Meier peta&d tov okehdv evaedetypévov

Oepameidv.

¢ AtepeuvnTikd katadnktiké onueio (PFS2). H Aevaidopidn mov yopnyndnke oe acbeveig Tov ok€AOVS E1KOVIKOD QapUaKoL Tov dAraEav
oKELOG TPV amd TV e£EMEN TG VOGO KOTA TNV KATAPYNON TOV TVPAOD TG LEAETNG, dev BempnOnke wg Bepancio de0TEPNS YPOUUUNG.
T ALdpec0g XpoOvog Tapakoroinong petd and v ASCT yua 6hovg tovg emPrdoavteg acbeveic.

Hpepopnvieg amokomg dedopévev: 17 Aekepppiov 2009 kot 1 PePpovapiov 2016

IFM 2005-02

Katddniot ntov acbeveic nhikiog < 65 et@v kotd T didyvoon mov giyov vrofindei oe ASCT ko
GTOVG 0T010VG iy emtevybel TOLAGYIGTOV Lo AVTATOKPIOT GTABEPNC VOGOV TN GTLYUN TNG
a1poToloyKng amokatdotaors. Ot acheveic TuoyatomomOnkay oe avoaroyia 1:1 dote va Adfovv

Oepameio cuvtipnong pe Aevaldopion i eikovikd eappoko (10 mg drag nuepnoimg katd tig nuépeg 1-
28 gmavoropPovopeveov kKikAwv 28 nuepdv mov ovéndnikay £wg o 15 mg draf nuepnoing petd ond 3
UAVEG EALEDYEL BOCOTEPLOPIGTIKNG TOEIKOTNTAG) LETE 0o 2 KOKAOVG Aevaldopiong otabepomoinong
(ne 060m 25 mg/Mmuépa katd tig nuépeg 1-21 evdg korhov 28 nuepdv). H Bepancio cuveyiotnie £wg v
eEEMEN TN vooov.

To mpwtevov katainktikd onueio rav 1 PFS mov opilotav amod v tuyatomoinom £mog v nuepopnvia
eEEMEng M Bavdrtov, 6moto omd ta Vo cuvéPave TpdTo. H perétn dev 51€0ete 100 Yol TO KATAOANKTIKO
onpeio cuvorkng emPimong. ZvvoAikd tuyarorodnkav 614 acOeveic: 307 acbeveic o Aevaldopion
kot 307 acBeveig o€ EIKOVIKO PAPLOKO.

To ToeAO TNg pHeAéTng KaTapyNONKe HETA amd cvoTacel TG Emitpontg mapakoiovdnong dedouévamv,
otav EemepAoTnKe TO OPLO Y10, TV TPOYPAUUATICHEVT EVOLGESN avaivon TG PFS. Metd ard v
KaTdpyNnom Tov TVeAOL, o1 acbeveic Tov AduPovay eucovikd eappaxo dev pHetéfnoav og Bepameia e
AevaAidopion wpw amd v eEEMEN ™G vooov. To okéAog AevaAldopidng S10KOTNKE, OG TPOANTTIKO
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HéTpo acpareiog, petd and Tapatipnon dvcavaroyios otic SPM (BA. mapdypago 4.4).

Ta amoteléopata g PFS katd v Kotdpynon Tov TopAov, LETE oo Lo TPOYPOUUATIOUEVT
gvolapeon avdivon, pe nuepounvia aroxonng otig 7 lovAiov 2010 (mapaxorovbnon 31,4 unvec)
KatédelEav o peimon 48% tov kvdvvov e€EMENG TG vocou 1 Bavdatov vép ¢ Aevoldopuiong (HR
=0,52,95% C1 0,41, 0,66, p <0,001). O dudpecog cuvolkdg xpovog g PFS frav 40,1 punveg (95% CI
35,7, 42.4) 610 okéhog Aevadopidng Evavtt 22,8 unvav (95% CI 20,7, 27,4) oto oKéLOG EUKOVIKOD
(POPLAKOV.

To 6¢elog otnv PFS Ntov pikpodtepo oty vmoopdda towv acbevav pe CR og oyxéon pe v vmoopdda
TV acBevav mov dev métvyav CR.

H evnuepopévn PES pe yprion nuepopnviog amoxonng v 1 Pefpovapiov 2016 (rapakorovdnon 96,7
UMVveS) cuveéyioe va Katadekvoetl 6perog oty PFS: HR = 0,57 (95% CI1 0,47, 0,68, p <0,001). O
duapesog cuvolkos xpovog g PES fitav 44,4 punveg (39,6, 52,0) oto okélog Aevaldopidng évovtt
23,8 unvav (95% CI 21,2, 27,3) 610 oK€A0G gKovikod eapuakov. ['o v PFS2, o mapatmpodpevog
HR rrav 0,80 (95% CI1 0,66, 0,98, p = 0,026) yia T Aevaiidopidn évavtt Tov guovikol gappdiov. O
duaplesog cuvolkdg xpovog g PFS2 ftav 69,9 pnveg (95% CI 58,1, 80,0) 610 6KELOG Aevoldopiong
évavtt 58,4 unvov (95% CI 51,1, 65,0) oto okélog ewkovikov eappdkov. I'a ) cuvolkn emPioon, o
napatnpovpevog HR frav 0,90 (95% C10,72, 1,13, p = 0,355) yio T Aevoldopidon évavtt Tov
gioviKov eoppdkov. O didpesog cuvoakdg xpdvos emiPicoons frav 105,9 piveg (95% CI 88,8, AE)
670 oKkEAOG Aevaldopiong Evavtt 88,1 umvav (95% CI 80,7, 108,4) 6t0 oK€AOG EIKOVIKOD (POPLLAKOV.

AgvaMdouidn oe cvvovacud ue Boptelopipmn kot de€aueboaldvn o acbeveic mov dev givar KatdAiniol
Y10, LETOUOGYEVCT] OPYEYOVMV KVTTAP®V

H perétn SWOG S0777 a&ordynoe v npocbnikr g Poptelopipmng o o Pacikn aywyn
Aevaardopiong kot de&apebalovng, og apykn Bepaneio, okolovBovuevn and cuveyouevn yoprynon Rd
péxpL v e&€MEN ™G vooov, o aoBeveig pe TOAAOTAG LLEAMLLO GTOVG 0moioVG deV glye xopnynOel
mwponyovuevn Bepameio Kot o1 0oiot €ite NTAV AKATAAANAOL Y10 LETAUOGYELGT) EITE NTAV KOTAAANAOL
v petapdoyevon Kot dev oyedialav va vrofAndodv dueca og LETAPOGYELOT).

Ot acbeveic 610 oKEAOC Aevaadopiong, Poptelopipmng ko de&opebalovng (RVd) érafav Aevaiidopion
25 mg/mpépa amd Tov otdpatog T Nuépeg 1-14, evdopréfra foptefopipmn 1,3 mg/m2 tig nuépeg 1, 4,
8 ko 11 ko de&opeBalovn 20 mg/muépa. omd tov otdépatog tig nuépeg 1, 2,4, 5, 8,9, 11 ko 12,
emovaAapPovopevav KOKAmvV 21 nuepdv yio émg kot okT® kKOKAovg 21 nuepmv (24 fdopdadeg). Ot
acBeveig 6to okélog Aevaridopidong kot oe&apebalovng (Rd) Ehapav AevaAidouion 25 mg/Mmuépa amd
ToV 6ToHTOC TIg NUéEPES 1-21 ko de&apebalovn 40 mg/muépa amd Tov 6TOROTOG TIC NUEPES 1, 8, 15 ko
22, emavarappavopevev Kokhov 28 nuepov yia £mg kot ££1 khkAovg 28 nuepdv (24 efdouddec). O
acBeveig kot oto 000 okéEAN EhaPav cuveyopevn yopnynon Rd: Aevaidopion 25 mg/muépa amod tov
otopatoc Tig nuépeg 1-21 ko de&apebalovn 40 mg/Mmpépa amd Tov oTONNTOG TIC NUEPES 1, 8, 15 ko 22,
emovalappavopevav KOKAmV 28 nuepav.

H Bepamneio mpoPrendtav va cuveyiotel péypt v eEEMEN ™G vOoOoU.

To TpTEHOV KATOANKTIKO ONUEID OTOTELEGUOTIKOTNTOG TNG LEAETNG NTOV M EMPiwon ywpig e&EMEn
g vooov (PES). Zuvolikd, eviayniav ot peké 523 acbeveic, e 263 acbeveig va Tuyaionotovvron
o010 RVd kot 260 acBeveic va toyatomolodvior oto Rd. Ta dnpoypagikd ctoryeio kot ta oxeTi{opeva
HE TN VOO0 XOPaKTNPIOTIKA TV acfevdv Katd v Evapén NTav KaAd 1coppomnpéva HETald Twv
OKEADV.

Ta amoteréopata g PFS, 6nwc a&oroynOnkav and v IRAC, katd T oTUyun TG TPOTOYEVONG
avalvong, pe nuepopnvia amokomng otic S Nogufpiov 2015 (mapakorovonon 50,6 uiveg) katédei&ov
o petmon 24% tov Kivdvvov EEMENG ™G vooov 1 Bavdtov vrép tov RVd (HR = 0,76, 95% C1 0,61,
0,94, p=0,010). O didpecoc cvvorkdg ypovog g PFS frav 42,5 unveg (95% CI 34,0, 54,8) oto
okéAog Tov RVd évavtt 29,9 unvov (95% CI 25,6, 38,2) oto okérog tov Rd. To dpehog mapatnpndnke
aveEdpTnTo amd TNV KOTOAANAOTTA Y10, LETAUOCKEVCT] OPYEYOVOV KOTTAPMV.
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Ta amoteléopata Tng LEAETNG, e Nuepopnvia amokong v In AgkepPpiov 2016, 6mov 0 ddpecoc
¥PpOVOC TapakoAovONoNg Yo 6o To emPidoavta dropo fray 69,0 unveg, tapovoidlovrar otov [ivaxa
8. To 6pehog vrép Tov RVd mapatnpndnke aveEdptnta omd Ty KaToAANAGTNTA Y10 LETAHOGYEVOT)
OPYEYOVOV KUTTAPMV.

Iivakog 8. Zovoyn TV 6£00uéVAV GUVOMKNGS OTOTEAECUATIKOTTOS

Apywi] Ogpomeia
RVd Rd
(k0Klot 3 (xvxhor 4
gfoonadomv x 8) gfdonadmv x 6)
(N =263) (N =260)
PFS a&ohoyovpevn amd v IRAC (mijveg)
Awdpesog xpovoc® PES, uiveg (95% CI)P 41,7 (33,1,51,5) | 29,7 (24,2,37,8)
HR [95% CI]", Tiuf p® 0,76 (0,62, 0,94), 0,010
Yovolukn emipioon (uveg)
Awdpesoc xpovoc® OS, unveg (95% CI)P 89,1 (76,1, AE) | 67,2 (58,4, 90,8)
HR [95% CI]", Tjun p® 0,72 (0,56, 0,94), 0,013
Avtoamokpion —n (%)
Yvvolkn avtorokpion: CR, VGPR 11 PR 199 (75,7) 170 (65,4)
> VGPR 153 (58,2) 83 (31,9)
MapaxorovOnen (uveg)
Augpecsog ypovog® (min, max): 6Aot o1 acfeveic | 61,6 (0,2,99,4) | 59,4 (0,4, 99,1)

CI = dudotnpa epmiotoovving, HR = Adyog emucivéuvotntog, max = péyloto, min = gAdyioto, AE = dev ektypinke, OS = cuvolikr| emPiwon,
PFS = emiBimon ywpic e&EMEN g vooou.

“H diapeon tipn PaciCetar otnv Kaplan-Meier ektipnon.

b Apginkevpo 95% CI yio tov Sidpeco xpdvo.

¥ Me Baom TO [N GTPOUATOTOMHEVO HOVTELD avOAOYKOD KIvdvou Katd Cox mov cLYKPIVEL TIG GUVAPTHGELS KIVEUVOL Tov GyeTiCovTon pe T
okéhn Oepaneiog (RVA:RA).

5 H i p Baciletar og pn otpopatonompévo heyyo log-rank.

¢ H didpeon nopakoroddnon vroroyictnke and v NHEPOUNVID TUXOOTOINGNG.

Huepopnvio amokomnng dedopévov = 1 Agk 2016.

Emwkarporompéva amoteréopato OS, pe nuepounvia anokonng v 1n Maiov 2018 (S1dpeon
mapakorovdnon 84,2 univeg yo emPrdcavto dropa) cuveyxilovv va deiyvovy mieovéktnua g OS
vrép Tov RVd: HR = 0,73 (95% CI1 0,57, 0,94, p = 0,014). To 1060016 T®V 0TOU®OV OV MPincov
petd omd 7 étn frav 54,7% oto okéhog RVd évavt 44,7% oto okélog Rd.

Agvoidouion oe cvvovacud ue de€oucdaldvn o acbeveic mov dev givarl KATAAANAOL Y10,
UETOUOGYEVGT aPYEYOVOV KVTTAPWV

H aopdireta ko amotelecpotikdtnTa g Aevoidopiong a&loloyndnke oe pia pacng 3, ToAVKEVTPIKY,
TUYCLOTOULLEVT], OVOIKTNG EMoNavons peAétn 3 okeddv (MM-020) acBevdv nhikiog tovAdyiotov 65
€TV 1 Gvow, 1 €bv MTay NAkiog KATo TV 65 €TV, eV TOV VTOYNPLOL Y10 LETAUOGYEVCT) OPXEYOVOV
KuTTapOY, 81011 apvinkav va vrofAndovv oe petapdoyevon apyEyovov Kuttdpov 1 dsv dotifeto
6ToV acHevi) 1 LETAROGKELOT| APYEYOVOV KVTTAP®V AdY® kOGTOVE 1) dAdov Adyov. H perétn (MM-
020) ovvékpive T AevaAidopion ko tn de&apebaldvn (Rd) yopnyovueveg yio 2 S10pOPETIKES YPOVIKEG
Suapreteg (dNA., péxpt v eEEMEN TG vooov [Zkérog Rd] 1 yua €wg ko dekaoKTd KOKAOVG 28 NUeEPBV
[72 eBdopnadeg, Xxéhog RdA18]) pe ) pedpardvn, v mpedvilovn kot ) Baidopion (MPT) yw éva
HEY15TO dddeKD KOKA®V 42 nuepdv (72 gfdopadesg). Ot acbeveig tuyoomomOnkav (1:1:1) og 1 and ta
3 okéAn OBepancioc. O1 acBeveic TuyaromomOnkayv pe otpopatonoinorn avéioyo pe v nhkia (< 75
&vavtl > 75 etv), 1o otédto (Ztadwo I ko I katd ISS évavtt Ztadiov IIT) kon ) ydpo.

Ot acbeveig ota okéAn Rd ko Rd18 éhafoav Aevaldopion 25 mg anaé nuepnoing Kotd T nuépeg 1
£€m¢ 21 koKhov 28 NuepdV GOUPOVO LE TO TPMOTOKOAAO ToV okéAoVG. 40 mg de&apefaldvng
yopnynnkav dmaé nuepnoiong katd tig nuépes 1, 8, 15 kot 22 kébe korkov 28 nuepdv. H apywn
d0oom kot 1o oyxnpa yo. Rd ko Rd18 mpocapudéomray avdioyo pe tnv nAikio Kot T VEQPIKN
Aertovpyia (PA. mapdypago 4.2). AcBeveic nhikiag > 75 etddv EhaPav o 66om degapebaldvng tmv
20 mg ana nuepnoing Kot Tic nuépeg 1, 8, 15 ko 22 kdbe kdxhov 28 nuepdv. OAot ot acbeveig
Ehafov TPoPLAOKTIKY aVTITINKTIKNY aymyn (mapivn yapunAov poprakob Bapovs, Bapeapivn, nropivn,
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aompivn xapnAng 60omg) Katd T Stdpkeln TG HEAETNG.

To TpWTEVOV KOTOANKTIKO ONUEID OYETIKG [LE TNV OTOTEAECUOATIKOTNTO T HEAETN MTav 1 emiPioon
yopic e€EMEn g vooou (PFS). Tvvoiikd, 1.623 acBeveic evidydnioy ot perét, pe 535 acheveic va
Tuyalonotovvtol o€ Rd, 541 aocBeveic va tuyatomotodvion og RA18 kot 547ac0eveic va
tuyatonoovvrol o MPT. Ta dnpoypapucd otoryeio Kot o oXeTCOUEVA LE TN VOGO YOPOKTNPLOTIKG
TV acbevav Katd v Evapén nTav kaAd isoppornuéva Kot 6ta 3 okéEAN. evikd, Ta dTopo g
HEAETNG Elyov TPOYOPNUEVOL GTAGIOV VOGO: atd TO GUVOAKO TANBuoUd ™G pedétng, 41% eiye otddio
M1 xatd ISS, 9% eiye coPapn veppikn averdprela (kdBapon kpeatviving [CLer] < 30 ml/min). H
duapeon nAacio oy 73 Kot ota 3 okéA.

e wa emkapomompévn avaivon tov PES, PFS2 kot OS pe nuepounvia amoxonng v 3n Maprtiov
tov 2014, émov o Sdpecos ypdvog mapakorovOnong yia 6Aa ta emPrdcavta dropa nTov 45,5 unveg,
T0 omoteELéopata TG HEAETNG Tapovatalovol otov [ivaka 9.

Mivakog 9. ZOvoyn TV 0£001EVAOV GUVOLMKIG OTTOTELECUATIKOTTOS
Rd Rd18 MPT
(N =535) (N =1541) (N =547)
PFS a&ohoynpévn am6 Tov epgovnTi
(miveg)
Adpesog xpovog* yio PFS, punveg (95% 26,0 (20,7,29,7) |21,0(19,7,22,4) | 21,9 (19,8, 23,9)
CDP
HR [95% CI]", Tium 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? (unjvec)
Atdﬁpacog xpovog” yua PFS2, puiveg (95% | 42,9 (38,1,47,4) | 40,0 (36,2, 44,2) | 35,0 (30,4, 37,8)
CI)
HR [95% CI]", Tiun 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

Yuvomkn smPioon (uveg)

Adpesog xpovog* yuo OS, pnveg (95% 58,9 (56,0, AE) 56,7 (50,1, AE)

48,5 (44,2, 52,0)

CI)P
HR [95% CIJ", ym 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
MoapaxorovOnon (unvec)
Aldpeon Tun® (min, max): 6Aot ot 40,8 (0,0, 65,9) | 40,1 (0,4, 65,7) 38,7 (0,0, 64,2)
aobeveig
Avtomoxkpien 6to poéhopaetn (%)
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)
Xvvoakn avtamdkpion: CR, VGPR i PR 402 (75,1) 397 (73.4) 341 (62,3)
Algpkeo avromékpiong (unveg)"
AtGueon tR* (95% CI)»P 35,0 (27,9, 43,4) | 22,1 (20,3, 24,0) | 22,3 (20,2, 24,9)

AMT = Oeponeio kotd Tov pveddpatog, CI = didotpa epmictocvvng, CR = mifipng avtomdkpion, d = de&apebaldvn youning d6ong, HR =
Aoyog emkvdvvotnag, IMWG = Aebviic Opdda Epyaciog yio to Muédopa, IRAC = Ave€aptnm Emtponn EmPepainong Avtomdkpiong,
M = pedpardvn, max = péyioto, min = erdyioto, AE = dev extyunbnike, OS = cvvolikn emPioon, P = npedvilovn, PFS = emBioon yopig
e&éMEn g vooov, PR = pepwn avtomokpion, R = Aevakdopion, Rd = Rd yopnyoduevn péypt v tekunpioon mg e&€MEng g vocov,
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Rd18 = Rd yopnyovpevn ya < 18 kdxAovg, SE = tomikd oedipa, T = Ooiidopidn, VGPR = moAd KoAf pepikh avtandkpion, vs = EVavTt.
“H Sdpeon tiun Pociletar oty Kaplan-Meier extipnon.

BTo 95% CI yw T Sidpeon tiun.

Y Baoet tov povtédov avaroyikdv kivdovev tov Cox mov cuykpivel TG Aettovpyieg Kivdvvou ot omoieg oyetilovTal pe To OKEAN
£vOedeLYLEVOV DEpUTELDV.

3 H 1 p Booileton 6to pn otpopatorompévo édeyyo log-rank tov Stapopdv kapmding Kaplan-Meier peta&hd tov okeAdv eviedetypévav
Oepometdv.

& AtepeuvnTikd katoinktikod onueio (PFS2)

ot H dudpeon tiun eivan 1 LovopetafAnti oTatioTikn xopig mposapoyn yio Aoyokpioia.

¢ Kardtepn a&ohdynon g Tekunplopévng avtamokpiong katd m edon Oepaneiog g pedémg (yio opiopovg kabe katnyopiog
avTamoKpIoNG,

1 Huepounvia anokonng dedopévav = 24 Maiov 2013).

Agvoldopuion oe cvvovaoud pe peA@ardvn kKot tpedvilovn axoiovbovuevec and Oepaneio
ovvTnPnoNs o€ 0cfeveic Tov dev £ival KATOAANAOL Y10 LETOUOGYELON

H acpdielo Kot 1 omoteAeoplatikdOTNTo TG AeVaAIdopnidng a&loloynOnke o€ o edong 3
TOAVKEVTPIKT], TUYOLOTOMUEVT, OITAG TVEAN peAétn (MM-015) pe 3 okéln acbevdv mov ftav nikiog
65 etdv 1 dvo Ko eiyav kpeatviv) opod < 2,5 mg/dl. H pelétn cuvékpive ™) Aevaldopion oe
oLVOLAGUO pe pedpaidvn kKot Tpedvilovn (MPR) pe 1 yopic Bepaneio cuvinpnong pe Aevaiidopion
péypL v e€EMEN ™G VOGOV, pe eketvn TG LEAPAAGvNG Kat TG Tpedvilovng yia éva péyloto 9
KOKAwv. Ot aoBeveic ToyaromomOnray oe avoroyia 1:1:1 oe 1 and ta 3 okén Bepanciog. Or acbeveic
TUYALOTOONKAV e GTPOUATOTTOINGT avaAoya pe TNV nAkia (< 75 évavtt > 75 eTdV) Kol T0 6TAd10
(ISS, Xtéd1a I xon IT Evavt Zradiov I1I).

Avt N perétn diepedivioe  ypnon Bepaneiog cuvévacpod Tov MPR (uedpardvn 0,18 mg/kg amod
TOV GTOUATOG KATA TIC NUEPES 1 €mg 4 emavarapPavopevov KOKAwY 28 nuepdv, mpedvilovn 2 mg/kg
oo TOV 6TOHOTOG KOTA T NUEPES 1 mg 4 emavarapPavopevmv KOKA®V 28 NUEPOV Kot AeVaASouion
10 mg/muépa armd Tov oTép0TOG KaTh TIG NUEPES 1 €wc 21 emavariapPaviopevev Kikiwv 28 nuepmv)
v Bepameio epodov, £m¢ Kot 9 khkAovg. AcBeveic Tov oAoKANp®GaY 9 KOKAOVG 1] TOV dEV
KatopBwcav vo 0AOKANp®GoVV 9 KOKAOVG AOY® [N avoyng Tpoxdpnoay o Bepameio cuvtpnong,
Eexvavtog pe Aevoldouion 10 mg and tov otopatoc katd tig nuépes 1 £o¢ 21 emavarappavousvov
KOKA@V 28 nuepmv péypt v eEEMEN ™G vOGOoL.

To TpOTEVOV KOTOANKTIKO GNUEID GYETIKG [LE TNV OTOTEAECUOATIKOTNTO GT HEAETN TV 1 emPiwon
yopig e£€MEN g vooov (PFS). Zuvolikd, 459 acBeveic evtdyOnrav otn perétn, pe 152 acbeveic va
Tuyaomotovvtal oe MPR+R, 153 acbeveic va tuyatomotovvtar ce MPR+p kot 154 acBeveic va
Tuyailonoovvtol o€ MPp+p. Ta dnpoypagikd otoryeio kot ta oyeti{opeva Le T VOGO YOpUKTNPIOTIKA
TV 0oBevav Katd TV Evapén NTov KoAd 16oppomnuéva Kot oto 3 oKEAT.

Yuykekpéva, tepinov o 50% tov achevav mov evidydnkav oe ke okérog elye ta axdAovbo
yapaxtnprotikd: otddro I xatd ISS xot kdBapon kpeatvivng < 60 ml/min. H sdpeon nhwio ftav
71 ota okéAn MPR+R kot MPR+p kot 72 610 okéhog MPp+p.

Y o avaivon tov PES, PFS2, OS pe nuepounvia aroxonig tov Anpiiio tov 2013, 6mov o Siipecog
1pOVOG TapaKolohOnong Yo OA0 Ta EMPLOGAVTO ATOpa NTOY 62,4 PHNVES, TO OTOTEAEGLLOTO TNG

perétng mapovoidovron otov Iivaxa 10.

