ITAPAPTHMA 1

MEPIAHYH TON XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX
Lenalidomide Krka d.d. Novo mesto 2,5 mg oxAnpd Koyt
Lenalidomide Krka d.d. Novo mesto 5 mg oxAnpd xoydxio
Lenalidomide Krka d.d. Novo mesto 7,5 mg oxAnpd Koydiio
Lenalidomide Krka d.d. Novo mesto 10 mg oxinpd kaydxio
Lenalidomide Krka d.d. Novo mesto 15 mg oxAnpd koydxio
Lenalidomide Krka d.d. Novo mesto 20 mg cxAnpd koydxio
Lenalidomide Krka d.d. Novo mesto 25 mg oxinpd koydxio

2. MOIOTIKH KAI MIOXOTIKH XYNOEXH

Kd&Be oxidnpod kaydxio mepiéyel Lovobdopik| VOPOYAWPIKN AEVOASOLION TOV 160dVVOaLLEL o€ 2,5 mg,
5 mg, 7,5 mg, 10 mg, 15 mg, 20 mg 1 25 mg AevaAldopiong.

[Na tov mAnpn KatdAoyo tov ekddymv, PA. Tapdypago 6.1.

3.  ®APMAKOTEXNIKH MOP®H
ZrAnpo Koydkio (Koydkio)

Lenalidomide Krka d.d. Novo mesto 2.5 mg okAnpd koydkio,

To xomdxt Tov kayaxiov gival Tpdoivo, T0 cOLN TOL Kayakiov glval TPAGIVO LE EVTUTOUEVT TV
évoedn 2.5 og pavpo ypopo. To mepleydpevo Tov Koyokiov givat KOVIG ¥p®OUOTOG AEVKO £1C
KITPIVOL-AeVKOV M £0G Kopé-AevkoD. Méyebog oxAnpod koyaxiov: 4, pikog 14 = 1 mm.

Lenalidomide Krka d.d. Novo mesto 5 mg okAnpd kawdkio,

To kamdixt Tov Koyakiov gival UTAe, TO OO TOL KOWOKIOL etval UTAE e EVTVTOUEVT TNV €vOelgn 5
o€ povpo ypodpa. To mePlexdEVO TOV KayWaKiov gival KOVIC ¥pMUOTOG AEVKOD £MC KITPIVOL-AEVKOD 1|
£mG Kopé-Aevkov. MéyeBog okAnpol koyakiov: 2, pikog 18 £ 1 mm.

Lenalidomide Krka d.d. Novo mesto 7.5 mg okAnpd koydikio,

To kamdxl Tov Koyakiov ival KaQE, TO GO TOL KOWYOKIOV EIVOL KOQE Le EVTVTOUEVT TNV EVOEIEN
7.5 o€ Aevkd ypopa. To TePlEYOUEVO TOV KOWOKIOV €IVl KOVIG XPDOHOTOG AEVKOV £0C KITPIVOL-AELKOV
N émg Kapé-Levkov. Méyebog oxAnpol kayakiov: 1, pixog 19 + 1 mm.

Lenalidomide Krka d.d. Novo mesto 10 mg okAnpd koydxia,

To kamdit Tov Koyakiov gival TPAGIVO, TO MU TOL KOWOKIOL EVOL KOQE e EVIVIOUEYT TNV EVOEEN
10 og Aevko ypopa. To meprexdevo Tov kayakiov givar KOVIC YpOUATOS AEVKOV £WG KITPIVOL-AELKOD
N €m¢ Kapé-Aevkov. Méyebog okAnpol koyakiov: 0, pikog 21 = 1 mm.

Lenalidomide Krka d.d. Novo mesto 15 mg ckAnpd koydxia,

To kamdit Tov Koyakiov gival kKagé, To O TOL Koyokiov eivar PTAe e EvTuTOUEVT TNV €voeldn 15
o€ povpo yxpodpo. To TePLEYOUEVO TOV KAYOKIOV Eval KOVIG ¥pMUOTOG AEVKOD £MC KITPIVOL-AEVLKOD 1|
£mG KapE-Aevkov. MéyeBog okAnpol koyakiov: 2, pikog 18 £ 1 mm.

Lenalidomide Krka d.d. Novo mesto 20 mg okAnpd koydxia,

To kamdKl Tov Koyakiov gival TPAGIVO, TO MO TOL KOWOKIOL EIvol UTAE e EVTVTOUEVT TNV EVOEEN
20 o€ povpo ypopa. To mepieydpevo Tov Kayokiov ivar KOVIG ¥pMUOTOG AEVKOD £WG KITPIVOL-AELKOV



N €mg Kapé-Aevkov. Méyebog okAnpol koyakiov: 1, pikog 19 = 1 mm.

Lenalidomide Krka d.d. Novo mesto 25 mg okAnpa kowyaxia,

To kamdxt Tov Koyakiov gival KagE, T0 GO TOL KOWOKIOV Eivol KOQE Le EVTVTOUEVT TNV EvOelén 25
og Aevko ypopa. To mepiexdpevo Tov kayakiov gival KOVIG YPOUATOG AEVKOD EmG KITPIVOL-AEVKOV 1)
€0 KopE-Aevko. Méyeboc okAnpov kayakiov: 0, unkog 21 £ 1 mm.

4. KAINIKEX IAHPO®OPIEX

4.1 OgpoamevTiKEg EVOEILEIS

IToAAomAd poéimuo,

To Lenalidomide Krka d.d. Novo mesto wg povofepaneio evosikvoton yia m Oepaneio cuvtipnong
eMMK@V ac0evmdv pe veodloyvacOEy moALATAG LLEA®LE, 01 0Ttoiol £x0vV VTOPANOEl 6€ avTOAOYN
LETOHOCYELGT OPYEYOVOV KVTTAP®V.

To Lenalidomide Krka d.d. Novo mesto wg Oepameio cuvdévacpov pe de&apedalovn 1 Boptelopipmm
ron deEapebalovn, N pehpardvn ko tpedviidvn (PA. mapdypaeo 4.2) evdeivotar ya tn Oepameia
EVMMK@V ac0evDdV e TOAATAG LVEAMLLE, GTOVG 0TT010VG dev £xEl Yopnynoel Tponyovuevn Bepameio
Kot 01 070101 deV €lval KATAAANAOL Y10 LETOUOGYEVOT.

To Lenalidomide Krka d.d. Novo mesto oe cuvdvaoud pe m de€apedalovn evdeikvuton yia T
Oepaneio evniikov acbevdv pe ToAamdd puéhmpa, otoug omoiovg £xet yopnyndel tovddyiotov pia

mponyobuevn Bepomeia.

OLldmdec AMéuomua,

To Lenalidomide Krka d.d. Novo mesto o€ cuvdvacud pe prrové&ipaunn (avticopa Evavtt tov CD20)
evdeikvutan yio ) Bepomeio evnlikov acbevav pe olddeg Aéppopo (Babpov 1-3a) mov iye
TPONYOLLEVMG VTTOPANOEl o Bepameia.

4.2  Aocoloyio ko TpéTOS YOPNYNONG

H Bepoameio pe Aevaldopion Oa wpémel va emPAémetal omd 10Tpo EUTELPO GT YPNOT AVTIKOPKIVIKOV
Oepamerv.

Mo 6Aeg Tig evOEi&elg mov TEPTYPAPOVTOL TOPUKATO:

- H 860m tpomomoieiton pe féom o KMVIKA Kot epyootnplokd svpiuota (BA. moapdypogo 4.4).

- Ot mpooappoyég Tng 60omg, Katd T didprela TG Bepameiog Kot Katd Ty enavévapén g
Oepaneiag, cuvictdvton Yo v avtipetonion Babuov 3 1 4 Bpopfoneviag, ovdeteponeviag,
AN G To&idrag Babpov 3 1 4, n omoia kpiveton 0t oyetiletan pe T Aevoidouion.

- e mepintwon ovdetepomeviag, Ba mpémel va egetdleTan 1 xpron avENTKdV TopaydvImy o
dwyeipion tov aobevoic.

- Edv éxovv mopélbel Aryotepeg and 12 mpeg amd o d6om mov mapareipdnke, o acOevig pumopet
va Tapet ) 6001. Edv éyovv mapérBel mepiocdtepeg amd 12 dpeg omd TV KOVOVIKT dpo ANYng
pog 60omg mov mapaAeipdnke, o acbevig dev mpénel va TapeL T 600, AAAG VoL TAPEL TV
EMOUEVT OOOT| KATA TNV KOVOVIKT (PO TNV ETOUEVT] NLLEPCL.

Aocoloyia

Neodiayvawalsy moilario uvélwuo (NAIIM)

AgvaModouidon oe cuvovaopd ue deEauefaldvn ubypt v eEEMEN T vOoou oe acbeveic Tov dev gival
KOTOAANAOL Y10, LETAUOGYELOT




H Bepaneia pe Aevordopidn dev mpémet va Egkivioet edv o AmodAvtog ApBpdg Ovdetepogpilmv (ANC)
givan < 1,0 x 10%/1, xo/n 0 aptOpdg tov oponstariov sivor < 50 x 107/1.

2ovioTtwpevy 0oon

H ocvvietdpevn 66om Evapéng g Aevaidopiong ivar 25 mg yopnyovueva omd Tov 6TOLATOS Ao
nuepnoimg kotd Tic nuépes 1 €mc 21 emavalapfavopevav KOKAmV 28 nuepmyv.

H cuvictopevn d6on g deapedalovng eivor 40 mg yopnyoOEVa amd TOV GTOUATOG ATas
nuepnoimg Kotd Tic nuépes 1, 8, 15 kot 22 emavarappavopevov kokiwov 28 nuepdv. Ot acBeveig
umopet va cvveyioovv ) Bepameio pe AevaAidopidn kai de&oapedaldovn uéypt v e£EMEN TG vocoL 1
™ un avoym.

Brjpoto peiwong g d6ong

Agvaldopion® AgEapebalovn®
Adom évapéng 25 mg 40 mg
Eninedo 66ong -1 20 mg 20 mg
Eninedo 66ong -2 15 mg 12 mg
Eninedo 660om¢ -3 10 mg 8 mg
Eninedo 66ong -4 5 mg 4 mg
Eninedo 660nG -5 2,5 mg Agv gpapuodleton
@ H Swoyeipion g peiwong tng 86ong Yo apedTeEPa T0. TPOidVTO PUToPEl va. yivel aveEdptnta
Opouformevio,
‘Otov to. ooTETAAL ZUVICTOUEVT) TOPELQ,
Meiwbovv oe < 25 x 10°/1 Ioon g yoprynong 60om¢ Aevoidopiong ywo to vTOAOTO TV

KOKAOL®

EnavéABovv og > 50 x 10%/1 Meiwon kot £va enimedo 60omg OTaV 1 XOpIYNON 600N
emavekkvn0el otov emdpeEVO KOKAO

@Y mepintwon eppaviong docomeplopiotikic Toéikotrog (Dose limiting toxicity, DLT) petd tyv nuépa 15 £vog kbkAov, n yopriynon ddong
Aevaldopiong Ba StakOTTETAL Y10 TOLAGYLGTOV TO VITOAOLTO TOV TPEYOVTOS KUKAOL 28 MUEPDOV.

Amndlorog apiBuog ovdetepopiiwv (ANC) - ovdeteporevia

Otav o ANC Yvvictopevn topeio’

MewBei y1o TpdT™ Popd oe < 0,5 x 10%/1 Ao Oepameiog pe Aevaidopion
Enavélet o > 1 x 10°/1 6tav 1) ovdetepomevia eivar Emavekkivion Aevaiidopiong ot d6om
pUoéVN TOPaTNPOVUEVT] TOEIKOTNTO évapang amog npepnoing

EnavéABet oe > 0,5 x 10”/1 6tov mapampodvia Emnavekkivnon Aevaidopiong 6to eninedo

80G0EEAPTOUEVES AATOAOYIKEG TOEIKOTNTEG, EKTOG TG | 000MG -1 dmag nuepnoing
OVOETEPOTEVIOC

"o k6O emdpeVN TGN KaTm amd < 0,5 x 10°/1 Awxorr| Oepaneiog pe Aevoiidopion

Enavéldel og > 0,5 x 10%/1 Enavekkivnon Aevaldopidng 6to apécmg
YOUNAGTEPO eMinEdO dOONG ATas
nuepnoiog.

“Katd v kpion Tov wtpov, v 1 ovdetepomevia ivorl ) povn To&KOTNTO 68 0MO0dNTOTE EMiNEdO dOONG, Vo TpooTedel Tapdyovtog
Siéyepong anokidv kokklokvttdpwv (G-CSF) kot va dratnpnBei to eninedo d6ong g Aevaldopionge.