Mivakog 10. ZOvoyn TV 0£60UEVOV GUVOMKIG ATOTEAECUATIKOTN TS

MPR+R MPR+p MPp +p
(N=152) (N =153) (N =154)
PFS a&roloynpuévn oo tov epevvnTiy
(mivee)
Adpecog ypovoc® yuo PES, ufveg 27,4 (21,3, 14,3 (13,2,15,7) | 13,1 (12,0, 14,8)
(95% CI) 35,0)
HR [95% CI], tyun 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 (uiivec) | |
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Adpecog ypdvoc” yio PES2, pivec 39,7 (29,2, 48,4) | 27,8 (23,1, 33,1)| 28,8 (24,3, 33,8)
(95% CI)

HR [95% CI], tyq 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
Yuvolikn smpioon (Uqveg)
Adpecog ypdvoc® yio OS, unveg 55,9 (49,1, 67,5) | 51,9 (43,1, 60,6)| 53,9 (47,3, 64,2)
(95% CI)
HR [95% CI], Ty 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
[oapoakorobOnon (Lveg)
Avgpeon Ty (min, max): 6Aot ot 48,4 (0,8, 73,8) | 46,3 (0,5,71,9) | 50,4 (0,5, 73,3)
aoBeveig

Avtamokpron oto puélopa aftoroynuévny
om6 Tov epgovnTi n (%)

CR 30 (19,7) 17 (11,1) 9 (5,8)
PR 90 (59,2) 99 (64,7) 75 (48,7)
Ytabepn vocog (SD) 24 (15,8) 31(20,3) 63 (40,9)
Agv ektiunnke 1 avramoxpion (AE) 8(5,3) 4(2,6) 7 (4,5)

Awdpkewa avrandkpiong (CR+PR)
a&roroynuévn amé tov epevvnt (U1veg)

Atgpeon Tyn® (95% CI) 26,5 (19,4,35,8) | 12,4 (11,2, 13,9) 12,0 (9.4, 14,5)

CI = duidotnpa epmiotocvvng, CR = aipng avtamdkpion, HR = Adyog emcivdvuvomrac, M = pedpodrdvn, AE = dev ektypninke, OS =
cuvolikt| emiPimon, p = eikovikd eappoko, P = npedvilovn, PD = e&€hén g vooov, PR = pepicii avtamdkpion, R = Aevaidopion, SD =
ot00epi) vooog, VGPR = oA0 KA HEPIKT ovTOTOKPLOT.

*H dapeon tyn Paciletor oty Kaplan-Meier ektipunon.

7 H PFS2 (éva StepeuvnTikd KatoAnkTikd onpeio) opiotnke yio 6Aovg tovg acbeveic (ITT) wg 0 xpdvog amd TNV TuXoomoinen Heypt Tnv
Evopén g Bepanciog katd tov puedmdpotog (AMT) 3ng ypappic 1 o BGvato yio OA0VG TOVG TUYALOTOMHEVOLG 0GOEVELS

Yrootypixtixés peréteg veodiayvawabévrog morlomAod puoelauorog

[poypotomomOnKe Hie 0VOIKTNG EMOTLAVONG, TUXOOTTOUEVT, TOAVKEVTPIKN perétn edong 3 (ECOG
E4A03) o€ 445 aoBeveic pe veodiayvmaBév moAlamAd poéhmpa. 222 acbeveic Toyoomomdnkay 6to
oKkéEL0g Aevoldopiong/de&apuedalovng yauning d6omg kot 223 tuyaomotfnkay 6To 6KEAOG
Aevardopidng/ de&apebaldovng cuviBoug doomngc. Ot aobeveic Tov TuyoomomOnKaY 6T0 GKEAOG
Aevoldopidng/ degapebaldvng cuviBoug 60omg Elafov Aevolidouidn 25 mg/muépa, Tig nuépeg 1 éwg
21 k&Be 28 nuépeg ovv de&apedalovn 40 mg/Mmuépa Kotd Tic Nuépes 1 éog 4, 9 €wg 12 ko 17 mg 20
K0 28 Nuépeg Yo TOVg TPMTOVG TEGGEPIS KUKAOLS. O1 aoBeveic Tov Tuyoomomdniay 610 GKEAOG
Aevaldopiong/oe&apuebalovng yauning doong Erafav Aevaldopion 25 mg/muépa, T nuépeg 1 £og 21
K0 28 nuépeg ouv deEapebalovn yauning d6omng — 40 mg/muépa katd Tig nuépeg 1, 8, 15 kot 22 kabe
28 nuépeg. v opado Aevordopiong/de&apebalovng younAng 66omng, 20 acbeveic (9,1%) siyav
TOVAQYLGTOV Ll SLOKOTH TG 0O0NG 6€ GUYKPLon e 65 acbeveic (29,3%) oto okéhog Aevaridouione/
de€apefalovng ocvvinBovug ddomng.

e o post-hoc avdivon, mapotnpndnke younidtepn GBvnoydTnta 610 6KEAOG
Aevaidopidng/de&apedalovng yauning d6ong 6,8% (15/220) oe chykpion e T0 OKEAOG
Aevardopidng/deEapefaldvng ocvviBovg d6omg 19,3% (43/223), otov TAnbuopd twv acbevdv pe
veodloyvaooév molhamAd poédopa, e didpeon tapakorovnon 72,3 efdopddmv.

Qo61000, Yo peyaAdtepn mepiodo mapakorovdnong, 1 dpopd 6T GUVOAKY| EMPIOON VIEP TNG
Aevardopidng/deapefaldvng xoapning 66omg TeiveL vor LELDOVETOL.

TloAomAd nvélwuo us Tovddyiarov uio mponyodusvy Bepomeio

H amoteieopatikdtnta Kot ac@dAsio g Aevoldopiong a&loloyndnkoy o€ 600 TOAVKEVTPIKES,
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TUYOLOTOUUEVES, OMAEC-TVQAES, EAEYYXOLEVEG LLE EIKOVIKO PAPLLOKO, EAEYYOUEVES [LE TAPAAANAN opdda
perétec aong 3 (MM-009 kon MM-010) g Oepomeiog pe Aevordopion kot de&apedalovn Evovit g
povoBepaneiog e deCopebaldvn, oe aobeveig pe TOALUTAG HVEAMULO TTOV ELYOV TPONYOVUEVDS
vroPAnOei oe Bepamneia. Amd tovg 353 acbeveig otic peréteg MM-009 kon MM-010 Gtovg omoiovg
yopnynonke Aevaiidopion/de&apedalovn, to 45,6% nrav nlkiog 65 etdv kot dvew. Anod tovg 704
aocBeveig mov a&oroynnkav otig perétec MM-009 kou MM-010, to 44,6% ftav nAiog 65 eT@v Kot
vo.

Ko otig 000 perétec, ol acbeveic oty opdda Aevaiidopiong/de&apefaldovng («rev/deéy) éhapav 25 mg
Aevaaidopiong amd Tov otopaTog ara nuepnoing Katd Tic nuépes 1 émg 21, kot éva ovtiotoryo
KOWAKLO €1KOVIKOV @apudkov anag nuepnoiong koatd tig nuépes 22 €mg 28 kdbe kdrhov 28 nuepav. Ot
aobeveig otnv opada ekovikon eapudiov/degapedalovng («placebo/dely») Ehafav 1 kaydkio
EIKOVIKOV POPLAKOL KOTA TG NUEPES 1 mg 28 kdbe kurhov 28 nuepav. Ot acheveic Kot oTig 600
opadeg Oepameiog Elafav 40 mg de&apebalovng amd Tov oTop0Tog o NuepNncing Katd Tig nuépes 1
0G4, 9 émg 12 ko 17 émg 20 kdOe kdrchov 28 nuepdv yo Toug TpdTovg 4 Kukhovs Bepomeiog. H d6on
g de&apebalovng peimdnke ota 40 mg amd Tov oTOATOC (el Nuepnoimg Kotd Tig uépeg 1 £og 4
K0 KOKAOL 28 NuUEPOV PETA TOVS TPADOTOVS 4 KOKAOVG Oepaneiog. Kot otig 600 perétec, 1 Oepomeio
TPOYPAUHOTIOTNKE Vo cuveIoTel puéxpt eEEMENG TG vOoov. Kan otig 000 perétec, Tpocapoyég g
d00NG NTOV EMTPENTEC, PACEL TOV KAIVIKOV KOl EPYAGTIPLOKDV EVPTLATMV.

To TpTEHOV KATOANKTIKO GNUEID GYETIKA LIE TNV OMOTEAEGHOTIKOTITO HTOV KOl GTIG 600 PEAETES O
xpovog péxpt v e€EMEN (TTP) g vooov. Zuvolikd, 353 acbeveic a&oroynniay ot pedétn MM-
009, 177 otnv opado «rev/oeéy» kar 176 oty oudda «placebo/de&y. Zuvolikd, 351 acbeveic
a&loroynOnkav ot perétn MM-010, 176 oty opdda «rev/oeéy» kot 175 oty opdda «placebo/deé».

Ko o115 600 pehéteg, ta Snpoypoa@ikd Kot o oYeTILOUEVE LE TI VOGO YOPOKTNPIOTIKA KOTd TV Evapén
nrav cvykpioya HeTa&d Twv opddwv «Aev/dedy» kot «placebo/desy. Kat ot dvo mAnbucpol acbevov
glyov d1Gpeon nAikia 63 etdv, pe GLYKpion avoroyio peta&d avopdv Kot yovaukov. H katdotaon
arodoong kotd ECOG (Eastern Cooperative Oncology Group) fitav cuykpioiyn pneta&d tawv d0vo
OHAd®V, OTMG KOl 0 0PLOOG KoL O TOTTOC TV TPOYEVESTEP®Y BEPUTEIDV.

Ex TV Tpotépmv TpoypaUIOTICUEVES EVOIIIECES AVAAVGELS KoL TV 000 LEAET®OV KatédeiEav Ot
«Aev/deéy NTav 6TOTIoTIKG onpavTiKd ovatepn (p < 0,00001) omd ) de&apedalovn pdvo, avopopika
LLE TO TPMTEVOV KOTOANKTIKO onpeio oxetkd pe v amotedeospaticotnta, TTP (sidpeon didpreia
mapaxorovinong 98,0 efoopddes). Ta T060GTA TANPOVG AVTATOKPIGNG KOl GUVOAIKNG OVTOTOKPIONG
070 OKEAOG «AEV/de» MTav emiong onpoavtikd vynidtepa and 6,11 6To oKELOG «placebo/del» Kot oTig
V0 perétes. Ta OMOTELEGLOTO OVTOV TOV AVOADGEDY 0ONYT|COV KATG GUVETELN GE OTTOKAAVYN TOV
Bepomevticon oKEAOVG Kat TV S0 HEAETMV, £TG1 MOTE Ol aobeveic ¢ opdadog «placebo/deéy» va
propécovy va AdPouvv Bepameia e T0 GUVOVAGHO «Aev/OeEy.

A&y o aviAvon amoTEAECHATIKOTNTOS, TAPATETALEVIC TApaKOoAOVON GG, e dLdpeon
napakorovdnen 130,7 efdopdadwv. O [ivakag 11 cuvoyilet To 0TOTEAEGLOTO TOV AVOADGEDV
TAPAKOAOVONONG TNG AMOTEAESLOTIKOTITOG — KOWEG pedéteg MM-009 kot MM-010.

Y& VTV TNV KON avAADoT| TOPATETAUEVNC TTapakoAovOnomg, To didpeco TTP ftav 60,1 efdopddeg
(95% CI: 44,3, 73,1) otovg acBeveic mov éhaPav Bepomeia pe «rev/oeEy» (N = 353) évavt 20,1
gpdopddmv (95% CI: 17,7, 20,3) otoug acbeveig mov érafov Oepameio pe «placebo/de&» (N =351). H
duapeon emPimon yopig eEEMEN g vooov (progression free survival) ntov 48,1 efdouddes (95% CI:
36,4, 62,1) otoug acbeveig mov EdaPav Bepomeia pe «rev/ded» Evavtt 20,0 efdopadmv (95% CI: 16,1,
20,1) otovg aobeveic mov Erapav Bepomeia pe «placebo/del». H didpeon dudpketa g Oepaneiog o
44,0 efdopadeg (ehdyoto: 0,1, péyioro: 254,9) yio «hev/deéy» kan 23,1 gfdopddeg (edyoto: 0,3,
péyoto: 238,1) yio «placebo/deéy. Ta mocootd TApovg avtomokpions (complete response, CR),
pepikng avtandkpiong (partial response, PR) kot cuvoiikig avtandkpiong (CR+PR) oto okérog
«AeV/BEEy TOPUUEVOVY CNUOVTIKA DYNAOTEPQ A6 O,TL 6TO OKEAOC «placebo/deéy kat oTIc V0 HEAETEG.
H d14peon ovvorikn emPiwon otnv aviAvcn TopaTETANEVG TAPUKOAOVHNONG TOV KOOV LEAETMV
givon 164,3 gfdopadeg (95% CI: 145,1, 192,6) otovg acheveig mov Erafav Oepamneio pe «Aev/dedy»
évavtt 136,4 efdopddeg (95% CI: 113,1, 161,7) otovg acbeveic mov EhaPav Bepaneio pe
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«placebo/deéy. Tapd to yeyovdg 6t 170 amd toug 351 acbeveic mov TuyonomomOnkay og
«placebo/6eé» Ehafov Aevaidopion petd mv e&EMEN TG VOGOV 1 LETE TNV OTOKAALYT] TOV
BepomeVTIKOD GKELOVG TAOV HEAETMV, 1) KON OVAADOT] TNG GUVOAIKNG EMPBimong KatédeiEe Eva
OTOTIOTIKG oNUovTIKO TASOVEKTN A EMPimong Yia T «Aev/de» oe oyéon ue to «placebo/deé&» (HR =
0,833, 95% CI =[0,687, 1,009], p = 0,045).

MMivaxag 11. Zovoyn TOV 0T0TEAECULATOV TOV AVILDCEDV ATOTEAECULATIKOTITAS OO TNV
NuePOUN VIO, ATOKOTNGS YL TOPUTETANEVY] TOPAKOAOVON O] — Kowvég peréteg MM-009 ko
MM-010 (qpepopnvieg amoxonng 23 Ioviiov 2008 ko 2 MapTiov 2008, avricTorya)

Kotainktiké onpeio Aev/ogg placebo/dg&
(N =353) (N =351
Xpovog péypr To coppav HR [95% CI], Typn p*
Xpdvog péypt v eEEMEN 60,1 [44,3, 20,1 [17,7,20,3] 0,350 0,287, 0,426],
Adpeon Ty [95% CIJ, 73,1] p <0,001
eBdoudodeg
EmBioon yopic eEEMEN g vooou 48,1 20,0 [16,1, 20,1] 0,393 [0,326, 0,473],
Atdpeon ripn [95% CI, efdopddeg | [36,4, 62,1] p <0,001
Yvvolkn emiPioon 164,3 136,4 [113,1, 161,7] | 0,833 0,687, 1,009],
Adpeon tipn [95% CI, efdopades | [145,1, 192,6] 75% p =0,045
[Mocootd cuvorng emPimong 1 82%
£€10V¢
IMocoot6 avramokprong Adyog 09p£hovg [95%
CI1], T p°
Yvvolikn avtamokpion [n, %] 212 (60,1) 75 (21,4) 5,53 3,97, 7,71},
[Mnpng avtardkpion [n, %] 58 (16,4) 11(3,1) p <0,001
6,08 [3,13, 11,80],
p <0,001

@ Apgimhevpog €leyyog log rank yia cOyKpion kaumvAodv exPioons peta&d opdadmv Hepomeioc.
P Apgpinkevpog éleyyog chi-square pe S10pbwon cvvéysiag.

Mvelodvordaotixd advopoua

H amotelecpaticodtnta kot aoc@arela g Aevoidopiong a&toroyndnkav oe acbeveic Le avorpio Tov
amotel peTayyioels AOy® HLEAOSVOTANGTIKMV GUVOPOL®Y YapmAod 1 pecaiov-1 Kivdhvov Tov
oyeTiCovTal e TNV KUTTOPOYEVETIKN AVOLOALN OTMAELNS TOL LAKPOL GKEAOVG TOV YPOUOCOUOTOS 5
Le M xopic GALEG KUTTAPOYEVETIKEG AVOLLOALES, G€ 6V0 KVPLEG HEAETEG: Lo PAONG 3, TOAVKEVTPIKT,
TUYOLOTOUNUEVT], OUTAG TUPAT, ELEYYXOLEVN LE EIKOVIKO PAPLOKO, 3 OKEAMV HEAETN dVO dOGEWV
Aevadopidng yopnyovpevng amd tov otopatog (10 mg kot 5 mg) évavtt eucovikol pappdkov (MDS-
004) ko o eAaong 2, TOAVKEVTPIKT], LOVOD GKEAOVG, OVOLKTIG ETIGNUAVOTG LEAETN Aevalbopiong
(10 mg) (MDS-003).

Ta amoteléopata mTov peaviovTol TUPUKATO AVIITPOCOTEVOLY TOV TANBvoud Le TpdHeon Yia
Oepomeio mov peketnOnke otic peréteg MDS-003 ka1 MDS-004, evd to. anote éCUATA GTOV
VTOTANOVGUO LE HELOVOUEVT] OTTMAELL TOV LOKPOV OKEAOLS TOV Ypwpocopatog S (Del 5q)
mapovotdlovton eniong YwPLoTA.

2 pedétn MDS-004, otnv onoia 205 acBeveig Tuyaromombnkav e€icov yia va Adfovv Aevaidopion
tov 10 mg, Tov 5 mg 1 EIKOVIKO PAPLOKO, 1| TPMOTAPYIKT AVAAVOT| OTOTEAECUATIKOTTOG OTOTEAEITO
amd po cHYKPIoT| TOV TOGOCTMV AVTATOKPIONG MG TPOG TNV aveEaptnoia omd petayyicels tov
okeA®V TV 10 mg kot 5 mg Aevoldopiong EVovTt Tov GKELOVE TOV EIKOVIKOD (OPUAKOV (SUTAG
TVQAN PAon 16 £¢ 52 gfSONAdES KO AVOIKTHG EMICNHOVONG £MG Kot GUVOAMKE 156 Bdopddec).
Aocbeveig mov dev eppdvicav evoei&elg TOLAGIOTOV H0G EAACOOVOG EPLOPOTOMTIKYG AVTATOKPIONG
petd amd 16 efdopddeg Oa Enpene va, Stakdyovv T Bepaneia. Acbeveic mov eppdvicay evoei&elg
TOVAGYLOTOV L0 EAACCOVOG EPLOPOTOMTIKNG OVTATOKPLIoNG UTOPOvGaY VO cuvexicovv T Bepameio
UEYPL TNV VTOTPOTH TG EPLOPOTOMTIKNG AVTATOKPIONC, TNV €EEMEN TNG VOGO 1} TNV EUEAVIOT] LN
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amodekTNG ToEKOTNTOC. AcBeveic, ol omoiot EAaPav apykd uoviKd PAPUOKO 1 5 mg AeVaAIdopUidNG
Kot dgv emetevyOn TOVAGYIGTOV Lo EAGGGOVA EpVOPOTONTIKY avTamOKplon UeTd omd 16 eBdouddeg
Oepameiog, Tovg emeTpdnn vo petatoyfovv amd eKoviKd PapuaKo o€ 5 mg Aevaldopidng 1 va
ovveyicovv  Bepomeio, pe Aevaldopuion og vynAoTepn 6601 (5 mg £mg 10 mg).

2t pedétn MDS-003, otnv onoia 148 acBeveig Eafav Aevaidopion oe d6on twv 10 mg, n kHpla
OVAAVGOT) OTOTEAECUATIKOTNTOC OTOTEAEITO OO ot aELOAOYN G TG AMOTEAEGUATIKOTNTOG TOV
Oepaneimdv pe Aevaldopidn oy emitevén oapaTorontikng Petiong og dropa Le
HVEAOSVOTANGTIKG GOVEPOUA YOUNAOD 1} HeGaiov-1 Kvdbvov.

Mivaxog 12. Zovoyn TOV ATOTELECRHATOV TNG 0TOTELECRATIKOTTOG — pEréTeg MDS-004 (dutha
VM 0don) kot MDS-003, TAn0vepog pe npd0son ywo Oepaneio

Kotolktiké onpeio MDS-004 MDS-003
N =205 N =148
10 mg’ 5mg’’ Ewoviké 10 mg
N =69 N =69 Qappoxo’ N =148
N =67
AveEapnoia and Metayyioelg 38 (55,1%) 24 (34,8%) 4 (6,0%) 86 (58,1%)
(> 182 nuépeg)
AveEapnoia and Metayyioelg 42 (60,9%) 33 (47,8%) 5(7,5%) 97 (65,5%)
(> 56 nuépeg) *
Awdpecog Xpovog Emg Tnv 4,6 4,1 0,3 4,1
AveEapmoia ond Metayyioeis
(ePoopadeq)
Avgpeon Adpkeia g AE” AE AE 114,4
AveEaptnoiag and Metayyicelg
(ePoopadeq)
Avdpeon Avénon g Hgb, g/dl 6,4 5,3 2,6 5,6

TAtopo mov vrofAnOnkav oe Bepameio pe 10 mg Aevaldopiong yia 21 nuépeg oe kbkhovg 28 nuepdv
F1 Atopa mov vropAOnkav oe Oepancio pe 5 mg Aevaldopidng yio 28 nuépeg oe kvKAOLG 28 NuepdV
*
H mieroynoio tov acbevdv mov ElaPav Bepameia e gikovikd eappako dikoyav T dSmhd Tuern Bepameio Aoym EMheryng
AmOTELEGHATIKOTNTOG HETE oo 16 eBdopddes Bepanciog mptv amd TV £16000 GTNV avoryTh QAcn
#Zyetileton pe po avénon g Hgb g tééng tov > 1 g/dl
o0 Agv emetedyOn (dnh. dev emetevydn n didpeon)

2nv MDS-004, éva onpovtikd peyoaAdTepo T0G00TO TV acHevdV e HLEAOSVOTAUCTIKA
ovvopopo vrd Bepomeio pe 10 mg Aevaldopidng TETVYE TO TPOTEHOV KATAANKTIKO GNUELD TNG
ave&optnoiog and petayyioes (> 182 nuépec) oe ocvykpiomn He To Kovikd pappako (55,1%
évavtt 6,0%). Meta&d tov 47 ac0evdv e LELOVOUEVT] KUTTOPOYEVETIKY OVOLOALD OTOAELNG TOV
pokpob okélovg Tov ypopocouatog S (Del 5q) kot ot omoiot Edafav Oepameia pe 10 mg
Aevoldopidng, enetedydn aveéapmoio and petayyicelg epubpdv apocparpiov oe 27 acbeveig
(57,4%).

O 14 pecog ypdvog peypL v ave&apmoio and petayyicelg 6to okéAog Tmv 10 mg Aevoldopiong
Nrav 4,6 efdopddes. H didpeon ddpkeia tng aveEaptnoiog and petayyicelg oev enetedydn ot
omotodnmote omd to okéAN Bepameioc, oAl Bo mpémet va vepPaivel Ta 2 £ Yol To ATONA TOL
éaPov Oepameio pe Aevordopion. H didpeon avénon g apocsearpivng (Hgb) amd v apykn
T oto okéhog Tev 10 mg ftav 6,4 g/dL

Yta mpdoheta TeEAKA onpeio TG HEAETNG CUUTEPIAAUPAVOVTOL 1] KUTTOPOYEVETIKN AVTATOKPLION
(oto okélog Twv 10 mg peiloveg kol ELACOOVEG KOTTOPOYEVETIKEG OVTOTOKPIGELG TOpoT P ONKaY
010 30,0% w1 24,0% tov atopmy, avtictoya), n atoAdynon g Zyetilopevng pe mv Yyeio
[Mowtta Zomng (Health Related Quality of Life, HRQoL) ko 1 e€€MéEn o ogia poghoyevn
Aevyoupio. To anoteléopata Tng KLTTOPOYEVETIKNC avtomokpiong katl tng HRQoL cvppwvodoav
LLE TOL EVPNUATO. TOV TPMOTEDOVTOG TEAIKOD OTUEIOV Kal TV VITEP TG Bepameiog e Aevaidopuion
G€ GUYKPLOT LE TO EKOVIKO PAPLLAKO.
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2mnv MDS-003, éva peydho m060oTd TV 0chevAdV pe pueEA0SVOTANGTIKG GUVIpOLa VIO Bepaneio
pe 10 mg Aevaidopiong (58,1%) métuye v aveoptnoio amod petayyicelg (> 182 nuépeg). O
ddpesog ypovog Léypt v avegaptnoia amd petoyyioeic nrav 4,1 efdopddsc. H ddpeon didprela
¢ aveaptnoiog and petayyioelg frav 114,4 gfoopddes. H didpeon avénon e apooeotpivig
(Hgb) fitav 5,6 g/dL. Meiloveg kil ELACOOVEG KUTTOPOYEVETIKEG OVTOTOKPIGELG TTOpOTIPT OOV
010 40,9% a1 30,7% tov atdpwv, avtictoryd.

"Eva peydio mocootd atdoumv nov coppeteiyov oty MDS-003 (72,9%) ko v MDS-004
(52,7%) iyav Aaper tponyodevn Bepomeio e Tapdyovieg d1€yepons epubpomoinong.

Aéupwuo omd Kdtrapa Tov puovovo,

H amoteleopotikdtnta kot 1 ac@dieio TG AevaAldopiong a&lioroynnkay oe acheveig pe
AEPQ®UOL ad KOTTAPO TOV PLovODO GE [LoL PAOTG 2, TOAVKEVIPIKT, TUYULOTOUEVT], OVOIKTNG
EMONOVONG HeAETN EvavTt piog povobBepameiog emAoyng Tov epevvnth o€ acbevelg o1 omoiol RTov
avOekTIKOl 6TO TEAEVTAIO OYLLOL TOVE 1] YAV VTOTPOTLAGEL pio EmG TPEIS popé (nerétn MCL-
002).