Mo apororoyikn ToEkoTnTo 1 00N TN AEVAAISONIdNG UTopel Vo sloayBel ek VEOL 0TO OUECMG
VYNAOTEPO emimedo dOomnG (mg Kot T dOom Evapéng) LETA T PeAtimon Tng Aettovpyiag Tov HLELOD
TV 00TOV (Koo olatoAoyikn To&KOTNTO Yio TOLAGYIoTOV 2 dladoykovg kKokhovg: ANC > 1,5 x
10%/1 pe opOpéd ouponetaliov > 100 x 10%/1 kotd ™V £vapén evog vEou KHKAOL).

Agvaloouion oe cvvovacud ue Boptelouinmn kot deéauebalovn axkorovbovueves amd AEVoAOOUION
kot 0e€opefaldvn uéypt tnv eEEMEn tne voéoov o aobeveic mov dev gival KaTtaAANAOL Yo
LETAUOTYEVOT

Apyixn Osporeio.: Aevaiidouion o ovvovaoud ue foprelouiunn kou delauslalovy
H Aevaiidopidon oe cuvdvaopo pe Poptefopipmnn kot deEapedalovn dev mpémel va Eekiviioel edv o




amélvTog ap1duog ovdetepoitmv (ANC) sivar < 1,0 x 10%1 kavm o aptOudg Tov oiponstodMov sivor <
50 x 10%/1.

H ocvvietdpevn 66om évapéng eivor 25 mg AevaAldopiong amd Tov 6TOUAToS maé NUePNoimg TIg
nuépeg 1-14 kdbe korxhov 21 nuepmv o suvdvacud pe Boptelopipmn ko de&opebalovn. H
Boptelopipmn Oa mpémet va yopnysiton pe vwodopia £veon (1,3 mg/m? emedveiog cOUUTOC) 500 PopEg
v efdopdda Tig nuépeg 1, 4, 8 kar 11 kabe kdxhov 21 nuepdv. o tpdcodeteg TANpoPopies GyeTIKA
HE T 0001, TO TPOYPOLLO KOl TIG TPOCUPUOYES TNG 000TG TMV PUPLOKEVTIKMOV TPOTOVIMV TOV
yopnyovvtat e tn Aevaidopion, PA. Mapdypago 5.1 ko v avtictoryn [epiinym tov
Xapaktnprotikdv Tov [Ipoidvrog.

Zuvictodvton £0¢ okT® KUKAoL Oepaneiog 21 nuepmv (24 efdopddeg apywng Oepameiag).

2oveyouevn Bepameio. Asvaridouion oe ovvovooud ue deCouebalovn uéxpt tny eééhicy

Yvveyiote To 25 mg AevaAldopidng amd Tov otopatog anaé nuepnoing T nuépeg 1-21
emavarappavopevev kikiwv 28 nuepmv oe cuvdvacud pe deCopebalovn. H Bepaneia Bo mpénet va
ovveyiletar péypt v eEEMEN TG VOGO M TNV EULPAVIOT U1 ATOdEKTNS TOEIKOTNTAG.

Bruoto peioong e d6omg

Agvamdopion”

Adon évapéng 25 mg

Eninedo d6omg -1 20 mg

Eninedo d6ong -2 15 mg

Eninedo d6ong -3 10 mg

Eninedo d6ong -4 5 mg

Eninedo d6onc -5 2,5 mg

“H Swyeipion mg peiwong g d0ong yo 6da T Tpoidvta pmopet va yiver ave&dpmra

Opouponevio,

Ortov to. ooTETAA ZUVIOTOUEVT) TOPEIO

Mewwbovv og < 30 x 10%1 Awxomn Bepameiog pe Aevaidopion

Enavérdovv e > 50 x 10%/1 Emavexkivnon Aevaldopiong oto eninedo d6omg
-1 dma& nuepnociog

T'a k60e emdpevn TTdoN KéTo omd 30 x 10%/1 Awkonn Bepameiog pe AevaAldopion

Enavéldovy e > 50 x 10%/1 Emavexkivnon Aevoldopiong oto apécmg
XOUNAOTEPO EMiMEDO dOOMG AmaE NUEPNGIMG

Anolvrog oprOuog ovoetepopilawv (ANC) - ovdetepomevio,

Otav 0 ANC YuvicTOuevn Topsio”

Melw0ei yio TpdT™ Popd oe < 0,5 x 107/1 Awoxonn Oepameiog pe
Aevadopion

Emovéldst o€ > 1 x 10%/1 dtav 1) ovdetepomevio sivon 1 povn Emavexkivnon Aevaidopiong om

TopaTnPovuEVN ToékoOTNTO doon évapéng dmaé nuepncing

Emavéldel og > 0,5 x 10%/1 dtov mapatnpodvon Enravexkivnon Aevaiidopiong oto

S0G0EEUPTDUEVES OLUATOAOYIKEG TOEIKOTNTEG, EKTOG TG eminedo 660mg -1 dma nuepnoing

I'a k60 emdpevn mrdon kétm amnd < 0,5 x 10%/1 Awxonn Bepameiog pe
Aevodopion

Enavéldet oe > 0,5 x 107/1 Emavexkivnon Aevaldopiong oto
APECWOS YOUNAGTEPO EMITEDO SOOTG
ama& nuepnoiong.

¢Katd v kpion tov wtpov, dv 1 ovdetepomevia ivar  povn to&ikdTTo 6€ 0motodnTote enimedo d6oNG, va Tpootebel mapdyovtog
Siéyepong anokidv kokklokvttapwv (G-CSF) kat va dtatnpnei to eninedo d6omg TG Aevaitdopiong.

AgvaMdopion oe ovvovoaoud pe peApardvn kot tpedviCovn okorovboduevec amd Aevoildouion
ovvtnpnong o acbeveic mov dev eivol KATGAANAOL Y10, LETAUOTYELON




H Ogpomeio pe Aevoldopidn dev mpémet vo Egkiviost by o ANC eivar < 1,5 x 10%/1, ko o ap1Opog
TV aponeToMov etvon < 75 x 107/1.

2ovietopevy doon

H ocuvictopevn d6om évapéng eival Aevaiidopion 10 mg yopnyovpeva amd Tov oTOUATOG ATos
nuepnoimg kotd tic npépes 1 £0c 21 eravolopfavopevav Kokimv 28 nuepmv yio €06 Kot 9 Kikhovg,
pueipardvn 0,18 mg/kg yopnyobueva amd Tov 6ToHATOC KAT TIg NUEPES 1 m¢ 4 emavarapPovopevav
KOKA®V 28 nuepav, Tpedvifovn 2 mg/kg yopryovUEVa amd TOV GTONATOG KOTA TG Nuépes 1 wc 4
gmoavarappavopevev kKokAwov 28 nuepadv. Ot acbeveig mov oAokAnpdvouy 9 KHKAOVG 1] TOV 0dVVATOLY
Vo OLOKANp®OGOoLV 1) Bgpameio. cuvdLAGHOV AGY® PN avoyng Aappdvovy povobepomeio pe
Aevoldopion oc e&ng: 10 mg yopnyovEVa 0o TOV GTOUATOG Gmas nuepnoing katd Tig Nuépeg 1 £mg
21 gravolopfoavopevav Kokimv 28 nuepmv péypt v eEEMEN g VOoOoU.

Brjuora ueiwong g d0ong

Agvaldouion Melpaidvn [Tpedvilovn
Adon évapéng 10 mg” 0,18 mg/kg 2 mg/kg
Eminedo d6onc -1 7,5 mg 0,14 mg/kg 1 mg/kg
Eninedo 660mg -2 5 mg 0,10 mg/kg 0,5 mg/kg
Eninedo d6ong -3 2,5 mg Agv gpappoletan 0,25 mg/kg

¢ Edv 1 ovdetepomevia givat n povn to&ikdtta o€ omolodnmote eninedo d0ong, va npootebel Tapdyoviag Siéyepong amoKimv
kokklokvTTapVv (G-CSF) kat va dtotnpnbei to eninedo 66ong g Aevaidopidng

Opouponevio.

‘Otov T ooTETOALL 2VVICTOUEVT TOPEiaL

Mewwobv yio. TpdTh 0opd o < 25 x 10°/1 Awaxonn) Ogpomeiog e Aevaiidopion

Erovéldouy og > 25 x 10%/1 Enavekkivinon Aevoidopiong Kot LeAQOAGVIG OTO
eminedo doong -1

INo k&Be emdpevn TTdomn katm omd 30 X Awaxonr) Oepomeiog e AevaAidopion

1071

Ermovéldovv o€ > 30 x 10%/1 Enrovexkivinon Aevaldopidng oto apécms xoaunAotepo
eminedo doon¢ (eminedo d6ong -2 M -3) dmal nuepnoing.

Amblvtog ap1Buds ovdetepopilwy (ANC) - ovdetepomevio,

‘Otav o ANC Yvviotouevn wopeia

Meiwei yio tpdTn eopd oe < 0,5 x 107/1 Awokonn Ogpameiog pe
Agvoidouion

Emovéldet og > 0,5 x 10%/1 dtav 1) ovdetepomevia sivan 1 povn Emovekkivnon Aevalidopiong ot

mopoTnpovuevn To&kdTn T d60m évapéng dmaé nuepnoing

Emovéldet og > 0,5 x 10%/1 dtav maparnpodvtol Enavekkivnon Aevoldopidng oto

3000EEUPTOUEVEG AUATOAOYIKEG TOEIKOTNTES, EKTOG TNG emimedo 60omng -1 dnag nuepnoing

ovdetepomeviog

Ta xéBe exdpevn trdon Katw amd < 0,5 x 10°/1 Awokonn Oepameiog pe
Agvaidopion

Emovéldet og > 0,5 x 107/1 Emovekkivnon Aevaiidopidng oto
OUECOS YOUNAOTEPO EMITEDO SOGNG
amoé nuepnoimg.

“Katd v kpion Tov wtpov, ebv 1 ovdetepomevia ivar 1 povn toéikdtnta o omolodfmote eninedo ddong, va mpootedel mapdyovtog
Siéyepong amokimv kokklokvttapmv (G-CSF) kot va dtatnpnOei to eninedo d0ong g Aevoridopidng.

Agvoldouidn cvvtnpnonc oe acbeveic mov £yovv vroBindei o aVTOAOYN LETAUOTYELON
opyéyovov kuttdpwv (autologous stem cell transplantation - ASCT)

H Aevaldopion cuvtipnong Oa mpémet vo EEKvA LETA amd EMOPKT OLLOTOAOYIKT] OTOKOTAGTOOT
petd and ASCT oe acbevelg ywpig évoeiln eEéMéng. H Aevoldopion dev mpémetl va EEKIVIGEL GV O
ANC givar < 1,0 x 10%1 ko 0 apOudg tov arponetodiov sivar < 75 x 10%1.

6




2oviotwuevy ooon

H ocvvictopevn d6om évapéng givar 10 mg AevaAidopidng xopnyoOUeEVO amd TOL GTOUATOC ATas
nuepnoimg cvveydueva (katd tig nuépeg 1 émg 28 o emavaiapfovopevovg KOKAOLG 28 NUEP®V),
péypt v e&EMEN TG vOoov N TN un avoyr]. Metd amod 3 kOkAovg AeVaAIdopidng cuvTipnong, N
0601 pmopel va awénbel oe 15 mg and tov 6TOHNTOC Ao NUEPNGIMG, GV Elval AvEKTN.

Briuora peiwong g déong

Aodon évapéng (10 mg) e mepintmon avénong g 06ong (15 mg)*
Eninedo d6omg -1 5 mg 10 mg
Eminedo 66ong -2 | 5 mg (nuépeg 1-21 kabe 28 nuépeg) 5 mg
Eninedo 660m¢ -3 Agv gpappoleton 5 mg (Muépeg 1-21 kdOe 28 nuépec)
Mnyv yopnyeite d6om kdtw Tov 5 mg (Muépeg 1-21 kabe 28 nuépeg)

¢ Metd amd 3 kokAovg Aevaiidopidng cuvtnpnong, n ddéon urnopel va avéndei og 15 mg and tov 616pHATOG Aol nuepnoing, £av gival
OVEKTN.

Opoufonevia

Oty 0. aUOTETAAL, ZUVICTOUEVT] TOPEiQ,

Mzsiw0odv os < 30 x 1071 Awokonn| Oepameiog e AevaAldopion

Enavérouy oe > 30 x 101 Emavexkivnon Aevaidouidng oto eninedo 66ong -1
amaé nuepnoimg

IMo k60 emodpevn Ttdon kdtw omd 30 X Awokonn| Oepameiog pe AevaAldopion

10°11 Emavekkivnon Aevoldopidng oto apéows YopnAotepo

EnavéAdouv oe > 30 x 10771 eninedo 500Mg Gmag NUEPNOInG

Amdlvtog aptBpdc ovdetepdpiiav (ANC) - ovdetepomevia

Otav o ANC Suviotduevn mopeia’

Mewwbsei 6e < 0,5 x 107/1 Awkonn Oepameiog pe Aevoldopion

Enavéldet oe > 0,5 x 10%/1 Enavekkivnon Aevaiidopiong oto
eminedo 60omg -1 dnaé nuepnocing

T'a kG0e emdpevn TTdon katm and < 0,5 x 10%/1 Awaxon) Ogpomeiog e AevaAidopion

Enavéldet oe > 0,5 x 10%/1 Emavekkivnon Aevolidopiong oto
OPECOG YOUNAOTEPO EMiTESO dOOTG
amoé nuepnoing.