EvtayOnkav acBeveig nAciog tovddyiotov 18 et@v pe 10T0A0Y1IKA 0modederyiévo Appoa ond
KOTTOPO TOV povdva kot voco petpnoiun pe CT. O acBeveig énpeme va £xovv AaPet emapkn
wpornyovuevn Bepomeio Le TOLAGYIOTOV £va TPONYOVUEVO XNUELOOEPUTEVTIKO GYNILO. GUVOVOGLOV.
Emiong, ot acBeveic Oa énpemne va NTov akatdAAnAot yio eviatiky ynueodepomeion ko
peTapooyevuon Kotd v éviaén ot perétn. Ot acBeveig ToyoomomOnkay 2:1 oto oKEAOG
Aevoldopidng 1 To okéroc eErEyyov. H Bepamneio emhoync tov epsuvnth emdéynke mpwv amd v
TUYAL0TTOINoN Ko amoteAovvTay and povobepamneio gite e yAowpopufovkiin, kutapafivn,
prrov&puapnn, rovdapafivn N yepotroafivn.

H Aevaiidopidn yopnyndnke and tov otép0T0c 68 S0c0A0YiR 25 mg dmaf nuepnoiog Yo Tig
npwteg 21 nuépeg (H1 éwg H21) emavarapfovopevov kokhmv 28 nuepdv péypt v e&EMEn 1
un arodekt To&kotnTa. Ot acbeveic e pétplo veppikn avendpkeia Enpene vo Aapfavovy
pkpoTEPN 860N Evapéng tng Aevoidopiong 10 mg v nuépa oto id10 Gy,

To dnuoypapikd dedouéva Kot v Evopén NTav GOYKPIGILO, LETOED TOV OKEAOVG AEVOAMSOUIONG
KoL TOL 6KEAOLG ELEYYOL. AppdTtepot ot TAnBucpol acBevav eiyav didpeon nikio 68,5 £t pe
ovykpiown avaroyio avdpdv mpog yuvaikec. H xatdotaom anddoong ECOG ftav cuykpioyn
HETAED aUPOTEP®V TV OUAS®V, TO 1610 Kol 0 AptOOG TPONYOVUEV®V BEPUTEIDV.

To mpmTevoV KATAANKTIKO oneio anoterespatikotntag ot perétn MCL-002 ftav 1 emPioon
yopig eEEMEN g vooov (PFS).

To amotedéopata TG AmOTEAESUATIKOTNTOGS Y1 TOV TANOLoUO pe Tpodbeon yia Oepomeio (ITT)
a&loroynOnkav amd v AveEdptnt Enttponn A&oddynong (Independent Review Committee,
IRC) ko Ttapovoibdlovion otov mapakdate [ivaka 13.

ivakag 13. Mepiinyn Tov anoteleocpdTov TG 0moTeELEopATIKOTTOS — pErET) MCL-
002, TAn0vopog pe npdOeon Yo Oepaneio (ITT)

Ykérog Aevaldopiong Ykélog eLEYYOV
N=170 N =84

PFS
PFS, d1Gpeon typi” [95% CI1P (eBdopddeq) 37,6 [24,0, 52,6] 22,7115,9, 30,1]
AxorovOraxog HR [95% CIJ° 0,61 [0,44, 0,84]
AxolovOlokdc éleyyog log-rank, tipn p® 0,004
Avtamokpion’, n (%)
IT\png avtondkpion (CR) 8 (4,7) 0 (0,0)
Mepwn avrondkpion (PR) 60 (35,3) 9(10,7)
Tta0epn vooog (SD)P 50 (29,4) 44 (52,4)
E&&EMEN tng vooov (PD) 34 (20,0) 26 (31,0)
Agv enetevyOn/Elmg 18 (10,6) 5(6,0)
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ORR (CR, CRu, PR), n (%) [95% CI]¥ 68 (40,0) [32,58, 47,78] | 9 (10,7)°[5,02, 19,37]
Ty p° < 0,001
CRR (CR, CRu), n (%) [95% CI]" 8(4,7)[2,05,9,06] | 0(0,0)[95,70, 100,00]
T p° 0,043

AVapKEWD avTamoKpLong, didpson Tiuf” [95% CI] 69,6 [41,1, 86,7] 45,1 [36,3, 80,9]
(efdopadeq)

Yvovoikn Empioon

HR [95% CI] 0,89 [0,62, 1,28]

"EAeyyog log-rank, tiun p 0,520

CI = dudotpa epmiotocvivig, CRR = 1060616 TApovg avtandkpiong, CR = minpng avtandkpion, CRu = miipng avtandkpion pn
emPePoaropévn, DMC = Emitponn [apakorovbnong Aedopévov, ITT = tpobeon yw Oepaneia, HR = Loyog emkivdvvotntag, KM = Kaplan-
Meier, MIPI = Aebvng ITpoyvmotikdg Agikng yio Aépoopa omd kotTopa tov povdda, AE = dev epapuoletar, ORR = cuvolikd Tococtd
avtomokpiong, PD = e&€Mén g vooov, PFS = emBinon ympig e&EMEN g vocov, PR = nepikn aviandkpion, SCT = petapdoysvon
apyx€yovav Kuttapwv, SD: otabept| vocog, SE = tumikd codipa.

¢ H dibpeon tipn Pacileton otnv Kaplan-Meier extipnon.

B To gbpog vroroyiotnke mg 95% Cls yia T0 Sidpeco xpovo emPimwong.

Y H péon kot dtdpeon T eivat 1 LOVOUETAPANTY OTATIOTIKT X®PIG TPOGAPHOYN Yot AOYOKPIGia.

5 O petaPintég otpopatonoinong neptehdpufavay Tov xpovo ard m Sibyveon uéxpt v mpdtn d6on (< 3 étn kot > 3 £tn), TOV POV 0d
mv televtaio Tponyovpevn cuotnuatiky Oepaneio katd Tov Aepedpatog péypt v TpdT 800 (< 6 UNVES Ko > 6 PAVES), TPONYOVLEVT
SCT (vorn 6y kot MIPI xatd v évapén (xapuniod, pecaiov Kot vyniov Kivdvuvov).

¢ O akohovduakdg Eleyyog Paciotnke oe évav oTaOHIGHEVO HEGO PO TNG OTATIGTIKNG TOL eAEYYOL log-rank pe ) yxpnon pn
oTpOUOTOTOMHEVOL EAEYYOL log-rank yia v avénon tov peyéhovg delypotog Kot un otpmpatonomuévon eréyyov log-rank g
TPOTOYEVODG ovalvong. Ot otabuicels faciCovtat oe cuppdvta mov mapatnpidnkay katd T de&oymyn g Tpitng cuvdavinong tg DMC
Kot facictnray ot S1popd HETAED TV TAPATNPOVUEVOV KOl TOV OVOUEVOLEVOV GOUPBAVI®V TN GTIYUN TG TPOTOYEVODS AVAAVLGTG.
IMoapovsialovtar o oyetiiopevog axorovduakog HR kat to avtictoryo 95% CI.

2 perétn MCL-002 otov mAnfvoud ITT, vpée cuvoAikd pa epeavig abéEnon otovs BavaToug
evtoc 20 efdopdadwv oto okélog TG Aevaldopuidng 22/170 (13%) évavt 6/84 (7%) oto oké€AOG
eléyyov. Ze aobeveig pe vynAd eoptio dykov, Ta avtiotoya peyEdn Nrav 16/81 (20%) ko 2/28 (7%)
(BA. mopbypago 4.4).

Olwdec Asupmwuo,

AUGMENT - CC-5013-NHL-007

H amotereopotikdtTnTa Kot 1) 0oQAAELD TG AEVOALSOUIONG 6€ GUVOVACUO UE PLTOVEYAUTN EVOVTL TNG
PLTOVEUAUTNG GLV EIKOVIKO (pAppako a&loloynOnkay oe acBeveig pe vrotpomidlov/aviektiké iNHL,
ocvuneprropfavopévov OA, o€ Lo TOAVKEVTPIKY, TUYOLOTOMUEVT], SITAQ TUQPAN, EAEYXOLEVT LEAETT|
@aong 3 (CC-5013-NHL-007 [AUGMENT)).

YvvoAikd 358 acbBeveic nAikiog TovAdyiotov 18 etmv pe wotoroyikd emiPeforwpévo AOZ M pe OA
BabBpov 1, 2 1 30 (CD20+ Bdoet e&€raong kuttapopetpiog pong 1 1I0TOYNUIKNG EETOONG), OTWS
a&loloynnkav amd tov epguvnTn 1 ToMKO TaBoloyoovaTouo, Tuyalonomdnkoy og avaroyia 1:1. Ta
dropa eiyov AdPel Oepameio 610 TAPELOOV Ll TOLVAAYIGTOV L0 TPOTYOVLEVT] GUGTILOTIKTY
nupeobepamneio, avocobepamneio 1 cuvdvacuod ynueodepaneiog kot ovocodepameiog.

H AevaAidopidn xopnyndnke and tov otoépatog o€ 20 mg dnag nuepnoiong yio 1ig mpodteg 21 nuépeg
EMOVOLOUPOVOLEVOV KOKA®MV 28 NUEPOV Y10 12 KOKAOVE 1| LEYPL TNV EULPAVIOT UM OTOSEKTNG
to&ikdrog. H d6om g prrov&ipuaumng ntoav 375 mg/m2 kdébe efdopdda otov kokdo 1 (muépeg 1, 8,
15 xon 22) ko v nuépa 1 kabe kuxiov 28 nuepmv amd tov KOKAO 2 £¢ Tov kKuKAo 5. Ohot o
VIoAoYIG Ol SocoA0Ying Yio TN prrovéyaunn Baciotnkav oty emedvelo copatoc (BSA) tov
ac0evoic, e ¥pron Tov TPAYUATIKOL Bapovg Tov acBevolc.

Ta dnuoypapikd otoryeia kat to oxeTCOUEVE e TN VOGO YOUPOKTNPICTIKA TV aohevdv Katd TNV
évapén Nrav Tapdpota petald tov 2 opddwv Bepomeiog.

O TpOTELOV 6THYO0G TNG LEAETNG NTOV VO GLYKPOEL 1 amoTELEGHATIKOTNTA TG AevaMdopidng og
GLVOVAGCHO E PLITOVEIUAUTN LE TNV OTOTEAEGLOTIKOTITO TNG PLTOVEUAUTTNG GVV EIKOVIKO QAPLOKO GE
dropa pe vrotpomalov/aviektikd OA Babuov 1, 2 1 3o AOZ. O mtpocdopiopds g
amotelecpotikodtnrag faciotnke oty PES mg 10 tpmtedov katainktikd onueio, dnwg a&loloynbnke
amo v IRC pe ypron tov kprmmpiov tov 2007 g Atebvoig Ouddag Epyaciog IWG) aldd yopig
topoypagpio ekmounng molttpoviov (PET).
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O1 devtepedovteg oTOHYOL TNG HEAETNG TV VO GLYKPLOEL 1] 0o@AIAELD TNG AeVaAOOUIONG GE GUVOLACLO
UE PLTOVELUAUTN LLE TNV ACQAAELL TNG PLTOVEUAUTNG GUV EIKOVIKO QAPLOKO. AAAOL SEVTEPELOVTES
GTOYOL TV VoL GLYKPLOEL 1] OTOTELEGLOTIKOTITA TG PLTOVEILAUTNG GLUV AevaAdopidn pe TV
OTOTEAEGHOTIKOTNTO TNG PLTOVEUAUTNG CLV EIKOVIKO QAPHOKO, HE Bdomn Tic akdlovbeg dAleg
TOPUUETPOVE OMOTEAEGLOTIKOTNTOS: ZUVOAMKO T0600Td avtondkpions (ORR), mocootd CR kot
Sduapketo avtamdkpiong (DoR) katd IWG 2007 yopig PET kot OS.

Amotehéopata omd Tov GuVOAKO TAnBvopd, cupmeptropfovopévov tAnducpov pe OA kar AOZ,
£de1Eav 011 o€ d1dpeon topakorlohnon 28,3°unvav, n HeAETn EKTANP®VE TO TPOTEVOV KATOANKTIKO
onpeio g PFS pe Adyo emkivdvvorrag (HR) (Suotnpa epmiotoodvng [CI]) 95% 0,45 (0,33, 0,61)
T p < 0,0001. Ta amoteréopota TG OTOTEAEGLOTIKOTNTOS 0td ToV TANBVGUO pe 0ldOeC AEPQOLLL
napovctdlovtal otov mivako 14.

MMivakag 14: Mepinyn TOV 0EG0UEVOV OTOTELECRATIKOTTAS Y10, TO 0LMOES AEPQPOPI —
Merétn CC-5013-NHL-007

OA
(N =295)
Agvaidopion ko Ewovikd
Prrovépdpmn QAPLLOKO KO
(N =147) Prrov&pdipmn
(N =148)
EmpBioon yopic eE€Mén g vooov (PFS) (kavoveg amokomic dgdopévarv kotd EMA)
Avgpeon PFS* (95% CI) (unveg) 394 13,8
(25,1, AE) (11,2, 16,0)
HR [95% CI] 0,40 (0,29, 0,55)"
Twn p <0,0001"
AVTIKEWLEVIKY OVTATOKPION 118 (80,3) 82 (55,4)
(CR +PR), n (%) (72,9, 86,4) (47,0, 63,6)
(IRC, kp1rrnpio. ovTamdKpione
IWG 2007)
95% CI°*
Mpng 51(34,7) 29 (19,6)
avtomékpion’, n (%) (27,0, 43,0) (13,5, 26,9)
(IRC, kp1rtnpio. ovtamdKpione
IWG 2007)
95% CI°*
AGpKeL0, AVTOTOKPLONG 36,6 15,5
(dwapeon) (piveg) (24,9, AE) (11,2, 25,0)
95% CI*
Tovolki emPioon”* (0S)
[Mocooto OS ota 5 £t n(%) 126 (85,9) 114 (77,0)
95% CI (78,6, 90,9) (68,9, 83,3)
HR [95% CI] 0,49 (0,28, 0,85)°
MopaxoiovOnon
Atdpeon diapkela TopakoloHONoNg 67,81 65,72
(min, max) (uveq) (0,5, 89,3) (0,6, 90,9)

“ Adpeon extipnon and avarvon Kaplan-Meier.
PO Adyog emkivdLVOTNTOG KOt TO SLACTNA EUTIGTOGHVIG TOV EKTILAONKAY O 1) CTPOUATOTOUUEVO HOVTELD OVOAOYIKGOY KIVSHVMY

tov Cox.
" Twn p and éleyyo log-rank.

3 To, SevTepedovTa, Kot SIEPEVVNTIKG KOTAANKTIKG onueia Sev eivol eEAeyyOpeva Katd, o.
*Me S1Gueon mapakolovdnon 66,14 unvév, vipyov 19 Bavatot oto okéhog R? kot 38 Bavatot 610 okéhog eEAéyyov.
°F Akp1Bég SaoTno EPTIOTOGOVIG Y10 SLOVOULIKT KOTOUVOLT.

Olwdec Aéupwua yio. aobevelc avlektixovg oty prrovliudury
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MAGNIFY - CC-5013-NHL-008

YuvoAikd 232 aropo nhikiog tovAdyiotov 18 etdv pe wotoroyikd emPefatopévo OA (Babuov 1, 2,
3a 1 AOZ), 6nwg agloloyOnkav amd Tov epevvnth 1| TOTKO TaBOA0YOOVATONO, EVIAYONKOY GTHV
nepiodo apykng Oepameiog pe 12 kdkAovg Aevaldopiong cvv prrovépdpnn. Ta dtopa Tov
métoyav CR/CRu, PR 1 SD éwg 1o téhog ¢ Teptodov Bepameiog epodov Tuyoomombnkay yio vo.
gloayBobv otV mepiodo Bepaneiog cuvripnone. Ola ta dtopa mov evidydnkay Enpene vo giyov

AaBel oto TapeLBOV TOVAGYIGTOV Lo TPOTYOVLEVT] GLGTNLOTIKY Bgpameio KT TOL AEUPDOUATOC.
e avtiBeon pe ™ perétn NHL-007, n pedétn NHL-008 nepiddppave acbeveig mov ftav
ovOekTiKol otn prrov&udpmn (xwpig avtamdkpion 1 VLOTPOTINGOY EVTOG 6 UNVaV Bepaneiag pe
prrovgudpmn 1 nTav avOeKTIKol Kot TN Prtov&dpmmn Kot 6t ynueodeponeio).

Koatd ™ didpreta g mepiddov Bepameiog epddov, yopnynbnke Aevaiidopion 20 mg tig nuépeg 1-

21 gravolopfovopevav KOKAoV 28 nuepdv Yo £®¢ Kat 12 KOKAOLG 1} LEXPL TNV ELPAVICT) 1N

OmodEKTNG TOEIKOTNTAG 1) TNV AmOGLPOT| TG cvykatdBeong N v e&EMEN g vooov. H d6om g

prrov&uaumng ntav 375 mg/m? kabe efdopdda otov kokko 1 (nuépeg 1, 8, 15 kot 22) kot v

nuépa 1 kébe devTepov KOKAOL 28 Nuep®dV (kKOKAoL 3, 5, 7, 9 ko 11) €wg kot yio 12 khkhovg

Bepaneiog. OAol o1 vToAoyiGHOl S0G0A0YING Yo TN prToLENAUTT BacioTnKaY GTNV ETPAVELD

ompatog (BSA) tov asBevoic kot To mpaypatikod tov Bapog.

Ta dedopéva mov mapovoidloviat BacilovTotl 6 o EVOIAUEST AVAALOT TOV EMKEVTPOONKE OTNV
mepiodo Bepameiog epoddov evoc okéAove. Ot Tpocdlopicpol TG amoterecpatikoOTN TG facilovton
670 ORR K016 BEATIOT OVTOTOKPION O TPOTEVOV KOTOANKTIKO CNUELD, [LE YPNON LLOGC
TPOTOTOINGNG TV KprTnpiov avtondkpiong tov 1999 e Aebvoig Opddag Epyaciag (kpitipla
avtamokpiong IWG). O devtepedwv 010)0G NTav vo. a&loloynBodv dAleg mapdpeTpoL
OTOTEAEGLOTIKOTNTOGC, O™ 1] DOR.

IMivaxkag 15: Mepiinyn TOV GUVOMK®OV 0€00PUEVOV ATOTEAEGPUATIKOTNTOG (TEPI0dOG
Oepameiog ep6dov) — perétn CC-5013-NHL-008

O\a ta dTopo Atopa pe OA
Xvvoro AvOekTikOT- AvOekT1- XOovolo | AvBexktikoOnT | AvOekTikOTNnT
N=187 ¢ T OTN KoOTTOL N=148 o ot o oTn
PLTovEIaUTN o PLITOVEWAUTY): | PLTOLEUAUTN:
: prrovét- Naw Ox
Now pépmn: N=60 N=88
N=77 On
N=110
ORR, n (%) 127 (67,9) 45 (58,4) 82 (75,2) | 104 35(58,3) 69 (79,3)
(CR+CRu+PR) (70,3)
CRR, n (%) 79 (42,2) 27 (35,1) 52 (47,7) | 62 (41,9) 20 (33,3) 42 (48.3)
(CR+Cru)
ApOpuog N=127 N=45 N=82 N=104 N=35 N=69
AvVTOTOKPLOEVTOV
% aTopOV pe 93.0 90,4 94,5 94,3 96,0 93,5
DoR (85,1,96,8)| (73,0, 96,8) | (83,9, 98,2)|(85,5,97,9] (74.,8,99.4) (81,0, 97,9)
> 6 pveg (95%
Cn’
% aTopmY pe 79,1 73,3 82,4 79,5 73,9 81,7
(67,4,87,0)| (51,2,86,6) | (67,5,90,9)|(65,5,88,3] (43,0, 89,8) (64,8, 91,0)

DoR #
> 12 mives (95%
CI)"

CI = didotpa epmotocvvig, DOR = didpreta avtandkpiong, OA = ol{ddeg Aéppopa
O mnBvopdS TP®TOYEVODG 0vEAVGONG Yot aLTH TN HEAETN glvar TANOVopOG aglodoynotpog Yo arotelespotikotnta eodov (IEE).

P Q¢ S1apreta avtamokplong opiletat o xpdévog (WVES) omd Ty apyIKh avTomdkpion (tovAdyiotov PR) g Tnv tekunplopévn eE6MEn
™G vooov 1 Tov Bdvarto, 61010 TPOKHYEL TPMOTO.
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"Ta otatiotikd ototyeio ANednkav pe t pébodo Kaplan-Meier. To 95% CI Baciletor otov tomo Greenwood.

Inuewwoets: H avaioon apaypatoroteitol pdvo yio dropo mov £xovv emttvyel PR 1 kodbtepn avtandkpion petd v nuepounvio
TPAOTG d00MG TG Oepansiog epddov kat Tpv and omoadnmote mepiodo Oepameiag cuvtiipnong kot kabe emakdolovdn Bepomeia Katd
TOV AEUPOUOTOG 6TNV TTEPI0d0 £POd0V. To 1060010 Paciletor 6TOV GLVOAMKS aPOO aVTATOKPIBEVTOV.

IMowdratpkodc TANBvoUdS

O Evponaikog Opyaviopog @apudkmv (EMA) €xel ddoeL €181KN Y10 TO TPOIOV OTOAALYT Vi TO
POPUAKEVTIKO TTPOTIOV OvaPOPEG TTOL TTEPLEYEL AEVAAIOOUION, 1) oToia 10X VEL O OAEG TIG
VIOKOTNYOPIEG TOV TALSATPIKOD TANOVGLOD Y10 VEOTAUCHATIKEG TOONGELS amd dpipo B-
Kottapa (BAERE Topdypapo 4.2 Yo TANPOPOPIEg OYETIKA e TV TOdATPIKN (PTIoT).

5.2 ®@appokokivnTIKES 1010TNTEG

H AevaAidopidn €xet €va acOUUIETPO ATOHO AVOpOKa Kol UTOPEL GUVETMS VOL VITAPYEL LE TIG
omtwkd gvepyég popeés S(-) kKo R(+). H Aevaidopidn mapdyetor g pakepud piypo. H
AevaAdopion etvar YeVIKA TEPIGGOTEPO SLOAVTH GE OPYAVIKOVG SLHAVTEG OAAG ELPavifer T
péyrot dwwAvtdtta og Sdhopa 0,1 N HCI.

Amoppoégnon

H Aevaidopidn amoppo@drtal ypiyopa LETA TNV amd TOL GTOUATOC YOPNYNON o€ vYlelg eBehovTég,
VO cLVONKEC VNOTELNG, LUE TIC LEYIOTEG GVYKEVTIPMGELS GTO TAAGHA Vo, eppavifoviot petadd 0,5 Kot
2 opdv petd ™ Ay g 06omng. e aobeveic, Kabmg kot o€ vyeig ebglovtég, n Léylom
SLYKEVTP®ON (Cax) KO 1] TEPLOYN KAT® OO TNV KAUTOAT ¥pOvov cuykévipoong (AUC)
avEGVOVTOL AvOAOYIKA e TIC 0ENoeLg ot 8001, Ot TOALATAES SOCELS OEV TPOKOAOVY G LOVTIKN
GLGGMPEVOT] TOV POPUAKEVTIKOV TPOIOVTOG. LTO TAAGLLML, 01 GYETIKEG ekBEoES TV S- ko R-
EVOVTIOUEP®V TNG AEVAALOOUIONG NTaY TTepimov 56% kat 44% avticToiymc.

H ovyyopfiynon poli pe éva yedua vynid og Aimog kot vyniod oe Beplideg o vyleig eBeloviég
pewdvet to Babuo anoppdenong, odnydvrag oe pia peiwon nepinov 20% otny meployn KATm amod
NV KOUmTOAN ovykEVTpwonc-xpovov (AUC) kat 50% peiwon ot Crax TOL TAGGHOTOC. 20TOGO,
OTIG KUPLEG OOKIUEG £YKPLONG TOAAATAOD HVEADUATOS KO LUEAOSVGTANGTIKAOV GLUVOPOU®V OOV
TPOCIOPICTNKOV 1 ATOTEAEGLOTIKOTITA KO 1] AGOAAELD, Y10L T AEVOAOOLION, TO PAPUAKEVTIKO
TPO1OV yopnynOnke ave&dpmmra amd v TpocAnyn Tpoenc. ‘Etot, n Aevaiidopion pmopel va
xopnynBet pe 1 xopic tpoen.

O QOPUOKOKIVITIKES OVAADGELG TOV TANOVG OV DTOJEKVHOVV OTL 0 aTd TOL GTOUATOS PLOLOG
AToPPOENONG TNG AEVAAISOUIONG elvan Topduotog Letaé&d acbevav pe Tolamld poéhopa (MM),
acBevov pe poerodvomiootikd cuvopopa (MDS) kot acbevav pe AKM.

Kozavoun

H in vitro 8¢opevomn g (MC)-Aevoldopidng otic Tpwteiveg TAAopoTog Tay YounAn pe péon
déopevon otig Tpwteiveg TAAGHOTOG 23% Ko 29%, o 060eveis [Le TOAAATAG LLEA®LLOL KO VYLEIG
gbelovtéc avTioTolyMC.

H Aevaidopidn eivar mapovoa oto avBpomivo onéppa (< 0,01% g 660mg) petd
YOPNYNOT MZMUEPO KOL TO PAPUAKEVTIKO TPOTOV SEV OVIXVEVETOL GTO GTEPLO EVOC VYL0DS 0TOLOV 3

nuépeg petd  daxomn g ovoiag (PA. wapdypago 4.4).

Buopetaoynuatioudc kot amooin

Ta amoteléopata anod in vitro peléteg petafoMopod o avhpMdITOVE KATASEKVOOVY OTL M
Aevodopion dev petaPoriletan amd ta Evlvpa tov Kutoxpdpatog P450, yeyovdc mov vrodetviet
OTL 1] YOPNYNOT AEVOAMDOUIONG LE QOPUAUKEVTIKA TPOTOVTA T 0010 avaoTEAALOVY Tal VIO TOVL
Kutoypopatoc P450 dev etvon mBovo va mpokahésel OAANAETIOPACELS GTO LETAPOAIGLO
POPHOKEVTIKAOV TPOTOVTOV 6TOV AvOpmmo. In vitro peréteg KaTadetkvoouy 0Tl 1 AEVaALSOLIdN dev
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éxer kopia avaotaltikn dpdon eni tov CYP1A2, CYP2C9, CYP2C19, CYP2D6, CYP2E1L, CYP3A
N UGT1A1. Qg ek tovtov, 1 Aevaidopidn eivar amiBovo va TpokorEsel KAVIKG GMULOVTIKES
OAMNAETOPACELS POPLAKEVTIKADV TPOTOVTWOV OTOV GUYXOPNYEITOL LLE VTOGTPOUATO AVTOV TMV
evlopwv.

Mehéteg in vitro detyvouv 0T 1 Aevalidopion dev ivar vTOGTPOUA TS AVOPOTIVIG TPOTEIVIG
avtiotoong Kopkivov tov pootod (BCRP), twv molvavbektikdv og @dpuaxa tpoteivov (MRP)
petapopac MRP1, MRP2 ) MRP3, tov petapopéwv opyavikav avioviav (OAT) OATI1 ko
OATS3, tov moAvmentidiov petapopdg opyavikdv avidviov 1B1 (OATP1B1), tov petapopémv
opyavikav Kotovieov (OCT) OCT1 ko OCT2, e npwteivig eEmOnong ToAATA®Y EOPUAK®OY
ko to&ivaov (MATE) MATE] kot Tov KovoTOp®V HETAQOPE®Y 0pyaviKaV Katioviov (OCTN)
OCTNI1 kot OCTN2.

Meréteg in vitro deiyvouv 0TL 1] AevaASOpioN dev €xel Kapio avaoToATIKn dpdor el TG
avBpomvng avtiiog anékkpiong yoMkav ardtwv (BSEP), ng BCRP, tng MRP2, tov OAT1, tov
OAT3, tov OATP1BI1, tov OATP1B3 kot tov OCT2.

To peyoldtepo pépog g Aevaridouiong amofdiietar ota ovpa. H cuveispopd tng anékipiong
SLUEGOV VEPPDV OTNV GUVOMKT KABAPGOT), GE GTOUA LLE PLUGIOAOYIKT VEQPPIKT| AEITOVPYiO, NTOV
90%, pe 10 4% ™G AevaMdopiong va amoPAAAeTon GTO KOTPAVA.

H Aevotidopidn petaporileton oe mepropiopévo Pabuod, kabaog to 82% tng 6omg amexkpiveron
apetafinto ota ovpa. H vdpo&u-Aevordopidn kot 1 N-oKETOUAO-AEVAALSOLION AVTITPOCHOTEVOVV
10 4,59% Kot o 1,83% g amekkpvopevng 60ong avtictorya. H veppikn kdBapon trng
Aevoldopidng vrepPaivet To puOud omelpapatikng dStndnong kon eropévmg ekkpiveTat
TOVAGYLIOTOV EVEPYDS GE KATO0V PaOO.

e dooelc Tov 5 émg 25 mg/mpépa, 1 nuicela {on oto TAdopa ival TEpimov 3 dpec 6€ VYIEIC
efehovtéc kan kupaiveton amd 3 €mg S dpeg o aobeveic e TOAATAO pVEA® LA,
LLEAOOVOTANGTIKG GOVEpOU 1) AEUPOLA 0TO KOTTOPO TOV HOvOLA.

HAwouévotl

Agv €yovv deEayBel KAvikég peléTec amoKAEIGTIKA Yo TV 0E0AGYNON TNG POPUOKOKIVITIKNG
NG AEVOAMBOUIONG 6TOVG NAKI®UEVOVG. Ot PUPUOKOKIVITIKEG OVOADGELS TOV TANBVGLOD
nwepleAdpupavav acbeveic e nlkieg mov kvpaivovtav amd 39 £og 85 eTdv ka1l VTOJEKVHOLY OTL |
niia dev ennpedlet v kabopon g AevaAidopiong (ékbeon oto mhdoua). Kabmg ot
nAkiopévol aobeveig eivar mbavotepo va Tapovctalovy HEIOUEVN VEPPIKN AElToVpYia,
amoteiTon TPocoyN KaTd TNV TA0oyN TS S0G0A0YI0G Kol GUVIGTATAL 1] TopaKoAOVONGN TG
VEQPIKNG AelTovpYiog.

Neopikn dSvciettovpyio

Ot QapuOKOKIVNTIKEG WO1OTNTEG TNG AevVaALdOpNidNG PeAeTnONKOV GE GTOLLO e VEPPIKT|
dvuciertovpyia Ady® KOAONOOV KOTOOTACE®V. Xe VTN TN HEAETN, 000 péBodot ypnoiporoOnkay
Yol TV KATNYOPLOToinom e VEPPIKNG Asttovupyiag: petpnnie n kabapon Kpeatviving amd ovpa
24mpov kot vroloyiotnke N kdBapon kpeoatvivig amo v e€icmon Cockeroft-Gault. Ta
amoTeEAEGULOTO VTOSEIKVVOLY OTL KoBG 1| VEQPIKT Aettovpyia peidvetar (< 50 ml/min), 1 cvvoiik
KGBapon g AevaAldopidng LetdveTat avaroyikd, mpokaidvtog po avénon oty AUC. H AUC
avénonke katd mepinov 2,5, 4 kol 5 opég oe dropa pe LETPLa VEQPIKN SLGAEITOLPYia, GoPapn
VEQPIKT OLGAELTOVPYIN KOl TEAKOD GTASIOL VEQPIKT] VOGO, OVTIGTOLY0, GE GUYKPIOT UE TNV OHAdn
7OV GLVOVOLE GTOO LE PVGIOAOYIKT VEQPIKT AELITOVPYIO KOl GTOLLOL LLE NTTLOL VEPPIKT
dvciertovpyia. H nuiceia {on g Aevaidouiong avénbnke and mepinov 3,5 dpeg oe dTopa e
KkdBapon kpeatvivng > 50 ml/min 6€ TEPIOGOHTEPO ATO 9 MPEG OE ATOWN LE PELOUEVT] VEPPIKN
Aertovpyio < 50 ml/min. Evtovtolg, n veppixi ducAetrtovpyio dev HETEROAE TV 0O TOL GTOUNTOC
amoppoenomn g Aevaadopiong. H Cmax NTav mapdpoto pHetaéd vydv atdpuov Kot aclevov e
veppikn dvsiertovpyia. [lepimov to 30% 1OV POPLOKEVTIKOD TPOIOVTOG GTO GO ATOHOKPUVONKE
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Katd T oldpkela g epdnal 4wpng cuvedpiog opokdBapong. Ot CUVIGTOUEVEG TPOCAPLOYES TNG
d0o1|g o€ acbeveig Le veppikn duoiettovpyia TEPLypAPovTaLl 6TV Tapdypago 4.2.

Hrotikn dvcAiettovpyia

Ot QapLaKOKIVNTIKEG AvVOAVGELS TOL TANBLGLOV Tepteldpfovay acOevel [Le N0 NTOTIKY
dvchertovpyia (N = 16, olikn yorepuOpivn > 1 ég < 1,5 x ULN 1} AST > ULN) kou vrodeikvoovv
OTL 1 N ATk ducAertovpyia dev exnpedlel v Kabapon g Aevaridouiong (éxbeon oto
TAGGLOL).

Agv vapyovv draBéoipa dedopéva yio aobeveic pe péTpla £0g coPapn NTaTIKY SVGAEITOVPYIO.

AMLOL EVOOYEVEIC TTOPAYOVTEC

Ol QOPUOKOKIVITIKES OVOADGELS TOL TANOVGUOD VTOJEIKVOOLVY OTL TO cOUATIKO Bapog (33 - 135
kg), To VA0, 1 LAN KO O TOTOG TV ALUATOAOYIKMV KAKONOEIDV [ToAAATAS puéhopa (MM),
pvelodvomiactikd ocvvopopo (MDS) 1 AKM] dev £xovv KAVIKG GNUOVTIKT| ETIOPAOT) 6TV
KGOapon g Aevotdopiong oe eviilikeg acbeveis.

5.3 [IpokMvikd dgdopéva yio THV A6QILEL0,

Mia perétn euPpuikng avamtvéng devepyndnke oe mbnKovg 6Tovg omoiovg yopnynonke Aevaiidopion
o€ 60oe1g and 0,5 xan péxpt 4 mg/kg/muépa. Ta eopApaTo OO TH GUYKEKPIUEVT) LEAETT] VTOJEUCVOOLV
OTL 1| Aevaldopion Tpokdrece eEmTepikéc SLOTANGIES, OTMG ATPNGia TPOKTOD Kol SLGTANGIES AV®
KO KATO AKpoV (KEKOUUEVO, KOVTE, OVAOUUAL, OVAOLOANG GTPOPNG 1) KAl OTOVTO LEPT] TOV AKP®V,
O0ALyO- 1 Kot TOAVOOKTUAIR) GTOVG amoydvoLS BnAvk®dv T KwV Tov Elafav T dpacTiki ovoio Katd
T SLaPKEL TNG EYKVUOCHVIG.

ALpopeg oTAOYVIKES EMOPACELS (ATOYPOUATIONOC, EPLOPES EGTIEC GE OLOPOPETIKG OPYOVAL, LIKPT|
bypopn palo Tadve omd TNV KOATOKOIAKY BoiPida, pikpr xoAnddyo KOG, duomiacia
dppdypatog) mapatnpndnkay exiong e Lova Euppool.

H Aevaiidopidn dvvator va mapovcidoet ofegla toEucotnta. Ot eAdyiotes Bovatneopeg 06celg petd
TNV 0o TOV GTOOTOG Yoprynon nrav > 2.000 mg/kgmuépa oe tpwktikd. H emavoropfoavopevn and
Tov otdpaTog xoprynon 75, 150 ko 300 mg/kg/muepnoing o apovpaiovg yio puéypt 26 gfdopdadeg
eméQePE avooTpéyun oyetilopevn te ) Bepameia ovéNom 6T HETAAA®ON TNG VEPPIKTG TLEAOL KOl
o115 3 860¢1G, Kuplwg oTovg OnAvkoids apovpaiovs. To avdTato eninedo 610 onoio dev
mapatnpenonkav avembounteg evépyeieg (NOAEL) Oempnnke o1t ivon yopumAotepo and

75 mg/kg/muépa, To onoio givar mepimov 25 Popég vYNAOGTEPO Ao TV NUEPNOLa EkBECT) TOV
avOpomov pe Baon v £kBeon AUC. Eravariappavopevn amd tov otdpatog xoprynon 4 ot

6 mg/kg/muépa og mOnfKovg Yo péypt 20 eBSOUASES TPOKAAEGE BVNGIUOTNTO, KOl GTUAVTIKT
to&dtnTa (évtovn peiwon tov copatikov Papov, Letwpévol apdpol epudpokvttdpnv,
AELKOKVTTAP®V KoL OLUOTETOA MV, OLopparyiot TOAAATADY 0pYAVmVY, GAEYLOVT] TOV YOOTPEVIEPIKOD
COAVO, AEUPOEIONG OTPOPio Kot ATPOPio. TOV HVEAOD TV 06TMOV). Emavaiapupavopevn amd tov
otouatog yopnynon 1 kot 2 mg/kg/muépa oe mhnKovs Yo péxpt 1 £10¢ ETEPEPE AVAGTPEYILEG
petaforég oty Kuttapofpifeio Tov HLEAOD TV 0GTAOV, Hid EA0EPE pEiwoT 610 AdYO
LLeL0E®V/epuBPOEdDY KLTTAP®V, Kot atpogio Tov BOpov adéva. Hria katactoin Tov apdpod tomv
AEVKOKVTTAPOV TapoTnpOnke ot d6om 1 mg/kg/muépa, mov avticTolyEl o€ mepinov v idta d6on
Tov avBpamov e Pdon Tig suykpiceig AUC.

Meréteg petodha&loyovov dpdong in vitro (Baktnplokn LetdAlaln, avOpdmiva AeppokvtTopa,
AELPOLO TOVTIKOV, EUPPLIKT KVTTAPIKT E0AANYT] GUPLOKOV KPIKNTOV) KOl i Vivo (JUKPOTLUPTVOG
apovVPaiov) dev amokdAvyoV GYETILOUEVES [LE TO PAPLOKO AVETIOOUNTEG EVEPYELEG G EMITEDO YOVIOIOL
N XPOUOCOUATOC. MeAETES KapKIVOYOGVOL dpdomg Ke TN Aevaidopion dev xovv deoybet.

Mehéteg ToEkdTnTog 0TV avamTuEn Tov eUPpvov dievepyndnKoy TPONYOLUEVAOC GE KOUVEMA. ZE

AVTEC TIG LEAETEG 0TOL KOVVEALD, yopnynOnkay 3, 10 kot 20 mg/kg/muépa amd Tov otopaToc. Mia
amovcia Tov evdldpesov Aofov Tov vedpova Tapatnpndnke ota 10 ko 20 mg/kg/Mmuépa pe
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eEdpnon amd ™ 6601, Kot PETATOMIOUEVOL ve@poi Tapatnpndnkay ota 20 mg/kg/muépa. Av Kot avtd
mapaTNPENONKav o€ enimeda ToEKA Yo T unTépa, UTopoHv va amodobovv 6€ Lo dpeon enidpaon.
MetafoAég Tov HOAOKOD 1GTOV Kol TOV GKEAETIKOV GUOTNLATOG 6Ta EUPpua mapotnpOnkay eniong
ota 10 kot 20 mg/kg/muépa.

6. ®APMAKEYTIKEX ITAHPO®OPIEXZ

6.1 Koataioyog ekdooymv

Tepieyduevo kayakiov

Maowvvitonn (E421)

Kvttapivn pikpokpvotaiiikn (E460)
Apvro apofooitov TpoleAaTivoTompévo
Tpoywo o0& (E334)

APeyevikog eoTEPOG YAVKEPIVIG

KéAoc kawokiov

Lenalidomide Krka 2,5 mg oxcAnpd. kaydxio
YrpopeAholin

Koppayevavn (E407)

KéAo yroprovyo (ES08)

Tiraviov d10&eidwo (E171)

Z1dmpov o&egidio kitpvo (E172)
Ivdwcoxappivio (E132)

Melavt ektdmmong:

- kOppea Adxkog (E904)

- o1dMpov o&eidio pérav (E172)

Lenalidomide Krka 5 mg oxlnpd koydxio
YnpopeAroln

Koapayevévn (E407)

Kdaio yroprovyo (E508)

Tiraviov 610&eido (E171)

Ivéwokoappivio (E132)

MeAdvt exktdinmong:

- koppea Adkiag (E904)

- o101 pov o&eidio pérav (E172)

Lenalidomide Krka 7,5 mg oxcAnpd. kaydxio
YrpopeAholin

Kapayevavn (E407)

Kdéio yrmprovyo (ES08)
Tiraviov 610&eidwo (E171)
Z1ompov 0&gidio kitpwvo (E172)
21 pov o&eidio epubpo (E172)
Z1onpov o&gidio uérav (E172)
MeAdvt extOmmong:

- koppea Adxkag (E904)

- moP1dovn

- Titoviov 610&gid10 (E171)

Lenalidomide Krka 10 mg arcAnpd. kaydxio.
Yrpoperholin
Kapayevavn (E407)
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Kt yhoprotvyo (ES08)
Titaviov 610&eidio (E171)
Z1dmMpov o&eidio kitpvo (E172)
Z10mpov 0&eidio epubpo (E172)
Z10mpov 0&egidio péhav (E172)
Ivéwokappivio (E132)

Meléwvt ekthnoong:

- kOppea Adxkog (E904)

- moP1dovn

- Titoviov S10&gido (E171)

Lenalidomide Krka 15 mg oxAnpad koyaxio
YrpopeAholn

Kapayevavn (E407)

Kt yroprotvyo (ES08)
Twraviov dwo&eido (E171)
Z1dMpov o&eidio kitpvo (E172)
210mMpov 0&gido epubpd (E172)
Z10Mpov o&gidio pérav (E172)
Ivéwokappivio (E132)

Melavt ekthnoong:

- kOopupea Adxkog (E904)

- oM pov o&eido pérav (E172)

Lenalidomide Krka 20 mg oxAnpd, koydxio.
Yrpopedholn

Kopayevavn (E407)

Kdlo yroprovyo (E508)

Titaviov 610&eido (E171)

Z10Mpov 0&eidio kitpvo (E172)
Ivducoxappivio (E132)

Meléwvt ekthnong:

- kOppea Adxkog (E904)

- odnpov o&eidro pérav (E172)

Lenalidomide Krka 25 mg orcAnpd. kawdxio.
YrpopeAholn

Kopayevavn (E407)

Kdiwo yhoprovyo (ES08)
Titaviov 610&eidio (E171)
Z1dmMpov o&egidio kitpvo (E172)
210Mpov 0&gidio epvbpd (E172)
Z1mpov o&gido pérav (E172)
Meravt extdnmwonc:

- kOoppea Adxkog (E904)

- moPdovn

- Titaviov 010&gidio (E171)

6.2 Aocvpparétnreg

Agv gpappoletat.

6.3 Awdpxera Cong

3 ypévia

6.4 Iowitepeg mpouiatels katd T OLAEN TOV TPOIGVTOG
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To popprokevtikd avtd TPoidy dev amortel Wiaitepeg cuvOnKes GOAAENS.
6.5 ®Vo1 KO GVETATIKA TOV TEPLEKT

Amoonmpevn kKoyéAn povadog 66onc (OPA/AI/PVC//PET/AL), nueporoyaxn cvokevosio: 7 x 11
21 x 1 oxAnpo Koyakio, og KOLTi.

Mmopel va unv KukAo@opohyv OAEC 01 GLOKEVAGTEG.
6.6 Idwitepeg mpo@urders amdppryng Ko GArog (EIPLONOG

Ta kaydkio dev Ba Tpémet va avoiyovror 1 va Bpoppatiovtotl. Edv kévig amd Aevoidopidn éabet oe
EMOQN LLE TO dEPA, TO dEPUA Ba TPEMEL VoL TAEVETAL OUECHS KOl GYOAAGTIKG [LE VEPO KOl Gomovvt. Edv
N Aevoldopion éABel og eman| pe TIc PAevvoydvoug pepPpaveg, avtég Oa mpénet vo Eemiévovtan
OYOMICTIKA LIE VEPO.

O1 emayyeApatieg vyeiog kal to dTopa Tov povtilovy acbeveig o Tpémet va popovv yavTio piog
¥pNoemg otav xepifovral TV KoyéAN 1 To KoWaKlo. XTr cuvEyELo. To, YavTio Oa Tpémel va
APALPOVVTOL TPOCEKTIKA £TCL MGTE VO, ATOPEVYETOL TUYOV £KBEGT) TOV OEPLOTOG, VO TOTOBETOVVTAL GE
oQpayllOpEVN TAOGTIKY GOKOVAN OO TOAVULOVAEVIO KOl VO, AmOpPITTOVTOL COLP®VOL LE TIG KOTE
TOTOVG 16X VOVGES OYETIKEG daTAEEIS. TN cLVEYELX Ta YL B TPEmeL voL TAEVOVTOL GYOAUGTIKG e
oamovVL kat vepo. Ot yuvaikeg mov gival £yKveg 1 TOovVOAOYoVV 0TI UTOPEL va gival £yKveg dgv mpémet
va yepifovror v KuyéAn 1 to kayakio (PA. mopdypago 4.4).

Kabe aypnoomointo gopuoakentikd mpoidv 1 VIOAEUUO TPETEL VO ETICTPEPETAL GTOV PAPLOKOTOLO
Y10 AGQOAN ATTOPPIYT) COUPOVA [LE TIG KOTA TOTOVG 10YV0VGEC GYETIKEG JLATAEELG.
7. KATOXOX THX AAEIAY. KYKAO®OPIAX

KRKA, d.d., Novo mesto, émarj eska cesta 6, 8501 Novo mesto, XAoBevia

8. APIOMOX(OI) AAEIAY KYKAO®OPIAX

Lenalidomide Krka 2,5 mg oxAnpd. kawdxkio,
7 x 1 oxinpd kayakio: EU/1/20/1519/001
21 x 1 oxAnp6 koyakio: EU/1/20/1519/002

Lenalidomide Krka 5 mg orcAnpd kawdxio
7 x 1 oxdnpd kayaxio: EU/1/20/1519/003
21 x 1 oxnpd kayaxio: EU/1/20/1519/004

Lenalidomide Krka 7,5 mg oxAnpd kawdxio.
7 x 1 oxinpd kayaxio: EU/1/20/1519/005
21 x 1 oxdnpd kaydaxio: EU/1/20/1519/006

Lenalidomide Krka 10 mg oxinpa koydxio
7 x 1 oxAnpo kaydxio: EU/1/20/1519/007
21 x 1 oxdnpo xoydaxio: EU/1/20/1519/008
Lenalidomide Krka 15 mg oxAnpa kowydxio
7 x 1 oxinpod kaydxio: EU/1/20/1519/009
21 x 1 oxdnpd kaydako: EU/1/20/1519/010

Lenalidomide Krka 20 mg oxAnpad koyaxio.
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7 x 1 oxhnpd xoydxio: EU/1/20/1519/011
21 x 1 oxAnpo kaydxio: EU/1/20/1519/012

Lenalidomide Krka 25 mg oxcAnpa koydxio
7 x 1 oxinpd koydxo: EU/1/20/1519/013
21 x 1 oxinpd kaydkio: EU/1/20/1519/014

9. HMEPOMHNIA ITPQTHE EI'KPIXHX/ANANEQXHY THX AAEIAX

Hpepopnvia mpodtng éykprong: 11 @efpovapiov 2021

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agmtopepei TANPOQopieg Yo TO TOPOV PAPLAKELTIKO TPOTIOV ivar 100€G11ES GTOV SIKTLOKO TOTO
tov Evponaikov Opyaviopod Goppdakov: http://www.ema.europa.eu.
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ITAPAPTHMA II

INAPAXKEYAXTHX(EY) YIIEYOYNOX(OI) I'TA THN AIIOAEXMEYXH
TQN HAPTIAQN

OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAOGEXH KAI TH XPHXH
AAAOI OPOI KAI AITAITHXEIX THX AAETAY KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI
ATIOTEAEEIMATIKH XPHIH TOY ®PAPMAKEYTIKOY ITPOIONTOX
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A. TTAPAXKEYAXTHX(EX) YIHIEYOYNOZX(OI) I'TA THN AIIOAEXMEYXH TQN
IHAPTIAQN

‘Ovopa xai d1e00vvon Tov(Tmv) TapaoKeLAcTN(MOV) oL givor VTELOVVOC(OL) Y10 TNV ATOOEGUEVCT) TV
TapTidV

KRKA, d.d., Novo mesto
Smarjeska cesta 6

8501 Novo mesto
Xhofevia

KRKA — FARMA d.o.o.
V. Holjevca 20/E

10450 Jastrebarsko
Kpoartia

TAD Pharma GmbH
Heinz-Lohmann-Straf3e 5
27472 Cuxhaven
Teppovia

210 £vTumo PUAAO OONYIDV XPNOTG TOV PAPUAKEVTIKOD TPOTOVTOS TPEMEL VAL AVAYPAPETAL TO GVOLLNL
Kot 1 91e0BVVON TOL TEPUCKEVOGTI TOV £lvar VIEHHVVOGS Y10 TNV OTOOEGUEVCT TNG CYETIKNG TAPTIOOG.

B. OPOI'H IIEPIOPIEMOI XXETIKA ME TH ATIAGEXH KAI TH XPHXH

Dappoxevtikd Tpoidv yio 1o onoio amarteiton meplopopévn wrpiky cvvroyn (PA. mapdpmua I:
[epiinym tov Xapaxtmpiotik®v tov [Ipoidvtog, mapdypapog 4.2).

I AAAOI OPOI KAI ATIAITHZEIX THX AAEIAY. KYKAO®OPIAX
o Ex0¢éos1g meprodukng mapakorovdnong g acparerag (PSURS)

Ot amartioelg yio v vroPoin tov PSURS yia 1o v Adyo appokevtikd mpoidv opifovrarl 6tov
KatdAoyo pe T nuepounvies avagopds ™g Evoong (katdhoyog EURD) mov mopatifeton oty
mwapdypapo 7, tov apbpov 107y, tng odnyiag 2001/83/EK xon kdbe emaxdiovdng enkaipomoinong
OT®G ONUOGIEVETAL OTNV EVPOTOIKT SIKTVOKT TOAT] Y10, TO QAP LLOKOL

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

. Xy€010 dwayeipriong Kivduvoo (XAK)

O Kdroyog Aderag Kukhopopiag (KAK) Ba dreaydyet Tig amottovpieveg SpaocTnploTnTEG Kot
TAPEUPACELS POPUAKOETOYPOTVNONG OGS Topovastalovial 6to cupeevniéy XAK mov mapovoidletal
omv evotnta 1.8.2 g ade1ag KukAoQopiag Kot OTOIEGONTOTE EXUKOAOVOES EYKEKPIUEVES
avaBempnoelc tov ZAK.

"Eva emkarportomuévo XAK Oa mpénel va katatedei.