¢Katd v kpion tov wtpov, edv n ovdetepomevia eivat 1 Lovn To&cdTa o€ 0To10dMTOTE EMinedO dOoNG, va TpooTebel Tapdyovtog
Siéyepong amokidv kokklokvttdpmv (G-CSF) kot va StatnpnOei to eninedo d6ong g Aevoridouidng.

TloloamAd pvélwua yue tovddyiotov pio mponyovusvy Ospomeio

H Ogpansio pe Aevatidopidn dev mpémet va Eektvioet edv o ANC sivon < 1,0 x 10%/1, xo/fj 0 aptOudg
TV aponetadiov eivor < 75 x 10%1 1, avéloya pe T S1iONom ToL PVELOD TV 0GTAOV ad
ThaopatokdTTpa, aptdpudc apometodiov < 30 x 10%/1.

Zoviotwuevy ooon

H ocvvictopevn d6om évapéng g AevaAldopidng eival 25 mg xop1yoOLEVE OO TOV GTONOTOG Ao
nuepnoing Kotd tic nuépes 1 €oc 21 eravalopfavopevav kokimv 28 nuepmv. H cuviotdpevn d6omn
de&apefalovng etvar 40 mg yopnyovpeva amd Tov GTOUATOG Aas NUePNOING KaTA TIg NUEPES 1 Emg 4,
9 émg 12 ko 17 émg 20 kdBe KOKAOL 28 NUEPDV Yot TOVG TPMTOVG 4 KOKAOVG Bepameiag Kot ot
ovvéyeto 40 mg dma& nuepnoing Kotd Tic npépes 1 £mc 4 kabe 28 nuépeg.

Ot ovvtayoypdeot wtpol Ba wpémetl va a&lohoyohv TpocekTikd motla 66om deapuedaldvng mpémet vo
XPNoomoteital, AapBavovtag Loy TNV KATAGTACT TOV 06OEVOUG Kal TG 0oBEVELNG TOV.

Brjuora peiwong te déong

Adon évapéng 25 mg
Eninedo 66on¢ -1 15 mg
Eninedo d6omg -2 10 mg




Eninedo d6omng -3

5 mg

Opouponevio,

Ortov to. opomeTdAo

2UVIOTOUEVN TOPELD

MetwBobv Y10 TpdTn Popd og < 30 x 10%/1
Enavéldovy og > 30 x 10%/1

Awoxorn Oepameiog pe AevaAldopion
Enravexkivnon Aevaiidopiong oto eninedo doong -1

INo ke enduevn Trdon kbt amd 30 x
10%/1
Enavéi@ovv og > 30 x 10°/1

Awoxorny) Oepameiog pe AevaAldopion

Emavexkivinon AevaAdopiong 6to apécmg YopnAotepo
eninedo 60omg (eninedo doong -2 1 -3) dma nuepncing
Mnyv yopnyeite 8661 pKpOTEPN TOV 5 Mg AT
nuepNGing.

Anoivrog apiuog ovdetepopilawv (ANC) - ovdetepomevia

Ortov o ANC

Yuviothuevn mopsio”

Melw0ei yio TpdT popd oe < 0,5 x 107/1
Enavéldet o€ > 0,5 x 10%/1 dtav 1
oVdeTEPOTEVIN EIVOL 1] LOVN TTOPATPOVUEVT
To&IKOTNTO

Awxorn Bepameiog pe Aevaldopion
Emavexkivnon Aevaidopidng ot d6om évapéng dmos
nuepnoing

Enavéldet o€ > 0,5 x 10°/1 dtav
TOPATNPOVVIOL S0GOEEUPTOUEVEG
OULOTOAOYIKEG TOEIKOTNTES, EKTOC TNG
OVOETEPOTEVIOG

Emoavexkivinon Aevaidopiong oto eninedo 600 -1
amoé nuepnoiong

Mo ka6 emdpevn Trmdon Kot ond < 0,5 x
10°1
Enmavéldet og > 0,5 x 10%/1

Awxorn Bepameiog pe Aevaldopion

Emavexkivnon Aevaldopiong oto apécmg
younAotepo eninedo d6omng (eminedo d6ong -1,-2 1\ -3)
amaé nuepnoing Mnv yopnyeite d6om LKpoOTEPT TOV
5 mg draf nuepnoing.

¢Kotd v Kpion Tov 1Tpov, edv 1 ovdeteponevia givatl ) Hovn to&ikdTTa o€ 0mo0dnmoTe eninedo ddOoNg, va tpootedel Topdyovtag
Siéyepong anokidv kokklokvttapwv (G-CSF) kat va dtotnpnBei to eninedo d0ong g Aevaridopidng.

Olwdec Aéupwua (0OA4)

H Ogpomeio pe Aevaldopidn dev npémnet va Egkviost v 0 ANC egivor < 1 x 10%1 kavn o apBudg
awpometodiov eivor < 50 x 10%1 ektdg €dv amotedel enakdiovbo og Aéupmpa SMdnong Tov poedod

TOV 0CGTAOV.

2oviotwuevy doon

H ocvvietdpevn 660m évapéng e Aevaiidopiong ivar 20 mg yopnyovUEVE. 0d TOV GTOUNTOC
amo& nuepnoing katd tig Nuépes 1 éog 21 enavolapPovopevov KOKAwv 28 nuepdv yio éog 12
KoK ovg Oepanciog. H suvictdpevn 80om évapéng g prrovéudunng ivot 375 mg/m?
evooeAEPia (IV) kdbe efdopdda otov kKOKAO 1 (nuépeg 1, 8, 15 ko 22) ko v nuépa 1 kébe

KOKAOVL 28 NUEPDV Yo TOVG KUKAOLS 2 £1G 5.

Brjuora ueiwons g doons

Adom évapéng

20 mg dnag nuepnoiong katd tig nuépeg 1-21, kdOe 28 nuépeg

Eninedo d6on¢ -1

15 mg anag nuepnoing Katd g nuépeg 1-21, kaOe 28 nuépeg

Emninedo d6omg -2

10 mg anag nuepnoing kotd i nuépeg 1-21, kabe 28 nuépeg

Eninedo d6om¢ -3

5 mg dmoaf nuepnoing katd tig nuépeg 1-21, kébe 28 nuépeg

Mo mpocappoyés g 66omg AOY® TOEIKOTNTOS LE TN pLTov&pdun, avatpééte oty avtioToyn
[Mepiinyn tov Xapakmpiotikedv Tov [Ipoidvroc.

Opouforevia

Ortav to ooneTdALn

2VVICTMUEVT TOPELQ

Mewwbovv og < 50 x 10%/1

Awkorn Oepamneiog pe Aevaiidopion ko deEaywyn CBC tovddyiotov
K60e 7 nuépeg




Emovéldovy e > 50 x 10%/1 | Emavekkivion 6to apécmg yapunlotepo eminedo d6omg (eminedo d6omg -
1)

Mo kabe exdpevn nrdon Awaxomn Oepaneiog pe Aevaldopion ko de&aywyn CBC tovidyiotov

Kbt omd > 50 x 10%/1 KGO 7 nuépeg

EnravélBouv ce > 50 x Enravexkivnon Aevaldopiong oto apécmg xapniotepo eninedo d6ong

10°1 (eminedo dooNG -2, -3). Mnv yopnyeite §60m LKPOTEPT TOV EMTEGOV
doong -3.

Amolvrog aprOuog ovdetepopilawv (ANC) - ovdetepomevio,

‘Otov 0 ANC YuvicTouevn topeio®
Meiwbei o < 1,0 x 10%/1 yio tovAdyiotov 7 Awaxonn Oepaneiog pe Aevolidopion Ko
nuépegn SeEaywyn CBC tovAdyiotov kabe 7 nuépeg

Mewwbei oe < 1,0 x 10%/1 pe oyetildpevo
mopetd (Beppokpoacio copotog > 38,5°C) 1)
Meww0ei e < 0,5 x 10%/1

Enavélder o> 1,0 x 10%/1 Emavexkivnon AevaAidopiong oto apéomg
YounAotepo eminedo d6onc (eminedo d6onc -1)

o k60e endpevn mrdomn kdto and 1,0 x 10%1 | Awakonty Ospaneiog pe Aevoidopion kon dieEayoym
v TovAdyotov 7 nuépeg | mtoon o < 1,0 x | CBC tovAdyiotov kdOe 7 nuépeg

10%/1 pe oyenildpevo mopetod (Oepuokpocio
ompotog > 38,5°C) ) mtdon o < 0,5 x 10%/1
Emavéldet o > 1,0 x 107/1 Emavekkivnon Aevaidopidng 6to apécmg
yopunAotepo eminedo d6omng (emimedo do6ong -2, -3).
Mnv yopnyeite d6on PIKPOHTEPN TOL EMTEGOV dOONC
-3.

“Katd v kpion Tov 101pov, edv 1 ovdetepomevia givar  povn toikdtTa o€ 0moldnmote eninedo ddong, va tpootedel Tapdyoviag
d1éyepong amoKidv kokklokvtrépov (G-CSF)

2ovopouo Abong oykov (TLS)

O)ot o1 aoBeveic Bo Tpémer va AapPdvouv TpoPLAaKTIKY aywyn| Yo to TLS (aAlomovpivoln,
POCUTOVPIKACT] 1] LGOSVVOUO COUPMOVE LE TIG KOTELOLVINPLEC 001YiEG TOV 1PVUTOC) Ko VoL Eival
KaAG EvodaTOpEVOL (amd TOV GTOUATOG) KOTA TN SIAPKELD TG TPOTNG EPSOUASAG TOV TPAOTOV KOKAOL
N Y10 LEYOADTEPO YPOVIKO ddoTrua av evdeikvutat KAvikd. [Ipokeévou va mapakolovbodvtat yio
TLS, ot acBeveic Oo mpémet va vtoPaiiovtor og Proynpikd Eleyyo kdbe efdopdda Katd tn didpkela
TOV TPMTOV KLKAOL KO OGS EVOEIKVLTOL KMVIKGL.

H Aevaiidopidon umopei vo cvveyiotei (6661 cuvinpnong) o€ acbeveig pe epyaotnplaxd
emPeParopévo TLS 1 pe khwvikd emiPeforwpévo TLS Babpod 1 1 xatd v kpion tov wtpov,
LEWDOTE TN 800N KT Eval EMIMESO KOl GVVEYIOTE TN Aevoldouion. Oa mpénel va Tapacyedel eviaTikn
eVOoPAEPLa EVLOATMOOT Kol KOTAAANAN 1otptkn daxeipion cOHUe®VA Le TNV TOTKY cuvnon Beparneia,
péypt tn dopbmon TV avopaMdv Tov niektpoivtdv. Evdéyetal va yperaotel aywyn pe
POGUTOVPIKAGCT] Y10 TN HEiwoT TG vepovpryaipiog. H voonAeio tov acbevoig evandkettonr otnv
Kkpion tov wrpov.

Ye aoBeveig pe kKhvikd emPePforwpévo TLS Babpov 2 £og 4, Stakdyte TN AeVaAIOOUIoN Kot
TPOYUATOTONOTE Proynikd Eheyyo kabe efdopdda 1 6Tmg evdeikvutal KAViKE. Oa Tpémel va
mapacyedel eviatikn evooPAEPLo EVOSATMGN KoL KATAAANAN 1TPIKY SloElplon GOUPOVA. LE TV
Tomiky ovvion Bepameia, péypt T S1OPHBWON TOV AVOUAMODY TOV NAEKTPOAVTMV.

H ayoyn pe pacpmovpikdon kot voonieio evamdxewvtor oty Kpion tov wtpov. Otav to TLS
vroywpnoel o€ Babpov 0, Eavapyiote T Aevaiidopion oty apéows xapmiotepn d66M Kot TNV
Kkpion tov 1tpov (BA. Tapdypapo 4.4).

Avtidpaon avalwmdpwaens 6ykov

Kozd v xpion Tov wtpov, 1 Aevalidopidn pmopei va cuveyiotel o€ acbeveig pe avtidpoaon
avalomipwong 6ykov (TFR) Babpov 1 1 2 xopic diakonn 1| tpomonoinen. Katd v kpion tov
Tpov, pmopel va yopnynbel aymyn pe pn oTepoELd] ovTIPAEYLOVAOIT pdppaka (MEZAD),
KOPTIKOGTEPOELDT| TEPLOPIGUEVTG OLAPKELNG KOV VOPKOTIKG avolyntikd. X acOeveig ue TFR
BoaBpov 3 1 4, doxdyte T Bepameio pe Aevaldopion kot Eekvnote aymyn pe MZAO,
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KOPTIKOGTEPOELD] KaUN vapK®TIKA avaiyntikd. Otav  TFR vroywpnoet e < Babpov 1, Eavapyiote
™ Bepameio pe AevaAidopion oto idto eminedo 360G Yo Tov LTOAowo KOkA0. Ot acbeveic pmopovv va
AGPovv Bepameia yio T dloyEiplon TOV CLUTTOUATOV, COLEOVO UE TIG 0dNYiES Yo T Bepameia TG
TFR BaBpot 1 kot 2 (BA. mapdypago 4.4).

Olec o1 evdeierc

IMoa dAheg To&ucotnTeg Babuov 3 1 4 mov kpivovron 61t oyetiCovron pe T Aevaldopion, n Oepameia Oa
TPEMEL VO SLOKOTTTETOL Kot v 0pyilet ek vEov POVO 6TO apESHS YOUNAOTEPO eMimedo ddong dtav M
To&KOTNTO VITOYWPNoEL 6€ < BaBpov 2, avdroya pe tnv Kpion Tov 101po?.

H mpocwpivi 1§ péviun dwakonr| g Aevardopidng Oa npémnet va e€etaleton yio deppoticd eEavonua
Babpov 2 1 3. H Aevaldopion mpémel vo SIoKOTTETOL Y10, 0y YELO0ION L0, OVOPLANKTIKT ovTidpaon,
e&avinua Babpov 4, amo@oMdmtikd 1| TOUPOALYDOEG eEAVON LA, 1| GE TEPITTMGT VITOYING GUVIPOLOV
Stevens-Johnson (SJS), to&iknc emdeppukng vekpoivong (TEN) 1§ poppokevtiking avtidpaong pe
noowokia kot cvotnpatikd coprtodpate (DRESS), kot dev Oa mpéner va Eavapyilel petd
Ko AOY® aVTdV TV avTIOpacE®V.

Ewdwoi mAinfvopuoi

Houdozpixoc wAnQoouoc
H Aevaiidopidn dev mpémel va ypnoionoteitol oe Toudid ko eprifovg amd  yévvnon £og v nikio
Kato TV 18 etdv Yo Adyovg acpaietog (BA. Tapdypapo 5.1).

Hlkiouévor

Ta mapdvta SobEoILa POPLOKOKIVITIKG SE60UEVA TTEPLYPAPOVTOL GTNV Tapdypopo 5.2. H
Aevoldopion €xet ypnotponomBel oe Khvikeg dokyég oe acbeveic e ToAamA O poéhmpo nAtkiog
péxpt 91 etdv (BA. Topdypago 5.1).

Koabng ot nMkiopévorl acbeveig sivorl mboavotepo va mapovotdlovy HEl@UEVT VEPPIKT AEtTovpyia,
OTOTEITOL TPOGOYN KOTA TNV ETAOYN TNG SOGOAOYIOG Kl GUVIGTATAL 1] TOPAKOAOVONGN TNG VEPPIKNS
Agttovpyloc.

Neodroyvawaobév molramho uvélmpo: acbeveis mov dev eivar KatdAinAol yio uetopocyevon
Acbeveig e veodlayvmobév ToAlomAd poélmpo nAkiog 75 eTov kat ave o mtpénet va a&loAoyodvial
TPOCEKTIKA TPV TO EVOEXOUEVO AYMG Bepameiog (PBA. Tapdypago 4.4).

INo acBeveic nlikiog dveo Tov 75 etdv mov Aapfdvovy Bepameia pe AvaAIdOUidn oe GuVOVAGUO L
deEapebalovn, n 66om Evapéng e de€apedalovng sivarl 20 mg drag nuepnoing Kotd T nuépeg 1, 8,
15 kon 22 ké0e khxAov Oepameiog 28 nuepdv.

Agv mpoteivetal Tpocapproyn g 66omg yio acbeveic nAtkiog dve tov 75 etdv mov Aapfdvovy
Oepaneio pe AevaAldopidn oe cuvoLAGHO pe pelaidyvn Kot Tpedvifovn.

e acbeveic pe veodloyvoobév moAlamhd puéhopa nAikiag 75 etmdv Kot dve mov EAafav Bepaneio e
Aevoldopidn, Tapatnpninike vYNAGTEPT CLYVOTNTO ELPAVIOTG GOPAPOV OVETIBOUNTOV EVEPYEIDV
KoL OVETIOVUNTOV EVEPYELDY TOV 0dNYNGOV GE dtaKomn TG Bepameiag.

H ocvvdvacpévn Bepaneia e Aevaiidopidn ftav Aydtepo avektr| o€ acheveis [ie veodlayvwoBév
TOAAATIAG LVEA®A NAKING AV TV 75 €TV 68 GUYKPLON LE TO vedTEPO 6€ NAkia TANBvepo. Avtol
ot aoBeveic diékomtay o€ VYNAOGTEPO TOGOGTO AOY® N avoyng (avemBountes evépyeieg Babpov 3 1 4
Kol GoPopEc avemBouuNTEC EVEPYELEG), G€ GVYKPLoN e aobeveic nlikiag < 75 etdv.

TlolhamAo uvédmua: aobeveis ue tovddyiotov uio. mponyovuevy Gepameio

To 1060616 TV 008evadV e TOALOTAS PLEL®UO NAKIG 65 €TV 1 Gved dev S1EPEPE GNUAVTIKA
peta&y g opddag Aevaldopiong/deEapefalovng Kot Tng opddag EUKOVIKOD
@oppakov/degopefalovne. Aev mapatnpnOnKe GLVOAIKN SLPOPE MG TPOS TNV AGPAAELD 1) TNV
OmOTEAEGHOTIKOTNTA HETAED ALTOV TV 060evav Kot acBevav pKkpodTepng NAKioG, aAAd Lo
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peyodutepn mpodidfeon ota dtopa peyaAdtepNg nAKing dev LTOpPEl Vo ATOKAEICTEL.

Olwdec Jéupwuo.

INo acBeveic pe olmdec Aéppmpa mov Erafav Oepaneio pe Aevaldopion ce cuvovaoud pe
PLITOVEIUAUTN, 1] GUVOAIKT] GLYVOTNTO. AVETIOOUNTOV EVEPYEIDV EIvOL TOPOLOL Y10 acBevelg nAtKiog
65 gtV Kol Ave o€ cVYKpPLon pe acBevels nakiog Kato Twv 65 etdv. Agv TapatnpnOnke cuvoilkn
SPoPd G TPOG TNV UTOTEAEGUATIKOTNTO, LETOED TOV 600 NAKIUKOV OUAd®V.

Aobeveic ue veppikn dvolertovpyio

H Aevaiidopidn amexkpivetal kupiog amd toug veppovs. Acbeveig te peyodlvtepo Pabud veppikng
dvoiertovpyiag pmopet va govv dartapaypévn avoyn ot Bepaneio (PA. mapdypago 4.4). Oa mpénet
va SIVETAL TPOCOYN KATA TNV EMAOYN TG 606G KOl GUVIGTATOL TOPAUKOAOVONOT TNG VEQPIKNG
Agrtovpyiog.

Agv omottovvTal TPOGAPLOYEG TG dOONC Yo 0oOEVEIS [IE L0 VEPPIKT SuoAeiTovpyia Kol TOAAUTAD
poéhopo 1 o{mdes AEPQ®uaL.

Ot axd6A0V0Eg TPOoUPLOYEG TNG HOGNG GUVIGTAOVTOL KOTA TNV Evopén g Oepomeiog Kot kad’ OAn ™)
duapkela g Bepameiog yio acbeveic pe pétpla | soPapn veppikn duoiettovpyia 1 veppomddeia
TeEMKOV 6TadioV. Agv VITAPYEL epmelpia o€ SOKIUEG paomng 3 pe vepporabeia tehkol atadiov (End
Stage Renal Disease, ESRD) (CLcr < 30 ml/min, amottei apoxéBapon).

TlolAamAd pvélawua

Negpwi] Aertovpyia (CLer) IIpocappoyi] Tng 060omMG

Métpra veppikn duciertovpyia 10 mg éma& nuepnoing'

(30 < CLer < 50 ml/min)

YoBapn veppikn §D07»81rovpyia 7,5 mg Gma& nuepnoing

(CLcr < 30 ml/min, dev anattel 15 mg pio opé. kébe devrepn Nuépa

alpokaBopon)

NegpondOea Tehkod Xtadiov (ESRD) | 5 mg dnof nuepnoione. Katd tig nuépeg g

(CLcr < 30'ml/min, omottet apokdBapong, 1 660N TPETEL VaL YOpMYELTaL LETH TNV
alpokabopon) alpokaBopon.

'H 860m pmopei v avéndei og 15 mg dra nuepnoiog petd omd 2 kxkhovg, e6v o acbeviig dev avtomokpiveton ot Oepameio Kot
avéyetot ) Oepomeio.
2¥e ydpeg 6mov d10TifeTon To KAWEKIOo TV 7,5 mg.

Olades Appoua

Negpui) Aertovpyia (Clcr) IIpocappoyn tng 66ong
(Muépeg 1 €wg 21 emavarappavopevov KOKAmvV
28 nuePOV)

Mérpia veppikn dSuciettovpyio 10 mg dmo& nuepnoing'

(30 < CLcr < 60 ml/min)

YoBapn veppikn ducAsitovpyia Agv vrapyovv dabéoipa dedopéva’

(CLcr < 30 ml/min, dev amottei apoxdBopon)

NeppondOero Tehkov Zradiov (ESRD) Aev vrapyovy diobéoipa dedopéva’

(CLcr < 30 ml/min, omoutei aipokabopon)

' H 86om pnopei va avéndei oe 15 mg drag nuepnoiong petd amd 2 kdxiovg, £dv o acbevig éxet aveydel t Oepaneio.

2 ' aoBeveig oe d0om Evapéng 10 mg, oe nepintoon peimwong 86ong Yo TV avIlpeTdmion g ovdetepomeviog 1 Opopponeviag Babuod 3 1
4, M) GAng to&wcdtntog Babuov 3 1 4. To&ikdtta n onoio kpiveton 6Tt oyetieton pe t Aevaidopidn, unv yopnyeite doon pkpdtepn tov

5 mg kdBe devtepn nuépa N 2,5 mg anoé nuepnoimg.

3 Ot acbeveig pe coPopn veppikn duciettovpyio } ESRD oamokAgiotniay omd tn pedé.

Metd v évapén Bepameiog pe Aevordopion, emOUEVN TPOTOTOINGT TG dOONGC AEVAAOOMIONG
o€ aobeveic pe veppikn dvehertovpyia Bo mpénet va. faciletal oty avoyn Tov ekdoTtote

acBevoig ot Bepaneio, OTMG TEPTYPAPETUL TOPATAVE®.

Aocbeveic ue nrotikn dvaisitovpyio,




H LevaAidopidn dev éxet emionpa pehetn el oe acbeveis pe nrotikn Svoieitovpyia kot dev vidpyovv
£101KEC BOGOLOYIKEG GUOTAGCELS,

Tpémog yoprynong

Ao otéHOTOG YPTION.

Ta kayakio Lenalidomide Krka d.d. Novo mesto 0o mpémet vo Aapfdvovtot amd Tov 6ToHaTog
mepimov TV 1010 MPa. TIG TPOYPOUHATICUEVES NUEPES. Ta KaydaKio deV TPEMEL Vo avoiyovTal, Vo,
ondlovtor N va pacodvtal (PA. mapdypoaeo 6.6). Ta kaydkio Bo mpénet va katamivovtal oAOKAN PO,
KOTO TPOTIUNGN LE VEPD, LE | XOPIS aynTo.

Ta koyakio Aevaiidopidng dev mpémet vo mEfovtan LEG® TOV GOAAOV TG GLOKELUGTNG KVYEANG KAOMDC
avTd O PTopovGE Vo TPOKAAESEL KOTAGTPOPT TOL Konyokiov. To kaydkio Tpémel vo aparpeital omd )
GLOKEVAGIN APALPDOVTOS TO VA0 amd pia EExmPIoTi LOVASO KOWEANC.

4.3 Avtevositeg

- YrepevouoOnoio otn SpactiKi ovcio 1§ 6€ KATO0 amd To EKO0YC TOV OVAPEPOVTOL OTHV
Topaypopo 6.1.

- "Eyxveg yovaikec.

- IMuvaikeg og avomapaywykn nikio ektog edv TANPoHVTOL OAEG 0L TPODTOOECELS TOV
[poypdppoazog IMpoAnync Eykvpocovng (BA. mapaypdeovg 4.4 kot 4.6).

4.4 E101kég TPOEOOTOMGELS KOl TPOPVAAEELS KATE TN Yprion
‘Otav 1 Aevaridopion yopnyeitor 6€ 6uVOLOOHO PE GALO PUPROKEVTIKA TPOIOVTA, TPETEL VO
ovpPovireveote TV avriotoyn Mepiinyn Tov Xapoktnpiotik®@v tov Ilpoidvrog mpvamd Ty

évapln g Bepaneioc.