. Metd and aitnpo tov Evporaikov Opyavicpod @appakaov,

. OnoTEdNTOTE TPOTOTOLIEITAL TO GCVOTNUE. dLoYEIPIONG KIVIDVOL, EOIKA (OG ATOTEAEG L0 ANYNG
VE®V TANPOPOPLDOV TOV UTOPOVV VO EMPEPOVY CTLLOVTIKT OAALYT OTI GYECT] 0PEAOVG-KIVOUVOL
N ©OG OTOTEAECLLO TNG EMITEVENG EVOG GNUAVTIKOD OPOGTILOV (QPOPLOKOETOYPVTVIOT 1
EAOY16TOTOINGT KIVOUVOU).
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. EmnapocOeta pétpa ehayiotomoinong kKivovvou

1. O KAK npémel vo cupQ@VIoEL GYETIKA LE TIG AEMTOUEPELEG EVOC EAEYXOLUEVOL GULOTILLOTOG
Svopng pe tig EBvikég Appodieg Apyég Kon TPEMEL Vo, VAOTOMGEL QLT TO TPOYPAUUOTO OE
€0vio eminedo doTE VO SIUGPOAIGTEL OTL:

. [Ipwv and ™ cvvtayoypdenon (oe cvppovia pe v €0viky apuddio apyn, mTPw
xopnynon), 6Aot ot enaryyeApoties VYl o1 0moiol TPOKELTAL VO GUVTAYOYPAPTIGOVV (Kot
va yopnynoovv) to Lenalidomide Krka 8o AdBovv éva makéto mAnpo@opidv yio tov
0TpO, TO 0010 TTEPLEXEL T AKOAOLON:

o Ekmodevtikd mokéto Tov enayyeipatio vyeiog
Exmondevtikd euAiddie yio tovg acbeveic
Képteg aoBevoig

ITepiinyn tov Xopaxtpiotikedv tov Ilpoidvrog (ITXII) wor @OAA0 Odnyidv

Xpnong kot Emonpavon

2. O KAK mpémet vo, vAomooel Eva mpdypappo TpoAnyme eykopoovvng (Pregnancy Prevention
Program, PPP) oe kd8e Kpdtog Méhog. O Aemtopépeteg tov PPP mpémer va £xovv cvpupwvnOel
ue tig EOvicég Appodieg Apyéc og kdbe Kpdtog MéLog Kot TPEMEL VoL EQApLOGTOVY TPV 0td TN
duiBeon Tov TpoidvToC.

3. O KAK mpénet vo GOUPOVAGEL TO TEMKO KEIEVO TOV TEPIEXOUEVOV TOV TOKETOL TAT|POPOPLDV
yio Tov wtpo, pe Tig Ebvikég Appodieg Apyéc oe kébe Kpdtoc Méhog kot va, d100(paAicel 0Tt Ta
VMKGE TEPLEYOVV TO KOPLO OTOLYEID, OTWC TEPLYPAPOVTUL TOPUKAT®.

4. O KAK 7pémel vo GOUQ®VIAGEL PE TNV VAOTOINGN TOV GLGTHKATOG KAPTOS acbevoidg oe Kabe
Kpdrtog Méroc.

O O O

Kvpua otoryeio wov Tpémel va copmeptin@dovv

To Exnaidevtid Ilaxéro tov Enayysiuatio Yysiog
To Exnaidevtino maxéto tov Enayyehpotio Yyeiog Oa mepiéyet ta akdlovbo croyeio:

. ZUVOTTIKO 10TOPIKO TNG AEVOAMOOUIdNG Kal TNV eYKEKPLILEVN EVOEIEN TNG
. Aocoloyio
. Méyiot cuvtayoypa@ovpevn diapkela Bepameiog

o 4 gPfdopddeg yio yuvoikes o€ ovamapoy@yk niwio
o 12 eBdouddec yo avopeg Kat Yuvaikeg xwpic SuvatdTNTO TEKVOTOINONG

. Avaykn va aroeevydel n éxBeon epfpdmv, Ady® TV TEPATOYOVOL SLVAUIKOD TNG
AEVOAMSOUIONG 6T0 {0 KOl TNG AVOUEVOLEVIC TEPATOYOVOL dPACTG TNG AEVAALOOIONG GTOVG
avOpdTovg

. KoBodrynom oyetikd pe tov yeptond g kowéng 1 tov kayakiov tov Lenalidomide Krka yi
TOVG emayyeAOTIEG VYEiNG KOt TO ATopa TOV Ppovtilovy acbeveig

. Ymoypedoelg TOL enayyeALATiO VYEING OYETIKA e TN cuvtayoypdoenor tov Lenalidomide Krka

o Avaykn TopoyNg AVOAVLTIKMY 001 YIdV KOl EVIIUEPWOOTG 6TOVG 0.eOeveig
o Awcpdion tov 6t ot aoBeveic gival tkavol va cuLLOPE®OOVV pE TIG OTOTHOELS Yol
v ac@aAn yprion tov Lenalidomide Krka
o Avéyxn moapoyng otovg acbeveic Tov KATAAANAOD EKTOISEVTIKOD QLAAASIOV Y10 TOVG
acBeveig Kot TG KApTag acbevong
o Ynodei&eic acoaleiog Tpog GAOLS Tovg acbeveic
o Anrbdppwyn dyxpnoTov PapLiKov
o Tomkég datdelg e1SIKEG Yol TN YDPO CYETIKE LE TN GLVTAYOYPAPNON Y10, TH YOPTYNOT|
tov Lenalidomide Krka gév amouteiton
o Ileprypaen Tov Kivdvvou avtidpacng avalomdpmong 6yKov
o Ilepyypagpn 1oL «KwdOHVov e&éMénc oe AML  oe aobeveic pe MDS,
CUUTEPIAAUPAVOLEVOV TMV TOGOGTAOV EUPAVIONG OO KAVIKES SOKIUEG
o Ileprypagn Tov Kivdvvov twv SPM
o Heprypaon tov PPP kot katnyoplomoinon tev acBevav te Bdon To guAo Kot ) duvatdtnto

TEKVOTOINOMG
o AlyépiBpog v v vAomoinon tov PPP

72



o

Op1opdg TV yovaukdv g avaropaywyk nikio (WCBP) kot dpdoeig mov Tpémet va
avaAdpet o wTpdg o€ mepintwon afepfardmmrog

Ynodeiéelc ac@aleiac yio YOVaikee 6 avamTapaymYKn nAKia,

O
O
O

O
O

Avaykm va amoeevydei n éxbeomn euPpdmv
[eprypapn tov PPP
Avaykn yu emopkn avTicOAANYT (aKopa Kol €Gv 1 yovaiko €yl aunvoppola) Kol
0p1o UG TNG ETOPKOVS OVTIGVAANYNG
Ipoypoppatiopds Te6T €YKLUOCHVIG

=" Ymodei&elg yo Tic KatdAANAEG SOKIOGIEG

= JIpw v évapén g Bepameiog

= Katd m didpketo tng Oepanciog avaroya pe T néBodo aviicOAMYNG

= Metd to mépag g Oepameiog
Avayxn aueong dwokomnc tov Lenalidomide Krka o€ mepintmon vroyiag eykopuocivng
Avaykn dueong evmuépmong Tov Bepdmovtog 1Tpov € mEPITTOON  LIOWING
EYKOHOGVVNG

YnodeiEelc acoareiog yia Tove GvOpeC

O
O

Avaykn va amoeegvybei 1 xbeom euPpdmv
AvAayKn ¥pNoNS TPOPLAAKTIK®V 4V 1) 6eE0VOAMKT GVVTPOPOG Eival £YKVOG 1 YuvaiKa,
G€ OVATOPOYOYIKT NAMKIK TOV SEV XPNCIHLOTOLEL OTOTEAEGUATIKN AVTICOAANYN (0KOLLOL
Kot 0V 0 Avopag Exel vToPANDOel o€ EKTOUN OTEPUATIKOV TOPOD)

= Kotd ™ dibpkeo g Bepaneiog pe Lenalidomide Krka

= T tovAdylotov 7 NUEPES LETA TNV TEAIKT 00G0T.
Awopdion tov 6t Oa evnpepwbel dueco o Bepdmmwv 10TPOG G TEPITTMON TOL 1|
GUVTPOPOG TOL acBeVolG eivel £ykvog evoow o acBevig Adppave Lenalidomide Krka
N o0& PKPO ¥poviKd daotnue. LeTd ) dlakonr tov Lenalidomide Krka

ATOITNOEIC 6€ TEPIMTMOT EYKLUOGVVNG

O

O

O
O

Odnyiec vy aGueorn dwakomn tov Lenalidomide Krka oe mepintwon vmowyiog
€YKVOHOOVVNG, G€ Yuvaiko acOevi

Avéykn mopamopnng o€ 10Tpd EISIKEVUEVO 1] TEMEPAUEVO OTI Sloyelplon SopapTIOY
Stamiaong kot g d1dyvmong Tovg yuo a&toAdynon Kot kabodnynon

Tomikd oroyela emkovaviag yio v avapopd Kabe vroyiog eyKupocivng

"Evtumo avagopds eykvpociivig

Afota eA&yyov y1a T0V¢ 1TpPovg, 1 onoia dtacParilel 0Tt ot acbeveic Aapfdavovy v KatdAinin

EVNUEP®ON OYETIKG [ TN Bepameia, Tic peBOS0VE OVTIGVAANYNG KL TV TPOANYN TNG
€YKLLOOHVNG, COLP®VO LE TO VA0 TOVG KAl TNV KATACTOOT] SuvaTOTNTAG TEKVOTOINGNG KUTd
v évapén g Bepaneiog.

"Evtumo avagopds avemBOunTmv evepyEimV.

Exnraidsvting pviladia yio tovg acleveic

To Exmoidevtikd guAladio yio Tovg 0o0eveic Tpémel va mepiéyovv:

DuALad10 Yo yuvaikeg aoBeveig o€ avomapaymykn nAkio

DVALGSI0 Y1 Yuvaikes 0oOEVEIC TOV HEV EYOVV SLVOTOTNTO TEKVOTOINGNG
DuALadI0 Y100 AvOpeg aoBeveig

O\ ta @uAAGSI0 acBevdv Tpémel va Tepiéyovv ta akoAovba ototyeio:

Ot 1 Aevaridopion £xel tepatoydvo dpdon ot (Mo Kol avoUEVETOL VA £XEL TEPUTOYOVO dpdo
GTOVG 0VOPMOTOLG

[Teprypapn ¢ kapTog achevods Kat TG avaryKatdTnTdg TG

Amdpprym dypnoToL OPLAKOL

KoBodnynomn oyetikd pe 1o Xepiopod g Aevoldopiong yio Tovg aoeveic, To GTopo OV TOVG

@povTiCovV Ko To LEAT TNG OIKOYEVELNG

EBvikéc 1 dAleg epapproldpeves 101KEG SIATAEELS Y100 T GUVTAYOYPAPNOT TNG XOPNYNONG TOL

Lenalidomide Krka

Ot 0 acBevnic dev mpénel va dmwaoel o Lenalidomide Krka 6g omotodnmote dAro dtopo
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. Ot 0 acBevnic dev mpénel va dwpioet aipo Katd ™ didpkeo g Bepameiog
(cvumepriapuPfavouévmy TOV SUGTNUAT®OV TPOSMPIVAG SLOKOMTNG TG 606NE) Kot Yo
TOVAGIoTOV 7 NUEPES HETA TN dtakonn Tng Bepaneiog pe To Lenalidomide Krka

. O11 0 060evic TPETEL VO EVIUEPDGEL TOV 1.TPO TOV GYETIKA LLE OTOLEGONTOTE AveEMOVUNTEG
EVEPYELEG

Ot axd6A0V0EG TANPOPOPIEG TTPEMEL EMIONG VO TAPEYOVTUL GTO KATAAANAO PUALASL0:

DoALES10 Yo yuvaikeg 000gveic 6€ aVOTOPAY®YIKT NAIKiO
. Avayin va arogevyel n éxbeom eufpdwv
. ITeprypaen tov PPP
. AvAyKn Yo emapKY] OVTIGOAAN YT Kot OPIGUOG TNG ETAPKOVS AVTIGOAANYNG
. IIpoypappaticpods 16T £yKLHOCHVNG

o IIpw v évapén g Bepamneiog

o Kotd ™ dupkelo g OBepameiog, Tovddyiotov kKabe 4 eBdopddeg, ektOg OmO TNV

nmepintwon emPeforwpévne cormyykng oteipoong
o Metd to mépag g Oepameiog
Avayxn dueong dtaxonng tov Lenalidomide Krka g mepintwon vroyiog eykvpocivig

. Avaykn Gueong emkovaviog e TOV 10TPO TOVG GE TEPITTMGT] VIOYING EYKLUOGUVTG

DuAAGSLO Yo dvdpeg aoBeveig
. Avayin va arogevyel n éxbeom euPfpdwv
. AVAyKn XPNONG TPOPLACKTIKOV €AV 1] GEEOVOAKT GUVTPOPOG EIVOL £YKVOG 1] YuVOIiKO OE
avamapay®YIKn nAkio Tov dev ¥pNoonolel OToTEAECUATIKT aVTIGOAANYN (0O Kot €6V O
avdpog £xel vtoPAnBel o ekToun GTEPUATIKOD TOPOL)
o Kotd ™ didpkewa g Bepaneiog pe Lenalidomide Krka
o T tovAdyiotov 7 nuépeg LETE TV TEAIKT 6OON
. Ot eGv 1 GVVTPOPOG TOV pEiVEL £YKVOG, TPETEL VAL EVILEPDGEL dpeca To BepAmovTa 10Tpo TOV
. Ot 0 1d10¢ dev Tpémet va, dwpicel oméppa KaTd Tn didpkelo TG Oepomeiog
(cvumepAapuPavoléVeVY TOV SOCTIULATOV TPOCSOPIVIG SLOKOTNG TNG OoNS) Kot Yo
TOVAGIoTOV 7 NUEPES HETA TN dlakonr| tng Bepaneiog pe to Lenalidomide Krka

Kdpta aclevoic

H xapta acBevoig mpénet va mepiéyetl o akdiovba ctoryeio:

. EmBefaionon 611 £xel mpayparomomdei 1 katdAANAN evnuépwon
. Texunpioon g KOTACTOONG SVVATOTNTOG TEKVOTOINGNG

. Hpepopmvieg kot amoteAéoUATA TOV TEGT EYKLUOGVVIG
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ITAPAPTHMA III

EINIZXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. ENIXHMANXZH
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ENAEIZEIZ ITIOY IPEITEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka 2,5 mg oxAnpd koydiio

Aevoldopion

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

KdaBe oxdnpod koydkio mepiéyel Lovodopik vOPOYAMPIKN AEVOAGOUIOT TOV 160dVVOLEL 68 2,5 mg
Aevodopiong.

3.  KATAAOIOX EKAOXON

‘ 4, DOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

oKANPO KOAKLO

7 x 1 oxhnpd Koydxio
21 x 1 oxAnpd Konydxio

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

AwPaote To EOALO 0dNYIDV XPNOTG TPV OO T YPNON.
Amo otoOpaTOg XPNoN

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITIPOXEITIZOYN TA ITAIAIA

Noa puAdoceton og B¢om, Tnv onoio dev PAETOLY Ko OV TPocEYYILovv T TALdE.

7. AAAH(EX) EIAIKH(EX) TIPOEIAOIIOIHZH(EIZ), EAN EINAI ATIAPAITHTH(EY)

[MPOXOXH: Kivduvog coPapdv cuyyevmdv dtopaptidv. Na pn ¥proiLoroteitol Kot v
gyKupooHv 1 TN YoAOLYiO.
[pénet va akorovBeite To [pdypappa [Ipdinyng Eyxopooctvng e Agvaiidopione.

8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEX ®YAAEHX

10. TAIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN ‘H TQN
YIHOAEIMMATON ITOY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA, d.d., Novo mesto, gmarj eSka cesta 6, 8501 Novo mesto, ZAoPevia

| 12. APIOMOX(OI) AAEIAY KYKAO®OPIAX

7 x 1 oxAnpd xayaxo: EU/1/20/1519/001
21 x 1 oxinpo kaydxio: EU/1/20/1519/002

13. APIOMOZX ITAPTIAAX

Hoptioa

‘ 14. TENIKH KATATAZEH I'lA TH ATAGEXH

| 15. OAHTIEX XPHEZHE

‘ 16. TMAHPO®OPIEX XE BRAILLE

Lenalidomide Krka 2,5 mg

17. MONAAIKOX ANATNQPIETIKOZ KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A160100T0TOG YPOUU®OTOG KDOKAG (2D) mov pépet Tov mepIAN@OEVTA LOVOSIKO avayVOPLOTIKO KM®OIKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
SN
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EAAXIZTEX ENAEIEEIZ MOY NPEIEI NA ANATPA®ONTAI XTIZ XYZKEYAXIEX
KYYEAHZ (BLISTER) 'H ITIX TAINIEZ (STRIPS)

KYYEAH

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka 2,5 mg kaydxio

Aevalidopion

| 2. ONOMA KATOXOY THX AAETAY KYKAO®OPIAX

KRKA

| 3. HMEPOMHNIA AHEHX

EXP

4.  APIOMOZX ITAPTIAAX

Lot

5.  AAAA XTOIXEIA

1. Avyiote kot okiote
2. Apapéote

Agv.
Tp.
Ter.
ITép.
Iap.
2ap.
Kwvp.
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ENAEIZEIZ ITIOY ITPEITEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

KOYTI

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka 5 mg oxAnpd xoydxio

Aevoldopion

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

Kdbe oxdnpod koydkio mepiéyel Lovodopikn vOPoyAmPIKT AEVOASOUION TOL 160dVVaLEL 6E 5 mE
Aevodopiong.

3.  KATAAOIOX EKAOXON

‘ 4, DOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

oKANPO KOAKLO

7 x 1 oxhnpd Koydxio
21 x 1 oxAnpd Koydxio

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

AwPaote To EOALO 0dNYIDV XPNOTG TPV OO T YPNON.
Am6 otdpatog xpnon

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITIPOXEITIZOYN TA ITAIAIA

Noa puAdoceton og B¢om, Tnv onoio dev PAETOLY Ko OV TPocEYYILovv T TALdE.

7. AAAH(EX) EIAIKH(EX) TPOEIAOIIOIHEZH(EIZ), EAN EINAI ATIAPAITHTH(EY)

[MPOXOXH: Kivduvog coPapdv cuyyevmdv dtopaptidv. Na pn ¥proiLoroteitol Kot v
gyKupooHv 1 TN YoAOLYiO.
[pénet va akorovBeite To [pdypappa [Ipdinyng Eyxopooctvng e Aevairdopionge.

8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEX ®YAAEHX

10. TAIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN ‘H TQN
YIHOAEIMMATON ITOY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAETAY KYKAO®OPIAX

KRKA, d.d., Novo mesto, gmarj eSka cesta 6, 8501 Novo mesto, ZAoPevia

| 12. APIOMOX(OI) AAEIAY KYKAO®OPIAX

7 x 1 oxAnpd xayakwo: EU/1/20/1519/003
21 x 1 oxinpo kaydkio: EU/1/20/1519/004

13. APIOMOZX ITAPTIAAX

Hoptioa

‘ 14. TENIKH KATATAZH I'TA TH ATAGEXH

| 15. OAHTIEX XPHIHE

‘ 16. TMAHPO®OPIEX XE BRAILLE

Lenalidomide Krka 5 mg

17. MONAAIKOX ANATNQPIETIKOZ KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A160100T0TOG YPOUUOTOS KOG (2D) mov pépet Tov mePIANPOEVTA LOVASTIKO aVOyVOPLOTIKO KM®OIKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
SN
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EAAXIZTEX ENAEIEEIZ MOY NPEIEI NA ANATPA®ONTAI XTIZ XYZKEYAXIEX
KYYEAHZ (BLISTER) 'H ITIX TAINIEZ (STRIPS)

KYYEAH

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka 5 mg kaydxio

Aevalidopion

| 2. ONOMA KATOXOY THX AAETAY KYKAO®OPIAX

KRKA

| 3. HMEPOMHNIA AHEHX

EXP

4.  APIOMOZX ITAPTIAAX

Lot

5.  AAAA XTOIXEIA

1. Avyiote kot okiote
2. Apapéote

Agv.
Tp.
Ter.
ITép.
Iap.
2ap.
Kwvp.
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ENAEIZEIX ITIOY ITPEITEI NA ANATPA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

KOYTI

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka 7,5 mg oxAnpd koydiio

Aevoldopion

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

Kdbe orxdnpod koydkio mepiéyel Lovodopikn vOPOYAmPIKN AeVOAdouidn Tov 1eodvvapel o 7,5 mg
Aevodopiong.

3.  KATAAOIOX EKAOXON

‘ 4, DOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

oKANPO KOAKLO

7 x 1 oxhnpd Koydxio
21 x 1 oxAnpd Koydxio

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

AwPaote To EOALO 0dNYIDV XPNOTG TPV OO T YPNON.
Amo otoOpaTOg XPNoN

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITIPOXEITIZOYN TA ITAIAIA

Noa puAdoceton og B€om, v omoia dev PAETOLY Ko OV TPoGEYYILoVV T TALOE.

7. AAAH(EX) EIAIKH(EX) TPOEIAOIIOIHEZH(EIZ), EAN EINAI ATIAPAITHTH(EY)

[MPOXOXH: Kivduvog coPapdv cuyyevmdv dtopaptidv. Na pn ¥proiLoroteitol Kot v
gyKupooHv 1 TN YoAOLYiO.
[pénet va akorovBeite To [pdypappa [Ipdinyng Eyxopooctvng e Aevaiidopionge.

8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEX ®YAAEHX

10. TAIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN ‘H TQN
YIHOAEIMMATON ITOY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA, d.d., Novo mesto, gmarj eSka cesta 6, 8501 Novo mesto, ZAoPevia

| 12. APIOMOX(OI) AAEIAY KYKAO®OPIAX

7 x 1 oxAnpd xayaxio: EU/1/20/1519/005
21 x 1 oxinpo kaydkio: EU/1/20/1519/006

13. APIOMOZX ITAPTIAAX

Hoptioa

‘ 14. TENIKH KATATAZEH I'lA TH ATAGEXH

| 15. OAHTIEX XPHIHE

‘ 16. TMAHPO®OPIEX XE BRAILLE

Lenalidomide Krka 7,5 mg

17. MONAAIKOX ANATNQPIETIKOZ KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

AG100TATOG YPUUUOTOS KMo (2D) mov pépel Tov mEPIANPOEVTA LOVOSTIKO aVayVOPLOTIKO KM®OIKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
SN
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EAAXIZTEX ENAEIEEIZ MOY NPEIEI NA ANATPA®ONTAI XTIZ XYZKEYAXIEX
KYYEAHZ (BLISTER) 'H ITIX TAINIEZ (STRIPS)

KYYEAH

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka 7,5 mg kaydxio

Aevalidopion

| 2. ONOMA KATOXOY THX AAETAY KYKAO®OPIAX

KRKA

| 3. HMEPOMHNIA AHEHX

EXP

4.  APIOMOZX ITAPTIAAX

Lot

5.  AAAA XTOIXEIA

1. Avyiote kot okiote
2. Apapéote

Agv.
Tp.
Ter.
ITép.
Iap.
2ap.
Kwvp.
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ENAEIZEIZ ITIOY IIPEITEI NA ANATPA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

KOYTI

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka 10 mg oxinpd kaydxio

Aevoldopion

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

Kd0e oxdnpod koydkio mepiéyel Lovoddpik| VOPOYAMPIKT Aevolidouion mov wsodvvauei og 10 mg
Aevodopiong.

3.  KATAAOIOX EKAOXON

‘ 4, DOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

oKANPO KOAKLO

7 x 1 oxhnpd Koydxio
21 x 1 oxAnpd Koydxio

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

AwPaote To EOALO 0dNYIDV XPNOTG TPV OO T YPNON.
Amo otoOpaTOg XPNoN

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITIPOXEITIZOYN TA ITAIAIA

Noa puAdoceton og B¢om, Tnv onoio dev PAETOLY Ko OV TPocEYYILovv T TALdE.

7. AAAH(EX) EIAIKH(EX) TPOEIAOIIOIHEZH(EIZ), EAN EINAI ATIAPAITHTH(EY)

[MPOXOXH: Kivduvog coPapdv cuyyevmdv dtopaptidv. Na pn ¥proiLoroteitol Kot v
gyKupooHv 1 TN YoAOLYiO.
[pénet va akorovBeite To [pdypappa [Ipdinyng Eyxopooctvng e Aevaiidopionge.

8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEX ®YAAEHX

10. TAIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN ‘H TQN
YIHOAEIMMATON ITIOY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA, d.d., Novo mesto, gmarj eSka cesta 6, 8501 Novo mesto, ZAoPevia

| 12. APIOMOX(OI) AAEIAY KYKAO®OPIAX

7 x 1 oxAnpd xayaxo: EU/1/20/1519/007
21 x 1 oxinpo kaydxio: EU/1/20/1519/008

13. APIOMOZX ITAPTIAAX

Hoptioa

‘ 14. TENIKH KATATAZEH I'lA TH ATAGEXH

| 15. OAHTIEX XPHIHE

‘ 16. TMAHPO®OPIEX XE BRAILLE

Lenalidomide Krka 10 mg

17. MONAAIKOX ANATNQPIETIKOZ KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A160100T0TOG YPOUU®OTOG KDOKAG (2D) mov pépet Tov mepIAN@OEVTA LOVOSIKO avayVOPLOTIKO KM®OIKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
SN
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EAAXIZTEX ENAEIEEIZ MOY NPEIEI NA ANATPA®ONTAI XTIZ XYZKEYAXIEX
KYYEAHX (BLISTER) 'H ITIE TAINIEZ (STRIPS)

KYYEAH

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka 10 mg xoydxio

Aevalidopion

| 2. ONOMA KATOXOY THX AAETAY KYKAO®OPIAX

KRKA

| 3. HMEPOMHNIA AHEHX

EXP

4.  APIOMOZX ITAPTIAAX

Lot

5.  AAAA XTOIXEIA

1. Avyiote kot okiote
2. Apapéote

Agv.
Tp.
Ter.
ITép.
Iap.
2ap.
Kwvp.
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ENAEIZEIZ ITIOY IIPEITEI NA ANATPA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

KOYTI

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka 15 mg oxinpd kaydxio

Aevoldopion

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

Kdbe oxdnpod koydkio mepiéyel Lovoddpik| VOPOYAMPIKT AeVoAdouion mov wsodvvauei og 15 mg
Aevodopiong.