IIpocdomoinon eyKvpuosHvne

H AevaAdopidn oyetileton dopkd pe ™ BaAdopidn. H Bahdopion sivar puo yvmotr| tepatoyovog
dpaoctikni ovsia yia Tov AvOpwno mov tpokarel coPapéc ouyyevelc StopapTies, ametAnTiKég yio )
Comn. H Aevaidopidn tpokaiese o€ mONKOLG SOVOTANGIEG TOPOUOLES LE QVTEG TOV TEPTYPAPTKOV
ywo T BaAdopidn (BA. Tapaypdpovg 4.6 kot 5.3). Ze nepintor mov 1 Aevaidopion Aneoel katd
1 SLOPKELN TNE EYKVUOGHVNG, 1] TEPATOYOVOG EMIOPACT) THG AEVAMIOUIdNG 6TOVS avBpdITOVGS Eivat
OLVOLLLEVOLLEVT).

O podmoBéaeig Tov [poypdppatog IMpdoAnyng Eykvposivng mpémet va tkovomolovvtot yio,
OAeg Tig acBeveic, ektog edv vTdpyovv a&dmioTa otoryeia 6Tt | acbevic dev Exel duvatdTNTa

TEKVOTOINGOTG.

Kpuripio yio yovoikes ympic SuvatdTnTo TEKVOTOINoNG

M yovaika acBevig 1 cOvIpopog evoc avdpa acBevoic Bewpeitan 6T £xetl Suvatdtnta

TEKVOTTOINGOMG, EKTOG EGV IKAVOTOIEITAL TOVAAYLIGTOV £VOL ATO T okOAOoLOO KpLTHpLoL:

- Hlxkia > 50 etddv ko puotoroykd apnvoppoikn yo > 1 €tog (H apnvoppota petd omod
avTIKopKVIKY Oepomeio 1 Katd ) didpketo Tov Onhacpon dev amokeicl duvotdtnTa
TEKVOTOINONG).

- [Ipdwpn wobnkikn averdpkeia, enPePorwpévn amd e101Kd YuvaKoAdYo

- [Tponyovpevn apueoTEPOTAELPT) GOATLYYO®OONKEKTOLN 1) VOTEPEKTOUN

- XY yovortunog, cvvopopo Turner, ayevesio Tng LATPOGC.

Evnuépoon

H AevaAidopidn avtevoeikvuTol 6e YOVOIKEG G OVOTAPUY®OYIKT NAKIO, EKTOG EAV TKOVOTOLOVUVTOL
O\a Ta akdAovBa KpiTpLoL:

12



- H acBevnic katavoel Tov avouevopevo kivouvo tepatoyovov dpdong 6to Euppvo.

- Kotovoei tnv avéykn yio omoteAeoUaTIKN AVTIGOAANYN, adidieumta, ToVAdyIoTOV 4 efdouddeg
Tpwv TV évopén g Bepaneiag, kad’ OAn ) ddpkela g Oepaneiog Kot TovAdyioTov 4
efdouadec petd v oAoxAnpmaon g Bepomeiog.

- AKOUO KO TNV TEPIMTMOOT TTOL L0 YOVOIKA GE OVOTOPOyWYIKN NALKio €xel apnvoppota, mTpEnet
Vo aKoAoVOEL OAEG TIC GLOTAGELG OYETIKA LIE TNV OTOTEAEGUATIKT AVTICOAATYM.

- H ac0evnic o mpémet va givat tkovn vo GOUHOPPAOVETOL LLE OTOTELEGUOTIKG LETPOL
OVTIGOAANYNC.

- H acBevnc &xet evnuepwbel kot katovoel Tig evOgYOUEVEG GUVETELES TNG EYKVIOGUVNG KOl TV
aVAYKT GUECTIC EVIUEPMONC TOL 10TPOV GE TEPIMTTOOT TOV VILAPYEL KIVOVVOC EYKVUOGHVIG.

- H ac0evnic katavoel v avaykn Evapéng g Bepameing evdig apéomg petd
OLVTAYOYPAPNOT| TNG AEVOASOIOT G, LETA amd apvNTIKT] SOKILOGI0 EYKVUOGUVIC.

- H acBevic katavoel tnv avaykn kot d€xetot va VTOPAAAETOL OE TEGT EYKVLOGHVIG TOVAAYITTOV
K0 4 efdopddeg £KTOG amd TNV TEPinT®ON EMPEPAOUEVNG COATLYYIKNG OTEIPWOTG.

- H acBevnic Pefardverl 6T katavoel TOVG KIVOOVOLG KAl TIG OTApOITNTEG TPOPLAGEELS TTOV
oyetiCovtar e TN gp1on TG AeVaAIdopiong.

INo dvdpeg acBeveig Tov Aopfdavovy Aevaldopion, To eopUOKOKIVITIKG dedopéva E6e1&ay OTL 1|

Aevoldopion glvar Tapovca 610 avOpdmvo oépla og eEopeTikd yopnAd eninedo Katd ™

dudpketn g Oepomeiog Kot dev aviyveveTol 610 avOpOTIVO GTépa 3 NUEPEG LETA TN SLOKOTN TNG

ovoiag og vyiég dtopo (PA. mapdypago 5.2). Qc tpoeOAan Kot AapPdvoviog vToyn 101KV

TANBLo PGS e TOPOTETAUEVO XPOVO ATOPOANG, OTMG GE TEPITTMOT VEPPIKNG SVGAELITOVPYING,

OAot o1 avdpeg aoBeveic mov AapPdvouv AEVAAISOpIdN TTPENEL VAL IKAVOTOLOVV TG akOAOLOES

TPOVTOOECELG:

- Kotoavoovv tov avopevopevo kivouvo tepatoydvov dpdong edv £xovv 6eE0VOAKY ETAQT LE pia
€ykvo yuvaika 1 pio yovaiko og ovamopoywykn niuio.

- Kotovoovv v avaykn ypnong Tpo@uAloKTikod 4V £XouV 6e£0VOAIKT ETOQT LE L0 £YKVLO
YOVOiKa 1 LLE P10 YOVOIKO GE OVOTOPOY@YTKN NAKIO TT0L €V YPNCLOTOLEL ATOTEAECLLATIKN
avTIGLAANYN (aKOpe KoL av 0 Avdpog £xel VITOPANDEl 6€ EKTOUN GTEPUATIKOD TOPOL), KOTH TN
dudpketa TG Bepomeiog Kot Yo TOLAAYIGTOV 7 MUEPES LETA TIG TPOOWPIVES SIUKOTEG TNG dOONG
KOUM TNV 0ploTikn dtakonn g Oepansiog.

- Kotoavoobvv 0T 6 mepinT®on mov TPoKOYEL EYKVHOGUVI GTI GOVIPOPO Avopa 0.6OEVOLG EVOGM
Adppave Aevaildopion 1 oe kPO YPOoviKO S1AoTNe LETA TN 1KoY TG AYNG Aevoitdopiong,
avToC Oo TPémEL VoL EVILLEPADOEL AUEGMG TO BEPATOVTA 1TPO TOV KOl ETIONG GUGTIVETOL
oLVTPOPOG TOV 0eOEVOVG va TaparmepPBel 6 10TPO EOTKEVIEVO 1) TEMEPAUEVO GTIG OLOUOPTIES
dtamAaong v a&loAdynon Kot kabodnynon.

O ovvtayoypdowv 10tpodg Tpénet va. Slacpaiicel Ta akdrovba yio yuvoikes o

OVOTTOPOLYOYUKT NALKioL:

- H ac0evic cuppopemveton pe Tig Tpotimobéoeig tov Ipoypdpparog Ipdinyne Eyxopoodvne,
ocvpneptrapfoavopévng empefainong Tl 1o EYEL KATAVONOEL ETUPKAOC.

- H acBevnc &xet amodeybel Tic mpoavapepbeioeg mpotimobécers.

AvticOANyM

O1 yuvaikeg o€ avomapay®YIK NAKio TPETEL VO YPNGLOTOIOVYV TOVAYYIGTOV L0 OTOTEAECLLOTIKY
1EB0S0 avTIGVAANYNG Yo TOVAGYIoTOV 4 efdopadeg Ttpv T Bepaneio, KaTd Tn O1ApKELD TNG
Oepameiog Kot yio TovAdyIoToV 4 €Bdopadec Letd T Oepameio pe AeVaASOUION, KOO KOl GE
mePITTOOT S10KOTNG TG 000G, EKTOG €AV 1] aoBeviS OO EVTEL Y10 ATOALTN KOl GLUVEYN OTTOYN, 1|
omoia Bo emPePordveror oe unviaio. faon. Eqv dev ypnoYLomotEl amoTEAEGUOTIKY OVTIGUAANYN, 1|
aoBevig mpémel va mapanep@el o€ KOTOAANAN EKTOOEVHEVO ETAYYEMLOTIO VYELOG Y100 GYETIKEG
GLUPOVALG, £T01 MGTE VA EEKIVIIOEL 1] AVTIGUAANYT).

Ta axdrovba propov va BewpnBovv wg mapadetypoto KOTAAANA®Y HeBOdWV avTIGOAAYNG:
- Epgdtevpa

- Evdopntpikd cvompa (intrauterine system, IUS) anedevBépwong Aefovopyestpéing

- «ATOOMKN» 0EIKNG HESPOELTTPOYESTEPOVIC
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- SOATYYIKY OTEIPOON

- YeEovalikn emagn Lovo e dvdpa Tov £xel LITOPANDEl o€ ekTopn omeppaTikod Tdpov. H extoun
TOV GTEPLATIKOD TOPOL TTpEmeL va. emPeParwbdel pe dVo apvnTikég avaldoelg GTEPLATOS.

- Xdamo avaoTolng TG woppné&iog Tov TEPLEYOVV LOVO TPOYESTEPOVT (T.). HECOYECTPELN)

AO6Y® Tov avénuévov Kivohvov eAePikng Bpopfoepufoing oe acbeveig pe TOALOTAS PHLEA®LLO O
omoiol Aapfévouv Aevolidopion og Bepameio cuvOVAGHOD, Kol o€ pKpITEPO Pabld o€ aobeveig pe
TOAAATIAG puEA@Ua OV AapPdvouv povobBepameio e AevoAdouion, To amd TOL GTOUATOS
GUVOVAGHEVE OVTIGCVAANTITIKA Xl Oev cvvioTmvtal (BA. eniong mapdypao 4.5). Eqv pio acBevig
YPNOYLOTOLEL ATTO TOV GTOUATOG XOPTYOVLUEVT] GUVIVAGUEVT AVTIGUAANYN, N acbevic Tpémet va
LETATAGGETOL GE Lo 0o TIG ATOTEAEGLOTIKEG HeBOdoVg Tov Ttapatifevton mapandve. O kivovuvog
oAePnc OpopPoepforng cvveyilel va vpiotaton Yo 4—6 efdopddeg HeTd TN SloKonY| TG OO TOV
GTOUOTOG YOPTYOVLEVIG GUVIVAGUEVNC OVTIGVAANYTG. H amotedespatikdtto TV
OVTIGLAAMTITIKOV OTEPOEDMV eVOEXETOL VoL PELDET kaTd Tn didpiela g Oepameiog pe

ovyyopnynon oe&ouebalovne (PA. mapdypago 4.5).

Ta gpputedpota Kot To EVOOUNTPIKE cuotipata ameAevfépwong Aefovopyectpéing oyetiCovtan pe
avénpévo kivouvo AoTU®ENG KT TNV TOTOBETNGN TOVS Kot AKOVOVIGTN KOATIKY OLOppoLyia.
IIpopuraktikn Aqyn avtiPiotikev Ba tpénet va eEetdletal, £101KA 0TV TEPITTOOT 0GOEVAOVY e
0VLOETEPOTEVIQL.

Evdopuntpicég cuokevéc amehevfEépmong YoAKOD YEVIKA €V GUVIGTAOVTOL AGY® TOL EVOEYOUEVOV
KIvOHVOL AOIH®mENG KaTd TNV TOTOBETNON TOVG KOl KATAUNVING ATMAELNG OULLOTOG, 1] 0010 LTOpEl

va PAdyel acBevelg pe ovdeteponevia 1 Opoppomevia.

Aok1ooiec EyKLUOGHVIC

ZOUQ®VO LE TNV TOTIKY| WUTPIKT TPOKTIKT], TPETEL VO, TPOLYLOTOTOOVVTOL VIO W0TPIKT EMIPAEYT
TEGT EYKLUOCLVNG Le eAdyotn evancOnoia 25 mIU/ml yw yuvaikeg og avamapaymykr niwia,
OTMG OVOPEPETAL TOPOKATO. AVTH 1 ATAITNOT CUUTEPILOUPAVEL YOVOIKES GE OVOTOPOYMYIKT|
NAia o1 omoieg popprolovv amdALTY Kot GuveyT omoyT. [davikd, To TEGT EYKLHOGUVNG, M
oLVTAYOYPAQNOT Kat 1) xop1ynon Ba mpémet va mpayuatomombovv v idia nuépa. H yopriynon
NG AEVOMOOLIONG GE YUVAIKEG O€ avamapoy@ytkn nAlkio Oa Tpémel va yivetan viog 7 nuepov
omd TN GUVTOYOYPAPNOT).