3.  KATAAOIOX EKAOXON

‘ 4, DOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

oKANPO KOAKLO

7 x 1 oxhnpd Koydxio
21 x 1 okAnpod Koydxio

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

AwPaote To EOALO 0dNYIDV XPNOTG TPV OO T YPNON.
Amo otoOpaTOg XPNoN

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITIPOXEITIZOYN TA ITAIAIA

Noa puAdoceton og B¢om, Tnv onoio dev PAETOLY Ko OV TPocEYYILovv T TALdE.

7. AAAH(EX) EIAIKH(EX) TPOEIAOIIOIHEZH(EIZ), EAN EINAI ATIAPAITHTH(EY)

[MPOXOXH: Kivduvog coPapdv cuyyevmdv dtopaptidv. Na pn ¥proiLoroteitol Kot v
gyKupooHvn 1 TN YaAovyio.
[pénet va akorovBeite To [pdypappa [Ipdinyng Eyxopooctvng e Aevaiidopionge.

8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEX ®YAAEHX

10. TAIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN ‘H TQN
YIHOAEIMMATON ITOY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA, d.d., Novo mesto, gmarj eSka cesta 6, 8501 Novo mesto, ZAoPevia

| 12. APIOMOX(OI) AAEIAY KYKAO®OPIAX

7 x 1 oxAnpd xayaxo: EU/1/20/1519/009
21 x 1 oxinpo kaydkio: EU/1/20/1519/010

13. APIOMOZX ITAPTIAAX

Hoptioa

‘ 14. TENIKH KATATAZEH I'lA TH ATAGEXH

| 15. OAHTIEX XPHIHE

‘ 16. TMAHPO®OPIEX XE BRAILLE

Lenalidomide Krka 15 mg

17. MONAAIKOX ANATNQPIETIKOZ KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A160100T0TOG YPOUU®OTOG KDOKAG (2D) mov pépet Tov mepIAN@OEVTA LOVOSIKO avayVOPLOTIKO KM®OIKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
SN
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EAAXIZTEX ENAEIEEIZ MOY NPEIEI NA ANATPA®ONTAI XTIZ XYZKEYAXIEX
KYYEAHE (BLISTER) 'H ITIE TAINIEZ (STRIPS)

KYYEAH

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka 15 mg xoydxio

Aevalidopion

| 2. ONOMA KATOXOY THX AAETAY KYKAO®OPIAX

KRKA

| 3. HMEPOMHNIA AHEHX

EXP

4.  APIOMOZX ITAPTIAAX

Lot

5.  AAAA XTOIXEIA

1. Avyiote kot okiote
2. Apapéote

Agv.
Tp.
Ter.
ITép.
Iap.
2ap.
Kwvp.
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ENAEIZEIZ ITIOY IIPEITEI NA ANATPA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

KOYTI

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka 20 mg oxinpd kaydxkio

Aevoldopion

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

Kd0e oxdnpod koydkio mepiéyel Lovoddpik| VOPOYAMmPIKT Aevolidouion mov wsodvvauei og 20 mg
Aevodopiong.

3.  KATAAOIOX EKAOXON

‘ 4, DOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

oKANPO KOAKLO

7 x 1 oxhnpd Koydxio
21 x 1 okAnpod Koydxio

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

AwPaote To EOALO 0dNYIDV XPNOTG TPV OO T YPNON.
Amo otoOpaTOg XPNoN

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITIPOXEITIZOYN TA ITAIAIA

Noa puAdoceton og B¢om, Tnv onoio dev PAETOLY Ko OV TPocEYYILovv T TALdE.

7. AAAH(EX) EIAIKH(EX) TPOEIAOIIOIHEZH(EIZ), EAN EINAI ATIAPAITHTH(EY)

[MPOXOXH: Kivduvog coPapdv cuyyevmdv dtopaptidv. Na pn ¥proiLoroteitol Kot v
gyKupooHvn 1 TN YaAovyio.
[pénet va akorovBeite To [pdypappa [Ipdinyng Eyxopooctvng e Aevaiidopionge.

8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEX ®YAAEHX

10. TAIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN ‘H TQN
YIHOAEIMMATON ITOY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA, d.d., Novo mesto, gmarj eSka cesta 6, 8501 Novo mesto, ZAoPevia

| 12. APIOMOX(OI) AAEIAY KYKAO®OPIAX

7 x 1 oxinpd kaydxro: EU/1/20/1519/011
21 x 1 oxinpo kaydkio: EU/1/20/1519/012

13. APIOMOZX ITAPTIAAX

Hoptioa

‘ 14. TENIKH KATATAZEH I'lA TH ATAGEXH

| 15. OAHTIEX XPHIHE

‘ 16. TMAHPO®OPIEX XE BRAILLE

Lenalidomide Krka 20 mg

17. MONAAIKOX ANATNQPIETIKOZ KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A160100T0TOG YPOUU®OTOG KDOKAG (2D) mov pépet Tov mepIAN@OEVTA LOVOSIKO avayVOPLOTIKO KM®OIKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
SN
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EAAXIZTEX ENAEIEEIZ MOY NPEIEI NA ANATPA®ONTAI XTIZ XYZKEYAXIEX
KYYEAHE (BLISTER) 'H ITIE TAINIEZ (STRIPS)

KYYEAH

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka 20 mg xoydxio

Aevalidopion

| 2. ONOMA KATOXOY THX AAETAY KYKAO®OPIAX

KRKA

| 3. HMEPOMHNIA AHEHX

EXP

4.  APIOMOZX ITAPTIAAX

Lot

5.  AAAA XTOIXEIA

1. Avyiote kot okiote
2. Apapéote

Agv.
Tp.
Ter.
ITép.
Iap.
2ap.
Kwvp.
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ENAEIZEIZ ITIOY IIPEITEI NA ANATPA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

KOYTI

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka 25 mg oxinpd kaydxio

Aevoldopion

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

Kd0e oxdnpod koydkio mepiéyel LovoddpiKT| VOPOYAMPIKT AEVOASOUIOT ToV 16odvvauEl o€ 25 mg
Aevodopiong.

3.  KATAAOIOX EKAOXON

‘ 4, DOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

oKANPO KOAKLO

7 x 1 oxhnpd Koydxio
21 x 1 okAnpod Koydxio

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

AwPaote To EOALO 0dNYIDV XPNOTG TPV OO T YPNON.
Amo otoOpaTOg XPNoN

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITIPOXEITIZOYN TA ITAIAIA

Noa puAdoceton og B¢om, Tnv onoio dev PAETOLY Ko OV TPocEYYILovv T TALdE.

7. AAAH(EX) EIAIKH(EX) TPOEIAOIIOIHEZH(EIZ), EAN EINAI ATIAPAITHTH(EY)

[MPOXOXH: Kivduvog coPapdv cuyyevmdv dtopaptidv. Na pn ¥proiLoroteitol Kot v
gyKupooHvn 1 TN YaAovyio.
[pénet va akorovBeite To [pdypappa [Ipdinyng Eyxopooctvng e Aevaiidopionge.

8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEX ®YAAEHX

10. TAIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN ‘H TQN
YIHOAEIMMATON ITOY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA, d.d., Novo mesto, gmarj eSka cesta 6, 8501 Novo mesto, ZAoPevia

| 12. APIOMOX(OI) AAEIAY KYKAO®OPIAX

7 x 1 oxAnpd xayaxwo: EU/1/20/1519/013
21 x 1 oxinpo kaydkio: EU/1/20/1519/014

13. APIOMOZX ITAPTIAAX

Hoptioa

‘ 14. TENIKH KATATAZEH I'lA TH ATAGEXH

| 15. OAHTIEX XPHIHE

‘ 16. TMAHPO®OPIEX XE BRAILLE

Lenalidomide Krka 25 mg

17. MONAAIKOX ANATNQPIETIKOZ KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A160100T0TOG YPOUU®OTOG KDOKAG (2D) mov pépet Tov mepIAN@OEVTA LOVOSIKO avayVOPLOTIKO KM®OIKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
SN
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EAAXIZTEX ENAEIEEIZ MOY NPEIEI NA ANATPA®ONTAI XTIZ XYZKEYAXIEX
KYYEAHX (BLISTER) 'H ITIE TAINIEZ (STRIPS)

KYYEAH

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka 25 mg xoydxio

Aevalidopion

| 2. ONOMA KATOXOY THX AAETAY KYKAO®OPIAX

KRKA

| 3. HMEPOMHNIA AHEHX

EXP

4.  APIOMOZX ITAPTIAAX

Lot

5.  AAAA XTOIXEIA

1. Avyiote kot okiote
2. Apapéote

Agv.
Tp.
Ter.
ITép.
Iap.
2ap.
Kwvp.
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B. DYAAO OAHI'TQN XPHXHX
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@YrAo ooNYIOV ypions: IIAnpogopisg yia Tov yprioty

Lenalidomide Krka 2,5 mg oxAnpa koydxio
Lenalidomide Krka 5 mg oxkinpa koydaxio
Lenalidomide Krka 7,5 mg oxAnpa koydxio
Lenalidomide Krka 10 mg oxinpé koydaxio
Lenalidomide Krka 15 mg oxinpa koyaxwa
Lenalidomide Krka 20 mg oxinpd koyaxio
Lenalidomide Krka 25 mg cxinpa koyaxia
Aevoldopion

AwPaote TPOGEKTIKA 0AOKANPO TO PVALO 00N YOV YP1)ONGS TTPLY UPYICETE VO TAIPVETE AVTO TO

QPaPROKO, O10TL TEPLLOUPAVEL ONUOVTIKESG TANPOPOPIES VIO GOC.

- DordEre ovTd T0 POALO 00T YLDV YprioNG. Tows ypetaotel va To daPdoete Eavd.

- Edv &xete mepartépm amopieg, pOTNOTE TOV Y1OTPO GOG 1| TOV POPLUAKOTOLO GOC.

- H cvvtoyn yo avtd 1o oApRoKo xopnyndnKe amokAEIGTIKA Yio 60G. AgV TPENEL Vo, SDCETE TO
@appoako og aAhovg. Mmopel va Tovg TpokoAéoel PAGPN, kOl Kol OTOV TO GUUTTOUATO TNG
aoBéveldg Tovg givar ida e ToL S1KA Gag.

- Ed&v napatnpnoete kdmowo avemBOUNTN EVEPYELD, EVILEPDOTE TOV YATPO 1] TOV PAPLOKOTOLO
60G. AVTO 1GYVEL Kot Yio KAOE Thovy avemBOuntn evEpyeLo Tov eV OVAPEPETAL GTO TAPOHV
@O0 oY1V xpnons. BAére mapdypago 4.

T epréyer To mapov pOALO 00N YLOV

T1 etvon to Lenalidomide Krka kot mowa gfvon 1 xprjon tov
T mpénel va yvopilete mpv ndpete 1o Lenalidomide Krka
Iog va mapete o Lenalidomide Krka

ITBavég avemBOunTeg evépyeteg

Iog va puAdooete to Lenalidomide Krka

[eprexdpeva T cuokeLAGIG Kot AOUTES TANPOPOPIES

A e

1. Tu eivan 10 Lenalidomide Krka kot oo givar n ypijon tov

T givon To Lenalidomide Krka
To Lenalidomide Krka wepiéyet tn dpactikn ovcio «Aevoldopion». AvTto T0 GAPLOKO OVIKEL OE U0
opLado POPUAK®OV OV EXNPEALOVLV TOV TPOTO dPAGCTG TOV CLVOSOTOUTIKOV GOG CUGTIHOTOG.

o givar n ypiion 1ov Lenalidomide Krka

To Lenalidomide Krka ypnoylomoteiton oe evikeg yioi:
- [ToAAamAd poéhmpio

- Mughodvomhaotikd cuvopopa

- AEPQOPO 0d KOTTAPO, TOV HLovODOL

- OLddeg Aéppmpa

MMoAllomAhd poéhopa

To moAAamAd pouéhopa eivar Evag THTOG KapKivov Tov ennpedlel £va GUYKEKPIUEVO E100G AEVKMV
ALOCOULPi®V, TTOV OVOUALoVTOL KOTTOPA TAACHATOC. AVTA TO KOTTOPO GUYKEVIPMVOVINL GTO LVEAD
TOV 00TMV Kot d1opohviot EKTOG EAEYYOV. AVTO pmopel va PAAWYEL TO 0GTA Ko TOVG VEQPOVG,.

I'evikd 10 moALomAd puélmpo dev pmopei va Bepanevdel. QoT060, TO GNUEIN KO TO. GUUTTOLATOL
propov va eAattmfoiv onuavtikd 1 vo e£apovioTody Yo pia ¥povikn mepiodo. Avtod ovopdletot
«OVTATOKPIGTY.

NeodwryvwcBév modhomhd poédmpa - og a60gveic Tov £yovv VIOPANOEl o€ HETANOGYEVOT LVEAOD TMV
00TMOV

To Lenalidomide Krka ypnoytomoteitar povo tov mg o Bepameion cuvtinpnong LETA amd EXapKn
OTOKATAGTOOT) 1] OTTOi0 0KOAOVOEL TN LETAUOGYEVOT LVEAOD TV OGTOV.
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Neodwyvacév morramrod poéhoua - e acheveic Tov dev umopovv va vofinBovv ce petandoyevon
UVELOD TOV 0GTOV

To Lenalidomide Krka Aopfdveror poli pe Ao odppoxa. Avtd pmopet va eptiapfdvovv:

- &va ynuetobepamenTikd QappaKo Tov ovopdletol «Boptelopipmm»

- £va aVTIPAEYLOVAOIES PAPLAKO OV ovopdletar «deEapuefalovny.

- £val ynUEBEPATEVTIKO PAPUAKO TOV OVOUALETOL «LEAPAAGYI KoL

- £€VaL VOOOKATOGTOATIKO GAPLAKO TOV oOVOUALeToL «TtpedvILOVI».

Oa mdpete ovTd TO AL PhppaKa kaTd TV Evapén g Bepaneiog Kot KaToOTy Bo cuveyicete va
naipvete 1o Lenalidomide Krka pévo tov.

Y& Tepintmon mov giote NAIKiag 75 €TV I AV 1 £xeTe PETPLOL EMC GOPUPA VEPPIKE TPOPAATA — O
ywrpds oog o cog eEeTdoel mpooeKTKA TPty TNV vapén g Bepaneiog.

IMoAlomAd nvéhoua - o acbeveic Tov £yovv AdBetr mponyovuevn Ogpareio
To Lenalidomide Krka Aoapfdvetor padi pe évo avtipAeypovadeg gaparko Tov ovoudleTol
«oe&apefalovny.

To Lenalidomide Krka pmopel vo otapomost Ty endeivmon T@v onpeiov Kot GOUTTOUATOY TOV
molAamAo¥ pueddpartos. ‘Eyxet emiong katadeiydel 0Tt KabBvotepel TV VTOTPOMH TOV TOAAATAOD
HVEADUATOG PETE T Oepameia.

MvueghodvorhaoTikd covopope (MAX)

To MAZ epthopavouv ToALEG SLOPOPETIKES VOGOUG TOL OHULATOG KOt TOV HVEAOD TV 06ThV. Ta
aLLOoQaAiplo, Yivovtal 1 QUGIOAOYIKA Kot 0V AEITovpyohv cwotd. Ot acbeveig pmopovv va
eppaviocovy pio ToiMo amd onpeio Kot GOUTTOUATO, TOV TEPIAAUPEVOLY YoUNAS apBud epuBpmv
apooealpiov (avotpia), ovarykn yuo LETAYYIoN aiIOTog Kot Statpéyovy Kivouvo Aoipnméng.

To Lenalidomide Krka ypnoiponoteitar poévo tov yo tn Oegpaneio evniikov acbevaov mov Egovv

dyvootel pe MAX, dtav 1oy0ovy OAo To TOPAKAT®:

- YPEWILEDTE TAKTIKEG LETOYYIOELS AILOTOC Y10 TV OVTLLETOMIGT TOV XOUNADV EMTEd®V £pLOPHV
opoc@aipiov («ovorpio Tov amontel HeTayyiceo»)

- £YETE 0L KVTTAPIKT OVOUOAIN 6TO HVEAD TOV 0GTAOV TOV OVOUALETAL KUELOVMUEVT
KUTTOPOYEVETIKT OVOUOALD OTDOAELNG TOV HOKPOV GKEAOLG TOV YPOUOCHUATOS 5». AvTd
ONUAIVEL OTL O OPYOVIGHOG GG OEV TOPAYEL APKETE VY] OLOCPOIpLOL

- dAdec Bepameieg mov Eyovv xpnoyLomombel TPONYOLHEVOG, dEV Eival KOTAAANAES 1] OV dpovV
OPKETA KOAG.

To Lenalidomide Krka pmopei va avéfoet tov aptOpd tov vyiov epudpdv aoceotpiov Tov Tapdyst

TO GO LELDOVOVTUS TOV aPlBUd TV 1) GLUGLOAOYIKMV KVTTAPWOV:

- oUTO PUIopel va, peldoet Tov apliud Tov petayyicemv aipatog wov yperdlovral. Eival mbavo va
LN YPELOGTOVV HETAYYIGELG.

Aépoopo 06 KVTTOpo TOL pavovoe (AKM)

To Aéppopa and kKottapa Tov pavdva (AKM) eivar évag Kopkivog VO TUNIATOG TOV 0VOGOTONTIKOD
GLOTNLATOG (TOL AepPkov 16T00). Ennpedlet évav TOmo Agukdv apoc@aipiov wov ovopdloviot «B-
Aeppoxvttapo» 1 B-kottopa. To AKM givar po voécog 6mov o B-kbttopa avantucsovto e
aveEELEYKTO TPOTO KOl GLGCMPEVOVTOL GTOV AEUPIKO 1GTO, TOV HDELD TOV OGTMV 1) TO Gl

To Lenalidomide Krka ypnoiponoteitar povo tov ya tn Oepaneio evniikov acbevaov mov Eyovv AdPet
mponyovuev Bepameio pe dAAa papuoKoL.

Olmoeg Aéppopa (OA)

To OA eivar €vag kapkivog apyng e£EMENG mov mpooPaiiet To B-Agppokittapa. Avtd sivor Evog
TOTOG AEVKOV aupoc@atpicy wov fondodv Tov opyavicud Gog Vo, KaTamolepd Tic Aotuaéelc. Otav
&xete OA, Tapa TOAAA amd ovtd Ta B-Aeppokhttapa voEYETal Vo GLYKEVTPMOVOVTAL GTO Ol TOV
HVEAD TV 0GTAV, TOVG AELPAOEVEG KOL TOV CTTANVO, GOGC.
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To Lenalidomide Krka Aopfdveron pali pe éva dAlo pdppoko mov ovopdletot «prtovsdumny» yuo
Oepameia evnAikov aclevdv mov £xovv voPAndel oto Tapelddv ce Bepameia yio oldOeC AEUP®LLOL.

IIog dpa 1o Lenalidomide Krka

To Lenalidomide Krka dpa ennpedlovtoc 1o avoGomomTikd GUGTNIE TOV CHOUNTOC Kol EMTIOETOL

amevbeiag oTov Kopkivo. Apa pe Lo 6e1pd 0md S10pOopETIKOVG TPOTOVG:

- OTOLOTAOVTOG TV OVATTUEN TOV KAPKIVIKOV KUTTEAP®V

- SLOKOTTOVTOG TNV AVATTUEN TOV ALOQOP®V AYYEIDV GTOV KapKivo

- EVEPYOTOLOVTOG LEPOG TOV OLVOGOTOTIKOV GUGTHIOTOC MOTE Vo EMTEDE 6T KAPKIVIKA
KOTTOPOL.

2. Tvpéner va yvopilete npwv wapete 10 Lenalidomide Krka

Ipéner va drwoPaocete 10 QUALD 0ONYLOV PN OGS OAOV TOV QUPUIKEVTIKAV TTPOIGVTOV OV O
AeOovv o€ cuvovaopd pe 1o Lenalidomide Krka wpw v évapén tng Ogpanciog pe
Lenalidomide Krka.

Mnyv napete To Lenalidomide Krka:

- €av elote €ykvog, vopilete 0TL umopel vo eiote £ykvog 1 oxedlalete va Leivete éykvog, KaOdg
70 Lenalidomide Krka avapéveran va tpokaréosl PAAPn oo Epppvuo (PA. mopdypago 2,
«Komomn, OnAacpog kot avitoOAAN Y — TANPOQOPIES Y10 YOVOIKES Kol AVOPEDY).

- €dv pumopeite va peivete €ykvog, ekToc €0 AapPavete OAM Ta amapoitnTa LETPO Y10 VoL
gumodiocete Lo evdeydpevn eykopoovvn (PA. mapdypago 2, «Konomn, Onioouods kot
OVTIGOAAN YN — TANPOPOPIEG Y1 YuVaiKeS Kot Avopesy). Edv pmopeite va peivete £yxvog, o
ywTpds cog Ba kataypdwet pali pe kdbe cuvtayn o6t £xovv Anedei o amapaitnto HETpa Kot o
o0G YopnyNoet ot Vv emPePaicnon.

- oe mepintwon oAiepyiog otn Aevoidopion 1 o€ omotodmote GALO 0l TO GUGTATIKA ALTOL TOL
QOPLAKOL TOL avaPEPOVTUL oTNY Tapdypago 6. Edv vouilete 6T1 pnopei va €xete aAlepyia 610
@AapuroKo, cvpfovigvbeite Tov yaTpd GOgc.

Xe TePIMTOON TOV OTOLONTOTE OO AVTEG TIG KATAGTAGELG IOYVEL GTNV TEPIMTOGCT GAG, UMV TAPETE TO
Lenalidomide Krka. Edv €yete appipolieg, ansvbuvbeite otov yiatpod cog.

[pogrdomonoeig Ko TPOoPLAGEELS

AmnevOuvleite otov Y10TPO, TOV QOPLAKOTOLO 1] TOV/TIV VOGOKONO GUS TTPLV TAPETE TO

Lenalidomide Krka gdv:

- &xete gpooavioet OpopPovg 6To aipto Katd To TapeABOV - £xete LENUEVO KiVOUVO ovATTVENS
Opoppov aipatog otig PAEPeG Ko TIc aptnpies kKatd ™ dibpketa tng Oepameiog

- &xete omowadnmoTe onueio Aoipméng, 6mmg Prixa 1| TVPETO

- €xete M elyote 610 TOPEADOV 107EVI AOTH®EN, Waitepa: Aoipumén and nrotitida B,
avepoproyud- épmnta (wotpa, HIV. Edv éxete appiPolieg, ansvbuvbeite otov yiatpo cog. H
Oepameia pe to Lenalidomide Krka propel va mpoxadécetl tnv emavevepyomoinon Tov 100 o€
acBeveic Tov EEPOLY TOV 10. AVTO £XEL MG AMOTELECLLO TNV EMAVELQAVIOT] TNG Aoipwéng. O
ywTpdg cog Oo mpénet va eEAEyEet edv giyate moté Aoipmén and nrotitida B

- €xeTe VEQPIKA TPOPAILLOTA — O YIOTPOS GOIG EVOEXETOL VO TPOGAPUOGEL TN dOGT TOV
Lenalidomide Krka

- €xete VooTel Kopdiakn TpooPoln, eiyote moté OpopuPo aipatog N €dv kamvilete, £xete LYNAN
apTNPLOKT TTiEoT 1 VYNAG ETimeda YOANGTEPOING

- €xete peovioel po oAAEPYIKN avTidpaon KoTd T didpkele Ayng e Baiidopiong (éva dAro
QAPLLOKO TTOV XPNCLOTOLEiTaL Yo TN Bgpameia TOV TOAAATAOD HVEADNATOS) OTWS £EAVON L,
Kvnouo, oidnpa, LaAn 1 duckoiio oTNV avamvon

- €xete EKONADGCEL 6T0 TaPEABOV Evay GuVOVAGLO and omoladNToTE 0o Ta akdAovOa
ocvopntdpaTa: didyvto eEavOnua, puBpod SEpLa, VYNAN DEPLOKPOUGIN GMIOTOG, CUUTTMLOTO
YPIITADOOVS GLUVOPOUNG, AVENGELG NIATIKAOV EVEDH®V, avopraiies 6To aipa (noovoeiiia),
SOYKOUEVOLS AEPQOOEVES — aTA ivar onpeio (oG cofapng OEPLOTIKAG AVTIOPOOTG TOV
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ovopdlerar Gappakevtiky] Avtidpaon pe Hoowopikio kot Zuotpotikd Zvpuntopota, 1 oroio
etvan emiong yvooti og DRESS 1 oOvdpopo vaepevaioneciog oe gdppoko. (BA. eniong
mopdypoeo 4 “Thibavég avemBOunteg evépyeies”.)

e TEPINTMOON TOL OTOLONTOTE AMO TO TOPATAV® 1GYVEL GTNV TEPIMTMGT GOG, EVIUEPDOTE TOV
YTpo, TOV POPLOKOTOLd 1 TOV VOGOKOUO GOG TPV TNV £vapén tng Oepameiog.

Evnuepaote queca tov yiatpd 1 1oV VOGOKOUO GOG, OTOONTOTE OTIY LN KATE T SLUPKEL TNG

Oepomeiog N HETA amd QVTIV, GE TEPITTMGN TOL:

- mapoTnpnoete BoAn 6paon, andAeia 6paong 1 dSumhwnio, Suokora otV opkia, advvapio ot
yépro M ool IO, AALOYT) 6TOV TPOTO Padiong 1 TpofAinpata iIcoppomiag, eppéEvovca apwdia,
Helpévn aictnomn 1 andielo aicOnong, andielo pvung 1 odyyvon. Ora avtd propel vo
OTOTELOVV GUUTTAOLOTA H0G GOPapnG KoL SLVNTIKA BovaTneopag TABNGNG TOL EYKEPAAOL
YVOOTNG ©G TPOiovoag ToALESTIOKNG Agvkogykeporonadeiag (TIIIA). Edv eiyate ta
ovpmTdpoto ovtd Tpv and T Beponeio pe Lenalidomide Krka, evnuepmote tov yiotpd cog
GYETIKA LE OTOLUONTOTE CAAAYT] OTO CUUTTOUOTO VT,

- ekdnrmoete dvomvola, Kénwon, LaAn, movo 6to 6TNO0G, TaOTEPO KOPSLOKS TOANO 1| TPHELLO
oT0 TOS 1] TOVG AoTPAYAAOLS. AvTtd pmopel va glvon cupnTOROTA oG coPapnig mhdnong, N
omoia givat yvootn og Tvevpoviky véptacn (BA. mapdypapo 4).

Efetdoeig ko éheyyor

Ipwv ko katd ) Sudpkela g Bepaneiog pe Lenalidomide Krka 6o kdvete TakTikég oplotoAOyIKEG
g€etdoelg. Avtég Ba Tig kavete enedn to Lenalidomide Krka propei va mpokolécet ueimon tov
alpooeaipiov mov fonbodv oty katamoréunon Aoméewv (Aevkd apocaipia) Kot otny mén Tov
aipatog (apometdMa). O yatpog cag Oa cog {nthoet va Kavete eE€Tacn aiploTog:

- mpwv T Bepomeio

- K0 efdopdda yio 11 TpdTEG 8 Efdopddec TG Bepaneiog

- GTN GLVEYELD, TOVAGYLOTOV KAOE PVOL LETA OO aVTO TO SIAGTN LA,

Mropei va a&lohoynBsite yio onpeio KopSIOTVELLOVIKGV TPOPANUATOV TPV 0T KO KOTH T
duapkela g Bepomeiog pe Aevaidopion.

o acBeveic e MAY mov Aapfdvovv Lenalidomide Krka

Edv éxete MAZ, vrdpyet avEnpévn mbovotnta vo EPLPaVIGETE [ 0 TPOYXOPNUEVT KOTAGTOCT) TOV
ovoudletat oeio pveroyevig Aevyarpio (OMA). EmmAéov, dev gival yvwotd tog to Lenalidomide
Krka emnpedler Tig mBavotnteg va gppavicete OMA. O yratpdc 6og UTopEl, ETOUEVWMS, VO, GOG
VoPaAel o€ €EETAGELC Yol TOV EAEYYO ONUEI®V, TO 0TTOl0, pUITopel va, TPoPAEYOLY KOADTEPO TNV
mBavotra va gpeavicete OMA katd ) Sdprela g Oepanciog cog pe Lenalidomide Krka.

o acBeveic pe AKM mov Aaufdvovv Lenalidomide Krka

O ywtpog oog Ba oag ntnoet va kdvete eEETaON OULOTOG:

- npwv amod T Oepomeio

- k60 efdopdada yio T1g TpdTEG 8 £fdopdades ¢ Bepaneiog (2 KoKAOL)

- 61N oLVEYELD, KAOe 2 gBdopGdES KaTd Tovg KOKAOLG 3 Kot 4 (BA. Topdypapo 3 «Kvkhog
Bepomeiog Yo TEPIOCOTEPES TANPOPOPIES)

- petd amd to onpeio avtd Ba devepyeiton Kotd TV Evapén Tov Kabe KOKAOL Kot

- TOVAGIGTOV pia popa KAOe unvo.

T acBeveic pe OA mov Aapfdavovy Lenalidomide Krka

O ytpog cog B oag {noet va kdvete eEETaoN OUOTOG:

- mpwv and 1 Oepameio

- k60 efdopdada yio Tig TpdTeG 3 fdopndades (1 KOKAOG) TG Bepomeiog

- 01N oLvExEw, kaOe 2 efSoddES KaTd TOVG KOKAOVG 2 €m¢ 4 (BA. mapdypapo 3 «Kvxhog
Oepomeiog Yo TEPIOCOTEPES TANPOPOPIES)

- petd amd to onpeio avtd Ba devepyeitor KoTd TV Evapén Tov Kabe KOKAOL Kot

- ToVAGIoTOV pic POpa KAbe unvo.
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O ytpog cog pmopet va eEgtdoet v £xete LYNAO GUVOAIKO POPTIO OYKOL GE OAO TO GO,
GUUTEPILAUPOVOUEVOD TOV HVEAOD TOV 0GTMV 60.G. AVTO O LTOPOVGE VO 00T YNOEL GE [UL0L KOTAGTOOM
OOV 01 HYKOL A0SO OVVTOL KOl TPOKAAOVV AGLVHON ETITES O YNKOV OVGIOV GTO GO TOL PHTOPOVV
VoL 001 YNOOVV GE VEQPIKT avemapkela (avTn 1 Katdotaon ovopdletatl «Xovopopo Avong Oykovm).

O ytpog cag pumopet va cog e€etdoet Yo petaforés 6to dépua 6og, Omwe epufpés KnAidec M
eEavonpora.

O ywtpdg cog pmopet va Tpocappocet tn doon tov Lenalidomide Krka 1 va stopatost T Oegponeio
o0G e PAon TO ATOTEAEGUATO TOV OLOTOAOYIKMV EEETACEMV Kal TN YEVIKY 60G Katdotaon. Edqv
éxete drryvoobel Tpodceata, o ylaTpdc cag evogyetal eniong va a&loroynoet ) Bepaneia cog pe Pdon
Vv MAKio 600G Kot GALEG KOTOOTACELS 0T TIC OTO1eC 1O TACKETE.

Awpodooia
Agv mpénel va dwpioete aipo katd ) didpkela g Bepameiog Kot Yo TOLAGYIGTOV 7 MUEPES LETE TO
TéA0C NG Oepomeiog.

MMowwa kot épnpor
To Lenalidomide Krka dgv cuvictdrol yio xpnor o€ moidid Kot epnous katw towv 18 etdv.

Hiuaopévor kar dtopa pe veppika pofipata
e mepintmon mov glote NAkiag 75 eTdv 1 Avo 1 £xete PéTpro Emg GoPapd veppikd TpofAnpate — o
ywTpdc 6og Ba cog eEetdost mpooekTikd Tpv TNV Evapén g Bepomeiog.

Alro gappoxo kor Lenalidomide Krka

Evnuepmaote tov yiotpd 1| ToV VOGOKOUO 6aG €0V TOIPVETE 1 £XETE TPOGPAUTO TAPEL AALO QAPHLOKAL.
At opeidetar 610 Yeyovog 6t to Lenalidomide Krka pmopel va ennpedoet tov tpoémo dpdong
opopévev aAoV eapudkov. Emxiong, optopévo dA o @appoke Lopody vo. ERNPEAGOVY TOV TPOTO
dpdong tov Lenalidomide Krka.

Edikotepa, evnpepdote Tov Y10Tpo 1 TOV VOGOKOUO GOG OV TOIPVETE OTO100NTOTE ad T akOAovOaL

QAapLLoKaL:

- OPIOUEVO. PAPLOKO TTOV YPTCLLOTOIOVVTOL Y10 TNV TPOANYT TG EYKVHOGVUYNG, OTTMS TOL AT TOV
OTOLOTOG YOPTYOVLEVA OVTIGVAANTITIKA, KaOdc pmopel va dtokonel ) dpdon Tovug

- OPIOUEVH PAPUAKO. TTOV YPTCLLOTOLOVVTOL Y10, KOpPOLoKA TpoPARaTa. - OT®S 1) dtyo&ivn

- OPIOUEVO PAPLLAKO. TTOV XPTCLLOTOLOVVTAL Y10, THV 0PpAimdGCT TOV OiaToS - OTT®G 1 Papeopivn.

Konon, 0nlaopég kot avticOAANYN — TANPOQPOPIES Y10 YUVAIKES KO AVOPES

Kinon

To 116 yvvaikeg mov maipvovv Lenalidomide Krka

- Mnv mépete to Lenalidomide Krka edv eiote £ykvog, 10Tt avapéveral vo tpokaiésel BAAPN
070 £uPpuo.

- Agv mpénet vo, peivete £ykvog evd maipvete 1o Lenalidomide Krka. Xvvenmg, npémnet va
YPNOYOTOLEITE OTOTEAEGUATIKEG HEBOOOVG VTIGOAANYNG EAV EIGTE YUVOIKO GE OVOTALPOYWOYIKT
nikio (PA. «AvTIGOAANYM).

- Edv peivete éyxvog katd ™ didpketo g Oepameiog oag pe Lenalidomide Krka, stapoatiote
Bepameio Kol EVLEPADOTE TOV Y1ATPO GOG ALETA.

[No Tovg dvdpec mov waipvovv Lenalidomide Krka

- Y& TEPITTMON TOL 1) GVVTPOPOG GaG HEiveL £ykvog evd Ttaipvete To Lenalidomide Krka, mpémet
VoL EVIUEPDGETE TOV Y10TPO G0¢ dpeca. [Tpoteivetal n ohvipoeds cog va ovalnTRoEL 1TpiKy
GLUPOVAR.

- [Ipénet emiong va ypnoonoleite omoteAecatiKég pebddove avTicOAANYNG (PA.
CAVTIGOMMYMY).

Oniaocpog
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Mn OnAdlete evad maipvete to Lenalidomide Krka, 161t dev eivon yvowoto €dv 1o Lenalidomide Krka
TEPVE 6TO UNTPIKO YAAQL.

AvticOAnyn

IN'o yvvaikeg mov maipvouy to Lenalidomide Krka

[pw apyicete ) Bepaneio, potiote TOV Y1OTpd CGOG AV UOpEite Vo, LEIVETE £YKLOG, OKOLLOL KO OV
vopilete 611 avtd givor amibavo.

Edv pmopeite va peivete €yxvog

- Ba KaveTe TEOT £YKVUOGVVNG VIO TNV EMIPAEYN TOL YioTpoV cag (Tptv and kabe Bepomeia,
TovAdytotov Kabe 4 gfdopdadeg Katd  dbipketa g Bepameing ko Tovddyiotov 4 gfdopddeg
petd 1o téhog tng Bepameiog) extdc 6mov Exel emPeforwbel OTL 01 GOATLYYEG EYOVV KOTEL Kol
nep1debel, MOTE Vo U1 LTOPOVV TA MAPLL VO TPOGEYYICOLV T WHTPA (COATLYYIKY OTEIPWOOT))

KAI

- TPEMEL VOL YPNOLOTOLEITE OMOTEAESUATIKES LEBOGOVG OVTIGVAANYNG Y10 TOLAGYIOTOV 4
gfdouadec mpwv v évapén g Bepameiog, katd tn didpkela e Oepomeiog Ko LEYPL
TovAdytoTov 4 efdopdades petd to Téhog TG Bepameiag. O yratpdc oag Ba coc cupfoviedost Yo
TIG KOTAAANAES LEBOSOVG aVTIGCOAANYNC.

o dvdpeg mov maipvouv 1o Lenalidomide Krka

To Lenalidomide Krka nepvé 610 avOpdnivo oréppa. Edv 1 cOhvipopdc cog eivorl £ykvog 1 pmopel va
HEtvVEL £YKVog Kat OEV XPTCILOTOLEL ATOTELEGLATIKEG LeBOSOVG AVTIGOAANYNC, TTPETEL VO,
YPTOLOTOLEITE TTPOPVAOKTIKA KOTA T O1dpKEL TG Oepameiog Kat yio. TovAdyiotov 7 NUEPES LETA TO
TéA0G NG Bepameiog, axopa Kot av £xete vroPAnOel oe ekTopn oTEPLOTIKOD TOPOV. AgV TPEMEL VOl
dwpioete onéppa katd ™ dibpketn g Bepameiog kot yio TOLAG IOTOV 7 NUEPEG LETA TO TEAOG TNG
Oepamneiog.

Oonynon ko xepiopdg pnyovnpdtoy
Mnv odnyeite 1 yepileote pnyoviunota edv aicBavieite {aAn, kOTwon, vvniia, £xete iAtyyo 1 Oapmn
opaor petd t Afyn tov Lenalidomide Krka.

3. og va wapete To Lenalidomide Krka

To Lenalidomide Krka npémet va yoprnyeitol o€ £60¢ 0o enayyeAUOTIES VYEING TEXEPAUEVOVG GTIV

ownusr(omcn TOV TOAAATTAOD puedmpatoc, MAY, MKA 1 OA.

Orav ypnoyronoteitar yio t Bepaneio Tov TOAALTA0D poeldoTog o acbeveic mov dev gival
KATAAANAOL Y10 LETAHOGYEVGT LVEAOD TOV OGTMV 1| £XOVV TPONYOVUEVAS AAPEL GAAES
Oepaneieg, to Lenalidomide Krka Aappdveton pe dala edppoxa (BA. mapdypoeo 1 «Ilow etvor
N xpnon tov Lenalidomide Krkay).

- Orav ypnowomoteiton yio t Bepomeio ToOv TOAALATAOD PLOEAMUOTOC, 08 acbeveic Tov €xouv
voPAnOel og petapdoyEVOT LLELOD T®V 0GTOV 1) Y10, TN Oepaneio acBevav pe MAX 1 AKM, to
Lenalidomide Krka Aappdveror povo tov.

- Orav ypnoomoteiton yio T Bepameio tov olddovg Aeppopartog, to Lenalidomide Krka
AappdveTon pe Eva A0 @ApLoKo TOV OVOUALETOL «PITOVELAUTN Y.

[Tavrote va maipvete to Lenalidomide Krka avotnpd copgava, pe tic 0dnyieg Tov yiotpov cag. Edv
&xete apeiPories, poOTNOTE TOV Y1OTPO 1] TOV PAPLOKOTOLO GO,

Ed&v Aappavete to Lenalidomide Krka o€ cuvdvaoud pe Ao odppoxa, 0o Tpénet va avatpiéete oo
POAAO OOMYLDVY YPNONG ALTAOV TOV POPLAK®V Y10 TEPICCOTEPEG TANPOPOPIES GYETIKA UE TN XPTOT KO
TIC EVEPYELES TOVC.

Kvkhog Ogpamneiog

To Lenalidomide Krka Aappdveron o ocvykekpiéves nuépeg yuo 3 efdopadeg (21 nuépeg).

- Kda0e st 21 nuepdv ovopdletot «xdvklog Oepameiogy.

- Avdloya pe TV NEéEPa ToL KOKAOV, Ba TapeTe v 1 TEPIGGATEPQ ATO TA PAPLOKA. QGTOCO, GE
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oplopéveg nuepes dev Ba mépete Kamolo and To PAPHOKAL.

- Metd v odAoxAnpmaon kabe korkdov 21 nuepmv, Bo mpénet va apyilete Eva vEo «KOKAO» ylo TIG
enopeveg 21 nuépeg.

'H

To Lenalidomide Krka Aappdavetor oe ocvykekpiuéves nuépes yio 4 efdopddeg (28 nuépeg).

- KdaBe oo 28 nuepadv ovopdaletor «kvukiog Oepameiagy.

- Avdloya pe v nuéEP Tov KOKAOV, Bo TapETE VoL 1) TEPIGGOTEPQ GO TOA PAPUOKA. QGTOCO, GE
oplopéveg Nuépec dev Ba mdpete KAmolo and To PAPHOKAL.

- Metd v odoxAnpmaon kabe kukdov 28 nuepmv, o mpénet va apyilete Eva vEo «KOKAO» ylo TIG
enoOpeveg 28 nueEPES.

Iléco Lenalidomide Krka vo wapete

IIpwv v évapén g Bepamneiog, o yaTpdc cag Bo Gog EVNUEPDTEL GYETIKAL LUE:

- 10 1660 Lenalidomide Krka 0o mpénet va mhpete

- 10 00O amd T AAA ApLoKa Bo Tpémet va mhpeTe o€ cuvdvacopd pe to Lenalidomide Krka,
edv vdpyovv

- TIG NUEPEG TOV KOKAOVL Oepameiog katd Tig onoieg Oa mpémer va Aappdavete to kdbe pappoKo.

Mg kor wote vo wapete To Lenalidomide Krka

- KOTAMIVETE TO KOWAKLOL OMOKAN PO, KOTE TPOTipnon He vepo.

- unv onalete, avoiyete | pacdte ta koydkia. Edv n okdvn and éva onacpévo koydkio
Lenalidomide Krka £p0et og emapn pe o 6€ppa, TAVVETE TO SEPLO OUECMG KOL CYOAACTIKA LIE
vepo Kol GOTOUVL.

- ol EmaYYEALOTIEG VYELNG, Ta dTopa ToV Ppovtilovy acheveig Kot To LEAN TG owkoyévelog Oa
TPEMEL VoL POPOVV YavTia piag xpnoems otav xelpilovrar Ty KOYEAN 1 TO KoyOKlo. X1
OULVEXELD TO, YOVTLOL B0, TPETEL VO 0pOPOVVTOL TPOGEKTIKA ETGL MGTE VO, OTOPEVYETOL TUYOV
éxBeom tov déppatog, va tomobetodval o cPpaylOeEVN TAACTIKY GOKOVAN 0o
TOAVALOVAEVIO KoL VO ATOPPITTOVTOL GOUPOVO, LE TIG KOTA TOTOVS 10 DOVCEG GYETIKES
drataéels. Xt ouvéyela Ta xépla Bo Tpémel vo TAEVOVTAL GYOANCTIKA e GamovVL Kol vepod. Ot
YOVaiKeG oV givart £ykveg 1 TBavoloyohv OTL umopet va. givar £ykveg dgv mpémet va, yepiloviat
TV KOYEAN M| TO KOWAK1O.

- TO KOWAKLo Ltopohv va AneBovv glite pe tpoen gite ywpis.

- npénel va moipvete to Lenalidomide Krka mepimov v id1a dpa. TiG TpoypopUaTIoUEVES NUEPEC.

[og va tapete T0 PappOKO AVTO

TMo v agaipeon Tov Koyokiov amd TV KOWEAN:
Kpatfote v koyéin amod ta aKpo, Kot dtoyopiote pio Lovado KoyéANg omd Tic VITOAOUTES
okilovtag amaAd Katd PMKog TV d1dTpnTeV onueiov yopw and aut.

2. Tpapri&te mpog ta whve TV AKpn ToV GOAAOL Kot 0QOPECTE TO PUALO TEAEIWG.
3. Axovunfote To KOYEKIO GTO YEPL GOG.
4. Koromeite o koaydkio oAdxkAnpo, katd npotipnon pali pe vepo.

Awdpxkewa g Oepanciog pe Lenalidomide Krka

To Lenalidomide Krka Aoppdveron og kdkAovg Bepaneiog, kabévag and Tovg onoiovg dwupkei 21 1 28
nuépeg (PA. mapomdve «Kokiog Bepanciogy). Ilpénet va cuveyioete Toug KOKAOLG Bepameiag puéypt o
yTpdg 606 v 50G GUUPOVAEVCEL VOL GTAUATCETE.

Edv ndpete peyoarvtepn 66on Lenalidomide Krka amé tnv kavoviki)
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Edv népete peyoarvtepn d6on Lenalidomide Krka amd exeivn mov cog €xel cuvtayoypaendet,
EVNUEPDGTE TOV YLOTPO GOG GUESA.

Edv eydoete va napere To Lenalidomide Krka

Edv &eydoete va mapete Lenalidomide Krka v xovovikn opa ko

- €xovv mepdoetl Alydtepec amd 12 mdpeg: mhpte T0 KAWYAKIO AUECHG.

- &xovv mepdoel meplocdtepeg amd 12 dpeg: unv mhpete 10 Kayakio. [1apte to enduevo kaydxio
N GLVIHON dpa TNV ETOUEVT NUEPAL.

Edv éyete mepiocdtepeg pMTNGELG GYETIKA LE TN XPNION AVTOV TOV PAPUEAKOV, POTNGTE TOV YIOTPO N
TOV POPUOKOTOLO GOG.

4. MBavég avemBOuNTES EVEPYELES

Onwg 6o To PApLOKE, £TCL KL AVTO TO PAPLOKO HTOPEL VoL TPOKAAEGEL AVETBOUNTEG EVEPYELES, OV
ka1 dev Topovctalovial og GAOVG TOVG AvOP®OTOVG.

Yrapoatiote va noipvete 10 Lenalidomide Krka kon emoke@reite apéomg évav yrotpo, v
TOPUTNPNGETE OTOLAONTOTE OTO TIS TOPOUKATO GOPupES AVETIOVUNTES EVEPYELES — PTOPEL VO
yperaleocte eneiyovoa woTpiki) wepiaiyn:

- Kvidwon, e&avinpata, Tpi&yto Tov Hotidv, ToL GTOUATOG 1] TOL TPOCOTOV, SUCKOAIN 6TV
avamTvon 1 eoryolpo., Ta. OTTO10 EVOEYETOL VOl EIVOL CUUTTAOUATO GOPBAPOV TOTWOV CALEPYIKMDV
avTIOPAGEWDY TOL OVOUALOVTOL OYYEIO0ION L0 KO VOUPVAOKTIKT OVTIOPOOT).

- Mo coPapn adrepyn| avtidpacn mov pmopel va Eekiviioet og eEavOnpa 6g pio Teptoyn dALd
vo. eneKTOOEL L ERTETAUEVT ATTMAELD OEPLOATOG GE OAOKANPO TO GMLLO (GVVIpopo Stevens-
Johnson 1/xon To&kr| emdep k| vekpoivon).

- Audyvto e£avOnua, vymin Beppokpacio GOUOTOC, AVENGEIG NTATIKOV EVIOUOV, OVOUOAIEG GTO
aipo (Moowoeiiia), S0YKOUEVOL AEUPASEVEG KO GULLLETOYT GAA®DY 0PYAVOV TOV CAOLNTOG
(PaPUAKEVTIKY OVTIOPAOT] LE NOGIVOPIAIN KOl GUGTILOTIKG GCOUTTOWNOTO, 1| 0TTol0 Elvar ETiong
yvoot| g DRESS 1 ochvdpopo vrepevaiodnciog oe gdppaio). BA. eniong mopdypogo 2.

Evnuepdote apécng Tov YIaTpd 605 €0V TAPATNPICETE OTOLAONTOTE OO TIS TOPUKAT® cofapég

avemOOUNTES EVEPYELES:

- [Mvpeto, piyn, Tévo oto Aoud, fya, EAKN 610 GTOUA 1} OTOLUONTOTE AAAL GUUTTMLLOTO
Aolpwéng cvpumeptAapavopévng evtog Tng KUKAOQOPIaG TOL aipoTog (onyoipio)

- Awoppayio 1] LOA®TEG Y®PIG VO VITAPYEL TPAVUATIGLOG

- [T6vo oto otboc i ota THd

- Avonvolo

- Ootikd TOVOo, puikn advvapio, cOyyvon 1 KOTMGN Tov UTOPEl Vo 0peilovTol 6GTO VYNAO
eminedo aoPeotiov 61O aipla.

To Lenalidomide Krka pmopei va peidoet tov optBpd towv AEVKOV opospotpimy mov KOTOTOAELOVY
TIG MOUMEELS, KoL TOV aptOpd ToV apoc@alpiov mov Bonbodv oty 1HéN ToV aipoTog (AUoTeETAAL),
YEYOVOG IOV UITOPEL VO 00N YNOEL GE AUOPPOAYIKES S10TaPAYES, OTMOG PIVOPPULYIES KOl LDAWMTES.

To Lenalidomide Krka pmopei eniong va mpokaiécel Opopupoug aipotog otic eAéPeg (Opdppwon).

Alrec avemBOUNTES EVEPYELEG

Eivat onuavtiko vo onpeiodel 0t Evag pukpog aplfudc aobevav evdéyetot va ovamtdéel tpocheteg
HopPEG Kapkivov kat ivar Thavd 61t owtdg o kivduvog pmopel va avénbdet pe to Lenalidomide Krka.
Zovendg o Y1oTpog 6og Oa mpémel v aEI0A0YNGEL TPOGEKTIKG TO, OPEAT] KOl TOVG KIVODVOLS OTOV GOG
ovvtayoypagel to Lenalidomide Krka.

IToAv ovyvég (Lmopel va emnpedoovy Tepiocotepa amd 1 ota 10 dropo)

- Meimwon otov apfpd Temv epufpdv apoceoipimv, 1 oroio LTopel vo TPOKAAEGEL VOO TOV
001yel o€ KOTMON Kot advvapio

- E&avOnpata, payodpa
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- Mvikég kpaumes, Luik advvopic, Poikdg Tdvog, Hoikég EVOYANGELS, 0GTIKOG TOVOG, TOVOS OTIG
apBpdoelg, TOVog TN péoT), TOVOG 6T AKPa.