Lpw v évapln e Oepameioc

Otov cuvtayoypageitat 1 Aevolidoion, Oo Tpénel va TporyLOTOTOIEITAL £VO, TEGT EYKVUOGVVNG VIO
TPy emiPAeyn katd T S1APKELD TNG EVIILEPMOONG, 1] OTO SLACTNLO TOV 3 NUEPDV TPV TNV
EMICKEYT GTOV GCLUVTAYOYPAPOVTA 10TPO, EPOCOV 1) AGOEVIG EYEL YPNCILOTOMGEL UTOTELEGOTIKY
AVTIGLAAN YN Yo TOVAGyIoToV 4 €fdopnddec. To teot mpémet va emPePormvel 0TL 1 acbevig dev eivar
€ykvog otav apyiler  Bepameio pe Aevordopion.

HopaxorobOnan ko1 oloxAnpwon e Oeporeioc

"Eva te0T £yK0p060VNG VIO 10Tk eMIPAEYN TPETEL Vo ETOVALAUPAVETAL TOVAGYIGTOV KAOE 4
gBodopddeg, copmeprrapfovopévaov tovidyiotov 4 efoouddwv petd TNV olokAnpwon g Bepaneiog
eKTOC 0NV TEPITT®ON EMPEPUMUEVIG COATLYYIKNG OTEIPO®ONG. AVTA TOL TEGT EYKLUOGVVIG TPETEL VO
TPOYLLOTOTOLOVVTOL KATE TNV MUEPA TNG EMICKEYNG GLVTAYOYPAPNONG 1 €VTOS 3 NUEPOV TPV amd TNV
EMIGKEYT GTOV GLVTAYOYPAPOVTA 1LTPO.

Emunpdobetec mpoouraelc

Ot aoBeveic Tpénel va evepOVOVTOL VO L1 OTVOVV TTOTE QVTO TO QOPHOKEVTIKO TPOIOV 6€ GALOVG
KOl VO ETIOTPEPOVY TLUYOV UM YPTOLUOTOMUEVE KAWAKIY GTOV QUPLOKOTOL0 TOVG GTO TEAOG TG
Oepaneiog o ao@oAN amdppLy).

Ot acbeveig dev Tpémel vo SOGOLV aipto KoTd T didpKela TG Oepameiog 1 yio TovAdyietov 7
NUEPEG HETA TN S1OKOTN TNG AEVAASOUIONG.
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O gmayyeipatieg vyeiog Kot ta dtopa Tov epovtifovv acbeveig B mpémet va popovv yavtia piog
xpNoewg o6tav yepifovral Ty KVYEAN N To Koydkto. Ot yuvaikeg mov givar £Ykveg 1| TOAVOLOYOUV
ot umopet va etvon £ykveg dev pémet va, xepilovor v KuwéAn 1 to Kayakio (PA. moapdypapo
6.6).

Exmotdevtikd YVAMKA, TEPLOPIGUOL GLVTAYOYPAPNONGS KOL YOPNYNONS

[Tpokeyévov va fondnoet toug acbeveic va amopHyovy v Ekbeon epufpdmv ot AevaAldouidn, o
KdToy0g TG Gdetog Kukhoopiag Oa TapacyEl EKTALOEVTIKO DAMKO GTOVG EMAYYEALATIEG VYELOG,
TPOKEUEVOD VO, TOVIGEL TIG TPOEIGOTOUOELS GYETIKA LLE TOV OVOLEVOLEVO KIVOLUVO TEPOTOYOVOL
dpdiong e AevaAdopidng, vo TpocPEPEL CUIPBOVAES GYETIKA LLE TNV AVTICOAANYT TPV TNV EVapEn
g Oepameiog kot va mwapéyel KaBodyNoT GYETIKA LLE TNV AVAYKT] Y10 TEGT yKLUOGVVNC. O
GUVTOYOYPAP®V 0TPOG TPETEL VO EVIILEPDVEL TOVG AVOPES Kot TIG Yuvaikes acbeveic oyeTikd pe Tov
AVOUEVOLEVO KIVOVLVO TEPATOYOVOL dPACTIC KOl TO QVGTNPA LETPA TPOAYNG EYKVLOGHVIG, OTIMG
kaBopilovral oto [Ipdypappa [IpdAnyng Eykopoovvng, kal va mapéyel otovg acbeveic to
KOTAAANAQ EKTALOEVTIKA VAL Y10 TOV AGBeVT, TNV KAPTO acBEVOVG KO/ 10000VApO HECO,
SOLPOVA UE TO ePapprolopevo eBvikd chotna KapTag acbevoic. Te cuvepyaoia pe TV Kabe
EBvicn Appodua Apyn €xet vhiomomBet éva eBvicd eleyyouevo oot dtavopnc. To eheyydpevo
GUOTI O SLOVOUNG TEPIAAUPAVEL TN XPNOT| OGS KAPTOAS 0loBEVOVG KA/ EVOC 1G0GVVALLOV LEGOD Y10,
GUVTOYOYPAPNOT KOUT Yo EAEYXOVG YOPIYNONG, KOl T GUALOYN AETTOUEPDV GTOLYEI®MV GYETIKA e
™V €vOeld, TPOKEEVOD VO TOPaKOAOLOEITOL GTEVA 1) EKTOG EVOEIEEV XPToM EVTOS TNG YDPIS.
[3aviKd, TO TEGT EYKVUOGVVNG, 1] GLVTAYOYPAPNON Kot 1| Yopnynon Ba tpémnet vo
mpoypoatonomBovv v o nuépa. H xoprynomn g AevaAidopidng oe yuvaikes 6€ ovamapaym®yIKn
NAkio Oo Tpénet va yivetar eviog 7 NUEPDV OO TI GLVTAYOYPAPNON KOl LETA A0 £VA APVNTIKO
TECT EYKLHOOLVNG VTG 1aTpIkn emifreyr. H cuvtayoypdonon yio yovaikeg og avamopayyikn
nAkio propel va £yl péyiotn dudpketa Bepomeiog 4 efOoUAd®V COLEMVA LE T EYKEKPUIEVL
d0c0A0YIKG oynuoTe TV VOEiEewV (PA. mapdypapo 4.2) Kol 01 GUVTAYOYPOPNGELS Y10 OAOVE TOVG
dAlovg acBeveic umopel va Exovv péyiotn dudpkela Bepameiog 12 efdopddmv.

Aldec e101KEC TPOEIOOTONGELC KOl TPOPVAGEELC KOt TN YP1on

Euppayuo tov pookopoiov

‘Epgpaypa tov pookapdiov €xet avaepepbei oe acBeveig mov Aapfdvouv Aevaiidopidn, wbioutépmg
6€ €KEIVOVG LLE YVOGTOVG TOPAYOVTES KIVODVOD KOl EVTOG TOV TPOT®OV 12 unvedv otav
ypnoiponoteitan o€ cuvdvacud pe de&apebalovn. O aobeveig pe YvwoTong Topdyovteg Kivovvov —
ocounepiappfavopévng mponyovpevng Bpoppfwong — Ba Tpémet va mapakorovBovvral otevd Kot Ho
wpémel va AneBodv pétpa yio TNV Tpoomdhein EAOYIGTONTOINGNG OA®V TOV TOPOYOVI®MV KIVOUVOU
7oV SVVAVTAL VO TPOTTOTONO0VV (T.). KATVIGUO, DVTEPTACT] KO VITEPAMTIOALLI).

Dlefira kar aptnproxae Opoufosufoiixc coubavo.

e aobeveig pe TOAOTAO POEA®LLO, 0 GLVILOCUOS Aevaldopuiong pe de&apebalovn oyetiletal pe
avénuévo kivouvo erePikng Opopfoepfoing (kupimg ev tw Paber prefikng Opoupwong kot
TVELUOVIKNG UPOANS). O kivouvog prefikng Opoppoepforng mapatnpribnke oe pikpdtepo Pobod
LE TO GVVOLOCKO TNG AEVAMOOUIONG e LEAPAAGVT Kot TPESVILOVT.

e aofeveic pe TOAATAO PoEA®LLO, 1 povobepameia Le AEVOAIOOION OYETICTNKE pE
YOUNAOTEPO Kivouvo pAePikng Opopfoepfoing (kupimg ev o Pdber piePikng Opoupwong kot
TIVELLOVIKNG EUPOANS) amd O,TL 6€ acbeveig pe TOALUTAG puéAmpa Tov Aapupdavouy
Aevaldopion og Bepameio cuvovacuov (BA. Tapaypdeovg 4.5 kai 4.8).

e acbeveic pe ToAaTAd PEL®LLN, 0 GVVOVOCUOC AevaAldopidng pe deEapuedalovn oxetiletan pe
avénuévo kivouvo aptnplakng Opopfoepfoing (kupimg Euepaypa Tov Hookapdiov Kot
AYYELOEYKEPUAIKO ENEICOO10) Kot TopatnpOnke o PKpoTEPO Pabpo e T Aevoiidopidn o
GUVOLOGHO pEe peAPoAGvN Kot Tpedviiovn. O kivévvog aptnplaxig Opopfoeppfoing etvor
YoUNAGTEPOC o€ 0oBeveic e TOAAATAS PuEAmpLO ToL AapPdvovy povobepameio e Aevaiidouion
amo 0,7l 6€ acbeveig e TOALATAG puéAmua ToV AapuPdvouv Aevaidopion o Bepameio
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GUVOVLAGHOV.

Katd ovvénela, ot acBeveig pe yvootovg Tapdyovteg Kivduvou yia Opoppospfoin —
ocuuneprrapfovopévng mponyovpevng Opoppwong — Ba tpémetl va mapakorovfovvtor otevd. Oa
TPEMEL vo. ANeOOVV PETPA Y1 TNV TPOSTADELD EAOYIGTOTOINGNG OAWV TV TOPAYOVI®V KIVOHVOL
ov dHvavtal vo TpononoBovv (Y. KATVIGHE, VIEPTacT Kot vrepAmdopio). Tavtoypovn
XOPNYNON EPLOPOTOMTIKGV TOPAYOVIWV 1| TPOTYOOUEVO 16TOPIKO Opopfospupfoikdv cuppavtov
pmopel emiong va avénoet tov kKivduvo Bpopupwong otovg cuykekpyévoug acbeveis. Xuvenag,
gpvbpomontikol Tapdyoviec | GALOL TapdyovTeg Ol 0moiotl pumopel va, avéNcovy Tov Kivouvo
Opoppwong, 6Tmg Bepameio OPUOVIKNG VTOKATAGTAGNG, O TPETEL VA ¥PNGILOTOLOVVTOL LIE
npoooyn o€ achevelg pe TOAAATAO puéhmpa Tov Aappdvouv Aevaiidopidon pe de€apedalovn.
ZUYKEVTPWOT apocpatpivig ave tov 12 g/dl Oa mpénel va 0dnynoel 6€ S10KOT TG YOPNYNONG
TOV EPLOPOTOMTIKADOV TOPAYOVTIWV.

ZuvioTdTol 6Tovg AcHEVEIG Kot TOVG 1Tpovg Vo BpicKOVTOL GE EYPIYOPCT YO TNV OVOLyVAPLIoN
onpeiov kot copntopdtov Opoppospforns. Oa mpémet va yiveton coTOoN 6TOVG 0.60EVELS VO
{nrovv wizpikn Ponbeta Gv pPAVIGOVY GUUTTOUATA OTMG dVGTVOL, BmPaKIKO GAYOG Kat oidn
TOV Gve 1 KATO AKpoV. Oo TPETEL VO, GUVIGTATOL 1] YPNOT TPOPLVAUKTIKGV avTiOpoUPmTiK®V
POPUOKEVTIKAOV TPOTOVTOV 101K 6€ aobeveig pe emmpdodeTovg mapdyovieg Kivdvvov Opoupfwonc.
H amdé@aon yio ™ Aqymn aviifpopfatik®@v Tpo@LACKTIKOV HETPOV Oa Tpénel va AapPaveTotl petd
oo TPOGEKTIKT AEOAGYNOT| TOV VIOKEILEV®V TapaydvImy Kivdhvov Tov Kdbe acbevouc.

Av o aoBevnig eppavicet omowadnmote OpopPogpporcd cvpPavta, n Beponeio o npémel va
dwaomet ko Oa Tpémet va Eekviogl cuvnOng avimmkriky ayoyn. Otav o acbevic otabeporonbel
OTNV AVTITNKTIKN Ay®YN KOl AVTILETOTIGTOVV 01 TUYOV EMmAokég Tov Opopfogpfoiikcon
ouppdvrog, pmopel va Egxtvioet Eava m Bepameia e Aevaiidopion oty apyikn 6661 avaroya e
v extipmon opélovg- kvdvvov. O acbevig Ba Tpémel va Guveyicel TNV AVTITINKTIKY ay®yn KoTd
) dudpkela s Bepaneiog pe Aevaidopion.

Ivevuovikn vréptaon

"Exovv avapepbel TepmTdoElg TVELLOVIKAG VITEPTAOT|S, OPLOUEVES BovaTneopes, o€ acbeveig mov
Ehafoav Bepameia pe Aevoidopion. Ot acbeveig mpénet va aE10A0YOVVTOL Y10 GNUELD Ko
GUUTTMLOTO VITOKEIUEVT|G KOPOLOTVEVLLOVIKNG VOGOV TPV omtd TNV €vapén Kol KaTd 1 S1apKeLd
g Oepameiog pe AevaldSopion.

Ovdeteporevio kar Opoufomevia,

2116 KOpLeg S0oomePLoPLoTIKEG TOEWKOTNTESG TG AEVOALdOUIdNG cvpmepAapuPdvovTol M
ovdetepomevia kat 1 OpopPomevia. ITANpeg arpodidrypappo, GOUTEPIAAUPAVOUEV®Y TOV 0plOpon
K0l TOV TOTOL TOV AEVKOKVTTAP®OV TOV Oi[LOTOG, TOV aplflod TOV GHOTETOA®Y, TNG ALOoOUIPIvIG
K0l TOV opatokpitn Bo Tpémet vo devepyeital KaTd TV ETICKEYN Avapopac, Kabe fdoudado yio
TIG TpATEG 8 PdoNddeg Oepameiog pe Aevaldopion kat o€ unviaio Baon epeéng, yio v
mapaKolovOnomn yuo kuttaponevies. Xe acbeveic e 0{mdec AELP®LLO, TO GO TOPAKOAOVONONG
Oo Tpémer va mpaypatomoteiton Kabe efdopdda yio Tic Tpmteg 3 efdopddeg Tov kKukAiov 1 (28
nuépeg), kabe 2 efdonddeg katd tn didpkeln TV KOKA®V 2 £0¢ 4 Kot Katdmy katd v Evapén
KkGOe khkAov. Evdéyeton va amarteiton Tpocmpvi) dtokon Kaun peimon g d6ong (PA. mapdypapo
4.2).

e nepintoon ovdetepomeviag, o wTpds Oa Tpémel va e€eTAoEL TO EVOEYOIEVO YPNONG QVENTIKMV
mapaydviov ot Oeponcio Tov acbevoic. Oa tpémel va yiveton cHoTooT 6TOVG A60eVEG va
OVAPEPOVY AUEGH TUYOV EUTHPETO ETEIGOSIAL.

ZVVIGTATOL 6TOVE 0OHEVEIC Kol TOVG 10iTpoVG Vo, fPicKOVTOL GE EYPTYOPON Y10 TV OVOLYVMPLOT|
ONUEI®V KOl COUTTOUATOV OLLOPPAYINS, CUUTEPIAAUPOVOUEVOV TETEXEIDMV Kl ETIOTUENG,
Wwitepa og acbeveic Tov AouBavouvy Tavtdypova PaPUOKEVTIKE TpoidvTa evaicOnta otV
TPOKANGN arpoppayiog (BA. Tapdypapo 4.8, Alpopparyikég dS10TapayEc).

H ovyyopfiynon Aevotidopidong pe dAlovg poglokataotodtikovs Tapdyovieg Ba mpénet va yivetaol pe
TPOGOYN.

Neodwayvaoév morrlanid pvélouo: acbeveic tov Eyovyv vroBindei oe ASCT karloppdvoov
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Oepamneio pe Aevoldouidn cuviipnong

Y1ig avemBounteg evépyeteg amd ) perétn CALGB 100104 cvumepilappdvovtay copfdvta wov
avaeépinkay petd amd yopnynon vyning doong perearavng kot ASCT (HDM/ASCT), kabmg kot
ouppdvta and v mepiodo Bepameiag cuvinpnone. Mua dedtepn avdivon tavtonoince cuUPavia
OV TAPOVOIAGTNKAY HETA TNV Evapén g Oepameiog cuvtnpnong. X pedétn [IFM 2005-02, ot
avemBounteg evépyeleg mpoékuyav Lovo amd v mepiodo Bepameing cuvinpnone.

YuvoAikd, ovdeteponevia Babpob 4 mapatnpndnke o vynlotepn cuyvotTnta 6To OKEAN
AeVOASOMIONG GLUVTIPNOTG GE GUYKPLOT LE TO GKEAT] GLUVINPNONG LE EWKOVIKO PAPLOKO OTIG 2
perétec a&lohdynong g Aevoidopiong cuvinpnong oe acbeveic pe NAIIM mov éyovv vtofAndei
oe ASCT (32,1% évavtt 26,7% [16,1% évavtt 1,8% petd v évapén g Bepaneiog cuvinpnong]
ot perétn CALGB 100104 kon 16,4% évavt 0,7% ot pedétn IFM 2005-02, avtictorya).
AvemBounteg evEPYELEG OVOETEPOTEVING OPEIMONEVES 0TI Bepameia TOV 0dNYNGAV O SLOKOTN TNG
Aevoaldopidong avapépbnkav 6to 2,2% tov acbevav otn perétn CALGB 100104 kot 1o 2,4% tov
acOevov ot perétn IFM 2005-02, avtictorya. Epmopern ovdeteponevia Babpod 4 avapépbnke oe
TAPOUOLES GLYVOTNTEG GTO OKEAN AEVAALOOUIONG GUVTIPNONG GE GUYKPION LE To OKEAN
CULVTNPNONG LLE EIKOVIKO PApLaKo o€ appdtepeg Tig perétes (0,4% évavtt 0,5% [0,4% évavtt 0,5%
petd v évapén g Bepaneiog cvvtipnong] ot perétn CALGB 100104 kot 0,3% évavt 0% ot
perétn IFM 2005-02, avtictorya). @a mpémet va, yiveTor c0oTooT 6ToVg acbeveis va avapépovv
GUEST TUYOV EUTVPETO. EXELGOOI0 KOl EVOEYETOL VoL Aot Ol Tpoowpvn dlakomnn tng Oepameiog
Ko petoon g doong (BA. mapdypago 4.2).

Opoppomevia Babpov 3 1 4 mapoatnpiOnke oe vynAdTEPN CLYVOTNTA OTA GKEAT AEVAAIOOMIONG
GUVTIPNONG GE GVYKPLOT LE TOL OKEAT GUVINPNONG UE EIKOVIKO PAPLOKO GE UEAETES 0EIOADYNONG
g Aevoldopiong cuvnpnong o acbeveic pe NAIIM mov €yovv voPAindei oe ASCT (37,5%
évavtt 30,3% [17,9% évavtt 4,1% petd v évapén g Bepaneiog cuvtipnong] ot peAém
CALGB 100104 xot 13,0% évavtt 2,9% ot perétn IFM 2005-02, avtictorya). uvicTdtol 6Tovg
acBeveic Kot TOVG 1TPOVG va. PPICKOVTOL GE EYPIYOPOT Y10 TNV CVAYVAPLOT OTUEIDV Kot
CUUTTOUAT®V OLLOPPAYING, CUUTEPILOUPOVOUEVOV TETEXELDV Kol ETOTAEEMV, 1310iTEPO. O
acBeveic Tov AapPavouy ToTdypova POPLOKEVTIKE TPOIGVTO TOL THAVMOG VO TPOKAAEGOLV
apoppayia (BA. Tapdypapo 4.8, Alpoppayikés oaTapayEs).

Neodoyvwohév morromid poémpa: acBeveig mov dev eivar KatdAANAOL Yo HETOUOCYELOT) Kot
o AapPdvouvv Bepomeia pe Aevaidouion e cvvdvacuod pe foptelopiumn ko de&opebaldvn
Ovdeteponevia Babpov 4 mapatnpndnke og yapmAidtepn ocuyvotnTo 6T0 GKEAOG AEVOAISOUIONG
o€ cuvdvaoud pe Popteopipnn ko de&apebalovn (RVd) og chykpion Le TO GLYKPLTIKO GKELOG
Rd (2,7% évavtt 5,9%) ot perétm SWOG S0777. Eundpetn ovdeteponevia Babuot 4
avaeépnie og Topduoteg ovyvotnteg oto okélog RVd xan 1o okéhog Rd (0,0% évavtt 0,4%).
Oa TPETEL VO YIVETAL GVOTACT OTOVS AOBEVEIC VO, AVOPEPOVV GUESH TUYOV EUTVPETA ETEICOOLA.
Evdéyeton va amortn Ol mpocwpivi dtakomn g Bepomeiog Kovn peiwon tng 66ong (BA.
Tapaypapo 4.2).

OpopPomevia Babpov 3 1 4 mapanpninke oe vynidtepn cvyvotnta oto okélog RVd oe chykpion
pe to ovykprrikd okérog Rd (17,2% évavtt 9,4%).

Neodayvwsbév morromid poédopoa: acbeveic mov dev eivar KOTAAANAOL Y10 LETAUOTYEVOT) KoL

o AauBdvouv Bepancio pe Aevaidopion oe cuvovacud pe deEapedalovn

Ovdeteponevia Babpov 4 mapatnpnidnke oto okéAn g Aevaidopidng oe cuvovacud ue
degapebalovn oe pkpotepo Pabdud and 6,11 6to cuykprTikd okéAog (8,5% o€ Rd [cuveyn Beponeio]
ot RdA18 [Bepaneio yio 18 xouxhovg didpketog 4 efdopddwv] oe ovykpion pe 15% o10 oxéhog
pueh@ardvng/mpedviiovng/Boidopions, PA. mapdaypapo 4.8). Encic6d10 epumdpetng ovdeteponeviog
Babpot 4 ntov odppwva pe 1o suykpitikd okérog (0,6% oe Rd ka1 Rd18 acbevav vid Bepameio
ue Aevaaidopion/deapuedalovn oe ovuykpion pe 0,7% o610 okélog
pehpardvng/mpedvilévng/Baidopiong, PA. mapdypago 4.8).

Opoppomevia Babpov 3 1 4 mopoampninke oe pukpotepo Pabud oto oxéAn Rd ko Rd18 amd 6,11
070 GLYKPLTIKO 6KEAOG (8,1% évavtt 11,1%, avtictoyya).
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NeodwayvacBév morlanro poéhoua: acbeveic mov dev eivar KOTGAANAOL Y10 LETAUOGYEVON KO
nov AapBdvovv Bepaneio pe Aevoidouidn o€ cuvdvaoud peUeAQAAGVY Kot TPedvILovN

O cvvdvaopog Aevodopidng pe nelpaidavn kot Tpedvilovn oe KAVIKEG dOKIUES aoBEVAVY Le
veodlayvwoOEy TOAALATAG HUEAMLLO GYETICETOL e DYNAOTEPT] GLYVOTNTO EUPAVIONS
ovdetepomneviog Babpov 4 (34,1% 610 okéA0g LEAPOAAVNG, TPedVILOVTG Kol Aevordopidng
akolovBovpeveg amd Aevaidopion [MPR+R] kot pelooardvn, tpedvilovn Kot Aevordopion
axolovBovueveg omd acbeveic oe ewcovikd eappako [MPR+p] oe ohykpion pe 7,8% oe acbeveic
vrd Bepamneio pe MPp+p, BA. mapdypogo 4.8). Eneicodia eumvpetng ovdeteponeviog Babuov 4
napatnpndnkav oravia (1,7% oe acBeveic vmd Bepancio pe MPR+R/MPR+p o€ clhykpion pe
0,0% o€ acbeveig vid Bepameio pe MPp+p, BA. mapdypoeo 4.8).

O cvvdvaopog Aevoldopidng e peA@oaiavn kat Tpedvilovn o aobeveic [le TOAAATAO
puélopa oyetiCetor e vyYnMAOTEPT GLYVOTNTO EREAvVIong Opopfomeviag Babpod 3 kot
Babpot 4 (40,4% oe acBeveic vnd Bepoaneio pe MPR+R/MPR+p o€ cOykpion pe 13,7% o¢
acBeveic vrd Oepomeia pe MPp+p, PA. mapdypago 4.8).

HoAomAd puéhopa: aobeveic [ie TOVAGYIOTOV pio TPonyovuevn Bepameio

O ocvvdvaopog Aevardopiong pe oe&opebalovn oe aobeveig pe ToAOTAS POEADO LE
TOVAGYLoTOV pia Tponyovpevn Bepaneio oyxetiletal e VYNAGTEPN CLYVOTNTA ELPAVIONG
ovdeteponeviag BaBuov 4 (5,1% oe acBeveig vrd Bepaneio pe Aevatdopion/deéauedolovn oe
ovykplon pe 0,6% oe acBeveic vid Bepameia e ekovikd edppaxo/de&opedaldvn, PA. mapdypapo
4.8). Eme1c001a gumopetng ovdetepomeviag Babuov 4 mapatnpndnkav ondvia (0,6% ce acbeveig
v1d Bepameio pe Aevaridopion/deEapnebalovn oe ouykpion pe 0,0% ce aobeveic vmod Bepancio pe
glKkoviKd Qappoko/deEapnedalovn, PA. Ttapdypago 4.8).