- I'evikevpévo npn&ipo cvumeptAapuPavopévouv Tov TPNEILOTOS TMV YEPIMV KOl TV TOSUDV GG

- Advvapio, kOTwon

- [Mupetdc Kot Ypmddn GLUTTOUATA, OTMG TVPETOS, LVIKOS TOVOG, TOVOKEPOAOG, TOVOG GTO T,
Prixag kat piyn

- Movdacpa, popunkioon 1 aichnuo Kovcov oto déppa, TOVoL oTa ¥EPLo 1 To TOdL, (AAN,
TPOUOG

- Mewopévn 6peén, petaforég otn yevon

- AvEnom tov mOVoL, Tov peyEBong Tov GYKOV, TOL KOKKIVIGHOTOS YOP® amd TOV OYKO

- Andreo coOLOTIKOV Bépovg

- AvckotmdTa, d1dppota, vauTio, EPETOS, TOVOG GTO GTOUAYL, CTOLOYIKOG KAVGOG

- XopnAd eninedo Kahiov 1 acPeotiov kaun vatpiov 6to aiplo

- Bupeoeldng mov Aettovpyel Ayotepo omd 660 Ba Enpene

- [Tovoc ota Tdda (mov Ba pmopovoe vo amotedel chpntopa Opoppwonc), Tévog oto 6thoc M
dvonvola (mov propet va givor copntope OpopuPov aijlatog 6Tovg TVEDIOVES, Kot ovoudletat
TVELLLOVIKT EUPOAN)

- Aoudéelc O oV TV TOT®V, cupmeptiapfavopévng AoTLmENG TmV KOATWV TTov TtepPdAlovy )
PO, AOIH®ENG TOV TVELUOVAOV KOl TOV OVADTEPOV AVOTVELGTIKOD GUGTNLATOG

- Avomvola

- Bounr| 6pacn

- BoAepdHTNTA TOV LOTIOV 60G (KOTOPPAKTNG)

- Neepikd tpofAnpota Tov Teplapfavovy veepd mov 6gv AE1TovpyolV 6OGTH 1 TOL deV
UIOpOoVV Vo S10TNPNCOVV T1 PLGIOAOYIKN Agttovpyia,

- Mn @UGIOAOYIKA ATOTEAEGLOTA NTATIKAOV SOKIULAGIDV

- AvENON OTIG TYEG TOV ATOTEAEGLATMOV NTATIKOV SOKIUACIOV

- Mertafolég og pia TpmTEIVN 6T0 aiipla TOv PTopel va TPOKOAESEL SIOYKWGOT TWV APTNPLOV
(ayyelitida)

- Avénoelg ota enimeda GoKyapov 6To aipa cog (defnnc)

- Melnoelg 6ta eMinedo cokypov GTO Al GOG

- IMovoképaiog

- Pwoppayia

- Enpodeppio

- Kotabiwym, petapoin g dudbeong, Svokoria otov Htvo

- Bryag

- [Ttdon g aptnproxng Tieong

- Ampocodidploto aichnpa couatikng Svoeopiag, aicOnua SVoAPEGTNG COUATIKNG KOTAGTACNG

- DLreypovmdelg TANYEG 0T0 oTOUA, ENpocTopio

- Apuddtoon

Yoyvég (Lmopel va emnpedoovy £o¢ kKot 1 ota 10 dtopa)

- Kotoaotpopn epuBpdv apocpoipiov (aptoAvTikn avotion)

- Op1o€vol TOTTOL SEPHATIKADV OYKMV

- Awoppayio Twv 0OA®V, TOL GTOUOYOD 1) TOV EVIEPOL

- Avénpévn mtieon Tov aipaTog, apyos, YPNYOPogS 1 0KoVOVIGTOS KApILoKOS puopog

- AvENoM otV TOGOTNTA OGS OVGING TOV TPOKVTTEL OO T1 PLUGLOAOYIKT] KOL TN 1N PUGLOAOYIKN
dldomoomn TV EpLOPOV apocPalpimv

- AvENOM £VOG TOTOV TPMOTEIVIG TOV VITOJEIKVVEL PAEYLLOVI] GTOV OPYOVIGUO

- 2K0VPOC YPOUOTIGHOG TOV SEPUATOS GOC, XPOUAUTIKT GALOIDOT TOV SEPUATOC GG TOL OPEIAETOL
o€ ooppayio Katw amd avtd, mov cLVHBWS TpokaAeiTal oand LOAMTES, TPNEO TOL SEPUATOG
IOV TEPLEYEL OO, LDADTTOG

- AvEnom tov ovpikol 0&€og 6To aipa

- Agppotikd egovinuarta, KokKiviopa Tov 0EPLOTOS, poYUES, amoAémon 1 EePAoVdIGL TOV
déppartog, e&avinpata e payovpa

- AvEnuévn epidpmon, voKTePIVOl 10pMTEG

- AvckoAio Katdmoong, TOVog 6To AALd, SVCKOAI LE TV TOLOTNTO TG PMVNE 1| LETAPOAEC TNG
Gwvng
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- Zovayt

- Mopoywyn moAd peyoldtepng 1 TOAD HIKPOTEPNC TOGOTNTAG OVP®V OO TO GLVNOIGUEVO 1|
advvapio ELEyYov TG 0vpNoNg

- AmofoAn aipatog pali pe to ovpa

- Avcmvola, e101Ka Katd TV Katdkiion (1o onoio B propohoe vo amoterel GOUTTOO KOPSOKTG
OVETAPKELNG)

- AvckoAio oty emitevén oTuoNg

- Eykepotikd emeicddio, Mmobupia, iAryyog (mpdPAnpa e to ecmTePKd avti Tov 0dnyel o€
aicOnon ot 6ha yupilovv), TPOCOPIVI ATMAEL GLVEIONONG

- [Tovoc 610 Odpaka OV eEAMADVETOL OTO. XEPLO, TOV OLYEVA, TN YVAOO, TNV TAUTN 1] TO GTOMXL,
e aicOnon wWpota kot dvorvolag, aichnor vavtiog N épeto, To onoia pmopel vo amoteAovv
CUUTTOMOTO KOPOLUKNG TPOSPOANG (ELPPaAYLLO TOV HVOKAPSiov)

- Mvikn advvapio, EAAeNYT EVEPYELOG

- [Tovoc otov avyéva, Tovog 6to BdpaKa

- Piyn

- Adykmon apbpmwong

- Apyn 1 gumodilopevn pon g YoANg amd To fmap

- XopnAd enimedo @c@Opov 1 Loyvnoiov 6to aipa

- AvckoAio otV opiio

- Hrotu PAGPN

- Meiopévn 1soppomia, SuckoAio 6TV Kivnon

- Kogewon, kovdovviopa ota avtid (gppoée)

- Nevpikog TOvog, SuGAPESTN U PLCIOAOYIKT aicOnon iaitepa 6TO AyyryLo

- YrepPoliki] TOGOHTNTA GLONPOL GTOV OPYOUVIGUO

- Atya

- XOyyvon

- [Tovédovtog

- [Ttdom mov pmopei va 03NYNGEL GE TPAVUATIGHO

Oy ovyvég (umopel va ennpedoovy émg kot 1 ota 100 dropa)

- Awoppayia evtdg tov Kpaviov

- Kvrhopopikd mpofinpata

- Andrela Opaong

- Andreln oeEovalkng embopiog (AMpmvto)

- [Mopoaywyn peydAng mocoTnToc 00pOV e 06TIKO TOVO Kot aduvopic, To onoio Oo propodoe vo
OTOTELEL GOUTTOUO LG VEQPIKNG dtaTapayng (cvvdpopo Fanconi)

- Kitpwvog ypopatiopdc tov dEpHOTog, TV PAEVVOYOVIOV DUEVOVY 1] TV LATIOV (IKTEPOG),
AVOLYTOYPOLLO. KOTPOVO, GKOVPOYPOLLL. OVPL, GOYoVPo. TOV dEPLATOC, EEAVON L, TOVOG 1|
TPNELLLO TOL GTOUAYOV — AVTA UTOPEL VO ATOTEAOVY GUUTTMONATO PAGPNG TOL HTATOG (NTTATIKY
dwTopoyn)

- [T6voc 610 oTopdy)L, LETEMPIOUOG 1] S1éPPOLa, TO OTTOi0L LTOPEL VOL EIVOIL CUUTTOUOTO GAEYLOVIG
TOV TTAE0G EVIEPOL (TTOL OVOUALETAL KOAMTION 1] PAEYLOVT] TOV TVEAOD)

- BA&pn ota xotTopa Tov veppmv (ovopdletal VEKP®OOT VEQPIKOV COANVAPI®V)

- Metaforég 6To YpOUA TOL dEPUATOS GOC, EVLOLGHNGIN 6TO NAOKO POC

- 2HvOpopo AVoT G OYKOV — HETAPOAKES EMTAOKEG TTOV PITOPEL VoL TPOKVWOLVY KaTd T Oepameia
TOV KaPKIvoL Kot Lepikég popég axopa Kot xopic Bepaneio. Avtég ot emmAOKES TPOoKOAOHVTOL
oo o TPOTOVTO ATOSOUNONG TV KOPKIVIKDV KUTTAP®V Tov Tebaivouy Kot pumopel vo
weprlapfavouy ta akorovba: petaforés otn ynpeio Tov aipaTog, VYNAS KaAMo, pOcpopo,
oVp1Kd 0&D Kl YOUNAO 0oBE0TI0, 0ONYDOVTOG KATO GUVERELN 08 LETABOAEG GTN VEQPIKN
Agttovpyio, TOV KapdOKO TOAUO, 08 GTAGHOVS Ko, eviote, o€ Bdvaro.

- AvENOM TG apTNPLOKTG THECTG GT OUOPOPO. AyYEID TTOL TPOPOSOTOVV TOVG TVEDUOVES
(Tvevpovikn véptaon).

Mn yvootég (n ovyvotnta dev pmopel vo ektiun0et pe Paon to dtabéoya dedopéva)

- A1pvidlog 1 NG aALA ETOEWVOVUEVOS TOVOG GTO AV® LEPOS TOV GTOUAYXOV KOUT GTNV AN, O
01010G TOPOUEVEL Y10 LEPIKES MUEPES, TOAVOV GLUVOSEVOUEVOC OO Vo Tia, EUETO, TVPETO KOl
oD GOELYUO — OVTE TO. GUUTTMOUOTO LITOPEL VO OQEINOVTAL GE PAEYLLOVT TOV TAYKPEATOG.

108



- Zuprypnog, Svokorio katd TNV avamvon 1 ENpog PIyoc, Tov EVOEYETAL VO ATOTEAOVV
GUUTTOOTO TTOV TPOKAAOVVTOL OO PAEYUOVT] TOV 1GTOV TOV TVELUOVOV.

- "Exovv mapatnpnbei ondvieg mepintddoeig S1domaons Tov v (Huikdg movog, advvapio n
TPNEO) OV pmopel var 0dNyHoovy og veppikd mpofAnuato (pafdopvodivc), opiopéves amd
avtéc 0tav to Lenalidomide Krka yopnysiton pe ototivn (€vag TOmog QappéKov Tov HEUDVEL TN
YOANGTEPOAN).

- Mo katdotaor Tov exnpedlel To SEPLLO, 1 OTOL0 TPOKAAEITOL OO PAEYLLOVT] TOV LUKPDV
apoeopmv ayyeiwv, pall pe movo otig apbpdoelg kot Tupetd (AEVKOKVTTOUPOKAAGTIKN
ayyeution).

- ALGOTO0T TOV TOLYDUATOG TOV GTOHAYOV 1} TOL EVTIEPOV. AVTO UTOPEl VoL 001y OEL G TOAD
cofapn Aoipwén. Evnuepdote tov yatpd cog edv eppavicete coPfapd ndvo 6To GTOdYL,
TopeTd, vauTia, EUETO, aiplo 6TA KOTPOVE GOG 1) GAAAYEC OTIC GLVIOELEG TOV EVTEPOV.

- loyeveic Aoaéets, copmeprrapfavopévov tov Epnnrta (wotpa (Yvootov eniong wg
«CooTpoy, oG 10YEVONG VOGOV OV TPOKAAEL ETMOVVO dEPUATIKO eEAVONLLA LLE POVOKAAES)
Kot exoveppdvion g Aoipméng omd nratitida B (n omoia propel va TpokaAésel KITpivicpa Tov
OEPLOTOG KOL TOV LATIOV, KOPE GKOVPOYPOLLO 0VPW, CTOLAYIKO TOVO 6TN 0eE18 TAELPA, TUPETO
Kot aioBnpa vavtiog 1| adlabecia).

- Amdppyn HOGYEVLOTOS GLUTTAYOVS OPYEVOL (OGS VEPPOV, KOPILAGC).

Ava@opd avemBOunTOV evePyELOV

Edv mapoatnpnoete kdmolo avemiBOUNTN eVEPYELD, EVIUEPDGTE TOV YIUTPO 1 TOV QUPLOKOTOLO GaG.
AvTo 1oy0EL Kot Yo KABE mhovn avemBouN T EVEPYELD TTOV OEV OVOPEPETAL GTO TOAPOV GOUAAO 0OMNYIDV
ypnonc. Mmopeite eniong va ovagépete avembounteg evépyeteg amsvbeiag, péow Tov ebvikon
GULGTILLOTOG AVOPOPAS OV avaypapeTal oto Iapdpmua V. Méom tng avapopds avembduntwv
gvepyeumv umopeite va fondncete ot GLALOYY TEPIGGOTEPMV TANPOPOPIDV CYETIKE [LE TNV ACPIAELL
TOL TOPOVTOS PAPUEAKOVL.

S. og va puidooete To Lenalidomide Krka
To @approKO aVTO TPENEL VAL PLAACCETAL GE HEPT TTOL deV TO PAETOVV Kal dgv T0 POGVOLY T TOdLA.

No pn ¥pNOHOTOLEITE AVTO TO PAPHOKO HETA TNV MUEPOUNVIO ANENG TOV OVOQEPETOL GTI GUGKEVAGIN
petd v évoeltn «AHEH/EXP». H nuepopunvia AMéng etvon 1 tehevtaio nuépa tov Piva mov
avapEPETOL EKEL.

To @appako avtod dev amortel Witepec cuVONKESG POAAENC.

Mnyv metdte pdappoka 6To vepd NG AmoXETELONG N} OTAL OKLUKA amoppippota. Potmote tov
(POPLOKOTOO GOG Y10 TO TMG VO TETAEETE TO PAPHOKA TOV OEV YPNOIOTOLIELTE Tl AvTd Ta pétpa Bal
Bonfncovv oty mpoctacia Tov TEPPAAAOVTOG.

6. Iepreydpevo. TG GVEKEVUGING KO LOUTEG TANPOPOPIES

T tepréyer to Lenalidomide Krka

- H dpaotikn ovsia eivor n Aevaidopion. Kabe oxknpd koydxio mepiéyel povoddpikn
VOPOYA®PIKN AevaAldopidn mov ioodvvapel o€ 2,5 mg, 5 mg, 7,5 mg, 10 mg, 15 mg, 20 mg 1
25 mg Aevoldopiong.

- Ta dAho GLGTOATIKG TOV TEPLEXOUEVOL TOL KonyoKiov eivan pavvitoin (E421), kuttapivn
pikpokpvotaiiikn (E460), duvio apapocitov mpolerativomompévo, tpuykd o0 (E334) ko
S Peyeviog eaTEPOG YAVKEPIVIG.

- Ta dAAo CLGTUTIKG TOV KEADPOVG TOV KOWaKiov ival:
Lenalidomide Krka 2,5 mg okAnpd xonyducios:
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VIPOpEALOLN, Kappayevavr (E407), kdho yAwprovyo (E508), titaviov dro&eido (E171),
odnpov 0&gidio kitpwvo (E172), wdikokappivio (E132), peddvi ektommong (KOUUEN AGKKOG
(E904), c1dnpov o&eidio pérav (E172)).

Lenalidomide Krka 5 mg okAnpd koyduio:

VIPOpEALOLN, Kappayevavr (E407), kdho yAwprovyo (E508), titaviov dro&eidro (E171),
wdwokapuivio (E132), perdvt extommong (koppea Adxkag (E904), cidnpov o&eido péiav
(E172)).

Lenalidomide Krka 7.5 mg okAnpd xonyducios:

VIPOpEALOLN, Kappayevavr (E407), kdho yAwprovyo (E508), titaviov dro&eidro (E171),
o1dnpov 0&eidio kitpvo (E172), c1dnpov o&eidio epubpod (E172), cidnpov o&eido pérav (E172),
peAdvt ektommong (koppea Adxkag (E904), mopiddvn, titaviov 610&eidio (E171)).

Lenalidomide Krka 10 mg cxAnpd Konydiio:

vrpopeAholn, kappayevavn (E407), kéio yAoprovyo (E508), titaviov dio&eido (E171),
o1dnpov o&eidio kitpvo (E172), s1dnpov o&eidio epubpod (E172), aidnpov o&eido pérav (E172),
wdwokappivio (E132), pehdvt extommong (koppea Adxkos (E904), nofddvn, titaviov dto&eido
(E171)).

Lenalidomide Krka 15 mg cxAnpd Konydiio:

VIPOpUEALOLN, Kappayevavr (E407), kdho yAwprovyo (E508), titaviov dro&eidro (E171),
o1dnpov 0&gidio kitpwvo (E172), c1dnpov o&eidio epubpod (E172), cidnpov o&eido pérav (E172),
wdwokapuivio (E132), perdvt exktommong (koppea Adxkag (E904), cidnpov o&eidio péiav
(E172)).

Lenalidomide Krka 20 mg cxAnpd Konydiio:

VIpopEALOLn, kappayevavn (E407), ko yAwpiovyo (E508), titaviov dro&eidro (E171),
o1dnpov o&gidio kitpwvo (E172), wdkokappivio (E132), peddvi ektommong (KOUUER AAKKOG
(E904), c1dnpov o&eido pérav (E172)).

Lenalidomide Krka 25 mg cxAnpd koydiio:

VIPOpUEALOLN, kappayevavn (E407), ko yAwpiovyo (E508), titaviov dro&eido (E171),
odnpov o&eidio kitpvo (E172), cidnpov o&eidio epubpod (E172), sidnpov o&eido pérav (E172),
peAdvt ektommong (koppea Adkkag (E904), mopiodvn, titaviov d10&eidio (E171)).

Epoavien tov Lenalidomide Krka kon mepieyopeva g cuokevaciog

Lenalidomide Krka 2.5 mg oxAnpé kowydiia (Koydkia):

To kamdit Tov Koyakiov gival TPAGIVo, TO GO TOL KOWaKiov givorl TPAGIVO [LE EVIVTTOUEVT TV
évoelgn 2.5 og pavpo ypodpo. To TePEYOUEVO TOL KOWOKIOL EIvOl KOVIG XPDOUIOTOG AEVKOD £1G
KiTpvov-Aevko N €mg Kapé-Aevkov. Méyebog okAnpol koyakiov: 4, unkog 14 £ 1 mm.

Lenalidomide Krka 5 mg oxkAnpd xonydkio (Konyducior):

To kamdikt Tov Koyakiov givotl Uahe, TO CAOUN TOV KOYOKIOL lval UTAE Pe EVIVTOUEVT] TNV EVOEEn 5
o€ povpo ypopo. To mepleydUeVo TOV KAYOKIOL Eival KOVIG ¥pMUOTOG AEVKOV £0C KITPIVOL-AELKOD 1
£€m¢ Kapé-Levkov. Méyebog oxdnpod kKayaxkiov: 2, ufxog 18 = 1 mm.

Lenalidomide Krka 7.5 mg oxAnpd xoydxia (Koydkia):

To koamdkl Tov Koyakiov gival KagE, T0 GO TOV KOWOKIOL vl KOQE e EVIVTOUEVT TNV EVOEIEN
7.5 o€ Aevko ypdpa. To TepleyOUEVO TOV KoyaKiov eivor KOVIG YpOUATOG AEVKOD MG KITPIVOV-AELKOD
M €m0¢ kapé-Aevkon. Méyebog okAnpov koayakiov: 1, pfkog 19 £ 1 mm.

Lenalidomide Krka 10 mg cxAnpd Konydkio (koyakia):

To kamdkl Tov Koyokiov gival TPAGIVO, TO GMLLO TOV KOWYAKIOV EVol KOQE LE EVTUTOUEVT TNV EVOELEN
10 og Agvkd ypopa. To mepieydLeVo TOV KayoKiov gival KOVIG ¥pMUOTOG AEVKOV £0G KITPIVOL-AELKOV
M €m¢ Koeé-Aevkod. Méyebog okAnpov koyakiov: 0, pikog 21 £ 1 mm.
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Lenalidomide Krka 15 mg cxAnpd Koydkio (koyakia):

To koamdkt Tov Koyakiov gival KagE, T0 GO TOL KOWOKIOL givat UTAE e eviummpuévn v évoeién 15
o€ povpo ypopo. To mepleydUevo Tov Kayokiov ival KOVIG XpOHIOTOG AEVKOV £0C KITPIVOL-AELKOD 1
£€0¢ KapE-AevkoD. Méyebog okAnpov kayaxiov: 2, uikog 18 £ 1 mm.

Lenalidomide Krka 20 mg cxAnpd Kowydkio (koyakia):

To koamdkt Tov Koyakiov gival TPAGIVO, TO MO TOV KOWOKIO Eivol UIAE e EVIVTOUEVT TNV EVOELEN
20 og pavpo ypopa. To TepleyOdUeVo ToL Koyakiov etvorl KOVIG YpOUATOG AEVKOD MG KITPIVOV-AEVKOD
M £m¢ Kopé-AevkoD. Méyeboc oxAnpov kayakiov: 1, uikog 19 £ 1 mm.

Lenalidomide Krka 25 mg okAnpd kowdkio (konyducia):

To kamdit Tov Koyakiov gival KagE, T0 GO TOL KOWYoKIov Etvol KOQE pe EVTLTOUEVT TNV £vOEEn 25
o€ Aevko ypopa. To mepiexdpevo Tov Koyakiov givar KOVIG YPOUATOG AEVKOD EmG KITPIVOL-AEVKOD 1)
£m¢ Kapé-Levkov. Méyebog oxdnpod kayakiov: 0, ufkog 21 = 1 mm.

To Lenalidomide Krka dwatifetar og kovtid mov mepiéyovv 7 x 1 1 21 x 1 oxkdnpd koydkio o
OTOCTIMUEVEG KOWELEG LOVASAG OOGNC.

Mrmopei va unv KukAoQopovv OAEG Ol GUGKEVOGIEG.

Karoyog Adsrag Kvkhogopiag

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, XAofevia

MHapackevaotig

KRKA, d.d., Novo mesto, §marje§ka cesta 6, 8501 Novo mesto, XAloPevia
KRKA — FARMA d.o.0., V. Holjevca 20/E, 10450 Jastrebarsko, Kpoartia
TAD Pharma GmbH, Heinz-Lohmann-Stral3e 5, 27472 Cuxhaven, I'eppavia

"o omowadnmote TANPOPOpio GYETIKA [LE TO TAPOHV QOPUOKEVTIKO TPOTOV, TOPUKIAEISTE VL
amevBuvbeite otov Tomikd avtimpdésmmo Tov Katdyov e Adsiag Kukhopopiog:

Belgi¢/Belgique/Belgien
KRKA Belgium, SA.
Tél/Tel: + 32 (0) 487 50 73 62

Bouarapus
KPKA boarapus EOO/]
Temn.: + 359 (02) 962 34 50

Ceska republika
KRKA CR, s.r.o.
Tel: +420 (0) 221 115 150

Danmark
KRKA Sverige AB
TIf: + 46 (0)8 643 67 66 (SE)

Deutschland
TAD Pharma GmbH
Tel: + 49 (0) 4721 606-0

Eesti
KRKA, d.d., Novo mesto Eesti filiaal
Tel: + 372 (0) 6 671 658

ElLada
BIANEE A.E.
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Lietuva
UAB KRKA Lietuva
Tel: +370 5236 27 40

Luxembourg/Luxemburg
KRKA Belgium, SA.
Tél/Tel: + 32 (0) 487 50 73 62 (BE)

Magyarorszag
KRKA Magyarorszag Kereskedelmi Kft.
Tel.: + 36 (1) 355 8490

Malta
E. J. Busuttil Ltd.
Tel: + 356 21 445 885

Nederland
KRKA Belgium, SA.
Tel: + 32 (0) 487 50 73 62 (BE)

Norge
KRKA Sverige AB
TIf: + 46 (0)8 643 67 66 (SE)

Osterreich
KRKA Pharma GmbH, Wien



TnA: +30 210 8009111

Espafia
KRKA Farmacéutica, S.L.
Tel: +34 911 61 03 80

France
KRKA France Eurl
Tél: + 33 (0)1 57 40 82 25

Hrvatska
KRKA - FARMA d.o.o0.
Tel: +385 16312 100

Ireland
KRKA Pharma Dublin, Ltd.
Tel: + 3531413 3710

Island
LYFIS ehf.
Simi: + 354 534 3500

Italia
KRKA Farmaceutici Milano S.r.1.
Tel: +39 02 3300 8841

Kvnpog
KI.PA. (PHARMACAL) LIMITED
TnA: +357 24 651 882

Latvija
KRKA Latvija SIA
Tel: +371 6 733 86 10

Tel: + 43 (0)1 66 24 300

Polska
KRKA-POLSKA Sp. z o.0.
Tel.: +48 (0)22 573 7500

Portugal
KRKA Farmacéutica, Sociedade Unipessoal Lda.
Tel: + 351 (0)21 46 43 650

Romaénia
KRKA Romania S.R.L., Bucharest
Tel: +4 021 310 66 05

Slovenija
KRKA, d.d., Novo mesto
Tel: + 386 (0) 1 47 51 100

Slovenska republika
KRKA Slovensko, s.r.0.
Tel: +421 (0) 2 571 04 501

Suomi/Finland
KRKA Finland Oy
Puh/Tel: + 358 20 754 5330

Sverige
KRKA Sverige AB
Tel: + 46 (0)8 643 67 66 (SE)

United Kingdom (Northern Ireland)
KRKA Pharma Dublin, Ltd.
Tel: +353 1413 3710

To mapdv eUALO 03N YOV Yp1oNS avadempOnke Yo TehevTaio Popd oTIS

Alrec TNYEG TANPOPOPLOV

Agmtopepeig mANPoeopieg yio 1o Papuaxo avtd givar drabécipeg oTov dikTvakd T6mo Tov Evpmmaikon
Opyaviopov Goppdakwv: http:/www.ema.europa.eu.
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