O cvvdvaopog Aevardopidng pe de&apedalovn o acbeveic e TOAAATAS pLuéAmpa oyeTileTon e
vynAdTEPN cuyvoTTa ELPavions BpopPoreviag Babpov 3 kot Babpod 4 (9,9% kot 1,4%
avtioToiymg o acbeveig Vo Bepamneio pe Aevaridopion/de&apedalovn oe cvykpion pe 2,3% kot
0,0% o¢ acBevelc vid Bepameia pe gikovikd eappako/deEapnedalovn, PA. mapdypago 4.8).

Olmdec Aéppoua

O cvvdvaopdg Aevoldopidng pe prrovépndunn o aobeveic pe olmdec Aépoopa oyetileto pe
VYNAOTEPN CLYVOTNTA EUPAVIENC ovdeTepomeviag Babpov 3 i 4 ce ohykpion pe acbeveic 6to
OKEAOG EIKOVIKOD Qoppakov/prtovéudumne. H epmdpetn ovdeteponevia kot 1 Opopfonevia
BaBpov 3 1 4 mapatnpndnkay mo cuyva oto 6kEA0C Aevaiidopuidng/prrovéaumnng (PA.
Topaypago 4.8).

Awazopoyéc Tov Qupeogidoic

"Exovv avagepBel nepimtdoeic vmofupeoeIdiooy Kol TEPITTOGELS VIEPHVPEOEIDIGLOV. ZUVIGTATAL
BéAlTioTOC £AEYYOG CLVVOOT|PMV KATOGTAGEWV OV EXNPEALOVV TN AgtTovpyia TOV Bupeoeldovs TPV
amo v Evapén g Bepaneiog. ZuvioTdtor apyikn Kot cuveylopevn Topakoiohonomn g
Aertovpyiog tov Bupeogidovc.

Lepipepixn vevpordbeta

H AevaAidopion oyetiCeton dopukd pe tn Baidopion, n oroia eivar yvootd 6T Tpokaiel cofapn
TEPLPEPIKN vevpomdbeta. Aev vanpée adénor TNV TEPLPEPIKT VELPOTADELN TOV TapaTNPNONKE LE TN
AEVOALOOLIOT o€ cuvdvaoud pe deapebaldvn N nehpaldvn kot tpedvilovn 1 povobepameio pe
AEVOAMOOUION 1 E TN HOKPOYPOVI ¥PNIOT) TG AEVOAMOOUIONG Yo T Bepameio TOV veodlayvmcOEvTog
TOALOTTAOD LVEADLLATOG.

O ocvvdvaopog Aevatidopiong pe evooeiéfio Poptelopipmm ko de&opebalovn oe acbeveig pe
TOAAATAOG LOEAMULO GYETICETAL LLE DYNADTEPT] GLYVOTNTA TEPLPEPIKNG VEVpomaOelag. H
ovyvoTTa NTav YounAdtepn otav 1 foptelopipmn yopnynonke vroddpia. I'o Tpodcheteg
mnpogopies, PA. mapdypapo 4.8 kat v [IXII yuo t foptelopipm.

Avtidpaon ovoalwrbpwons 0ykov kol c0VOopouo Adonc oykov
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Agdopévou 0Tt 1) AevoldopidT £XEL AVTI-VEOTAOCLOTIKT dpdoT, Elval SuvaTOV Vo ELPAVIGTOVV Ol
EMMAOKEG TOV GLVIPOLOL Avong dykov (TLS). Exovv avapepbei nepimtdoeig TLS kon avtidpaon
avalomipwong 6ykov (TFR), cuprepirappavopévev Bavamedpmv tepiotatikdv (PA. Tapdypapo
4.8). Kivduvo yio TLS xon TFR dwatpéyovv acbeveig pe vynid optio dykov mpv amod
Oepancio. o mpémet va divetan Tpocsoyn 6Tav owtoi ot acbeveic Egxtvovv Oepameio pe
Aevoldopidn. Ot ouykekpipévor acBeveic Bo mpénet va mapakolovBodvial oteVd, €101Kd KOTA TN
SUIPKELDL TOV TPAOTOL KOKAOD 1 TG KALUAK®OONG TG dOONC, Kot v AapPavovTol ot KOTAAANAESG
TPOPLALEELC.

Olwdec Mépooua

ZUVIGTATOL TPOCEKTIKT TapakoAovdnor kot agloddynon yio TFR. H avalomipmon 6ykov propel
va punBei PD. Acbeveig mov gpedvicav TFR Babpod 1 ko 2 ElaPov Bepameia pe
KOPTIKOGTEPOELWD], MZAD KO/ VOPKOTIKE OVOAYNTIKA Y10 TN S1o(EIPIoN TOV CUUTTOUATOV TG
TFR. H andépacn oyetikd pe tn Ay Oepamevtikdv pétpov yio TFR Oo mpénet va yivetal petd
oo TPOOEKTIKY KAVIKN a&loddynon tov kébe aoBevn Egxmprotd (BA. mapaypdpovg 4.2 kot 4.8).

ZUVIOTATOL TPOGEKTIKY TapokolovOnomn kat a&lordynon yia TLS. Ot acbeveig Oa mpémel va givan
KaAd vodoaTmpévol Kot va, AapPdvouv Tpo@uiaktikn ayoyn yio to TLS, kabdg kot va
vroPairovtar Kabe efdopado oe Proynukd ELeYY0 KOTA TN S1APKELN TOV TPMTOV KVKAOL 1 LUE
LEYOADTEPO XPOVIKA PLEGOIUOTN AT, OTWG EVOEiKVLTAL KAVIKA (BA. Tapaypdpovg 4.2 Kot 4.8).

AlLepyiréc avtidpaoelc kou gofopec SEPUOTIKES AVTIOPATELS

"Exovv avapepbel mepntdoelg aAlepyIK®V ovTIOpAoE®V, CUUTEPIAAUPAVOLEVOV 0y YELOOIONLLALTOG,
OVOQLAOKTIKNG OVTIOPAoTS KAl GOPOP®OV SEPLOTIKOV AVTIOPAGE®DY, GUUTEPIAOUPBOVOLEVOV TMV
SJS, TEN kot DRESS, o€ aceveic mov éhaPav Bepancio pe Aevaridopion (BA. mopdypapo 4.8). Ot
aoBeveic Oo Tpémer vo, EVILEPDOVOVTOL Y10 TOL GIEID, KOl TO, GOUTTMUOTO QUTOV TOV OVTIOPACEDY
oo aVTOVE TOL TOVG GLVTOYOYPOPOVV TO PAPHAKO Kol Oa TpEmel va Aapufavovy odnyieg va
avalnrobv dueoa wTpikn fondela og TepinTmon TOL EKINADGOLY OVTE To cLPTTONOTO. H
Oepomeio pe AevaAldopidn Tpémet vo, SI0KOTTETOL GE TEPITTMON AYYELOOIOTLLOTOC, AVOPVAOKTIKNG
avTidpaonc, amroPoALMTIKOV 1| TOUPOAVYMO0LS e€avOnuatog i) o€ vroyia SIS, TEN 11 DRESS,
Kot dev B pémet va EeKva ek VEOL PETE OO SO AOY® TETOLMV avTIOpAcE®Y. B0 TPEMEL VoL
e€etaletar 1o evOgOUEVO TPOSMPIVIG 1 LOVIUNG S1OKOTNG TNG Aevaldopidng o€ mepintmon dAlwv
HOPPAOV SEPUATIKNG ovTidpaons, avardyws g sofapdtntac. Ot acheveig mov giyav mpornyodeveg
oAepykég avTidpaoels katd tn Oepaneio pe Boldopidn Oo mpémer va mapakorovbovvtal 6TEVA,
KkaBdg Exer avapepbetl ot Piproypapia mbavr| Stuotovpovpevn avtidpaor peTa&h Aevaildopuiong
Kot Oaidopidng. Ot aoBeveic pe 1otopikd coPapot e&ovOnuartog mov oyetiletan pe Bepamneio pe
Bodopion dev Ba mpénet va Aappdvouv AevaAidopion.

Aedrepec mpwronalbeic kaxonbsiec

Mo avénomn twv devtepmv Tpmtonaddv kokondeidv (SPM) &xel mapatnpndel oe KAvikéG dokipég
o€ aobeveic pe puéhopa mov giyav Tponyovuévmg voPAndel o Bepaneio pe
Aevoldopion/degapefalovn (3,98 avd 100 atopo-£tn) o ouykpion pe Toug paptopes (1,38 ava 100
atopo-£tn). Ot un dmBntikég SPM mtepthopffdvouv deproTiKd KOpKIVOLATO €K BOcKOY 1
TAOK®OOV KuTTapev. H mhetoynoio tov dmdntikdv SPMs ftav Kakon0eieg Gupmay®mv 0YyK®V.

2e KAMVIKEG SOKIUEG 0lo0EVAV e vEodayvmGHEV TOAATAO LOEAMLLO TTOV gV £ival KATAAANAOL
Yo LETAROOYEVO, Exel TapatnpnOel o avénon 4,9 popég 6t cLVOTNTA ELPAVIOTG
apaToAoyikdv SPM (meputtdoeig o&eiog poehoyevodg Agvyarpiog (acute myeloid leukaemia —
AML) ko MDS) og acBeveic mov EhaPov Aevaiidopuion og cuvovaGUO pe LEAPAAGVT Kot
mpedviovn uéxpt v e£€MEn (1,75 ava 100 atopo-£tn) oe cOyKplon e HeEAPaAdvn o
ouvovacuod pe tpedvifovn (0,36 avd 100 atopo-£tn).

"Exet mapatnpnBel pio avénon 2,12 @opég ot cuyvotnto epeaviong SPM copmaydv 6ykmv o€
aocBeveic mov Elafoav Aevaldopion (9 khkiot) og cuvovacud pe pehpaidvn Kot Tpedvilovn (1,57
avd 100 atopo-£tn) o GOYKPLoN HE HEAPAAGVN o€ Guvdvacud pe Tpedvilovn (0,74 ava 100
OTOHO-€T1)).



Ye acbeveic mov Elafov Aevaidopidon oe cuvdvacpod pe de&opefalovn péypt v eEEMEN M Yo 18
UNVES, 1] GLYVOTNTO ELPAVIONG TOV alpatoloyik®v SPM (0,16 avd 100 atopo-£tn) dev avéndnke o
ovykpion pe Boldopidn o cuvdvacud pe peA@aidvn kot Tpedvitovn (0,79 ava 100 atopo-£n).

"Exet mapatnpnet pa avénon 1,3 eopég ot cuyvotnra eupdviong SPM copnaymv Oykov o

acOeveic mov Elafov Aevaldopidn oe cuvdvacpod pe de&apebaldovn puéxpt v e&EMEN M v 18
univeg (1,58 ava 100 atopo-£tn) o€ cOyKpion pe OaAOopid 6 GUVOVAGUO [E LEAPAAGVT KO

wpedvilovn (1,19 ava 100 atopo-Etn).

Y& acBeveig pe veodayvooBév molamdid poéhopa Tov Ehafay Aevoiidopidn oe cGuvovacud Ue
Boptelopipmn ko deEapedalovn, n cuxvoTNTa ELPEAVIONG TV OaToA0YIK®OV SPM ftav 0,00 —
0,16 avé 100 atopo-£tn kou 1 cvyvotnta peaviong SPM counayov oykev 0,21 — 1,04 avé 100
aTopo- .

O avénpévog kivovvog dedTep@V TpmTOTUdmOV KaKondeldv mov oyetilovtal [e T AeVOALSOUIoN
glvar emiong onpovtikds 6to TAaicto NAIIM petd amd PHeETapudoYEVOT) 0PYEYOVOV KVTTAP®V.
[oapodro mov avtdg 0 Kivduvog dev €xetl akopa yopaktnprotel TApwc, Oa mpénet va Aappdveton
VoY OTaV £EETALETOL TO EVOEYOIEVO KOl YPNCILOTOLEITOL AEVOAMIOION VIO AVTES TIG GVVONKEG.

H ovyvotnta epodviong apotoroykmv Kokondeidv, kupiog AML, MDS kot kakondeidv B-
KuTTdpwv (cvumepthapPavopévon Tov Aeppopatog Hodgkin), ntov 1,31 avd 100 atopo-£tn yio
T 6KEAN AgvaAdopions kon 0,58 avd 100 atopo-£tn yo to okéAN koviko eoppdakov (1,02 avd
100 atopo-£tn yio acbeveig mov ektédniay oe Aevaidopion petd amd ASCT xat 0,60 avé 100
atopo-£tn Yo acBeveic mov dev ektédniav og Aevaidopion petd and ASCT). H cuyxvomta
gupaviong SPM copnaymv oykev ftav 1,36 avdé 100 atopo-£tn yio. to. 6KEAT AevoAdopidng kot
1,05 avé 100 atopo- €11 yio To 6KEAN gikovikoy @apudiov (1,26 avé 100 atopo-£tn yio acOeveig
mov ekténiav og Aevamdopion petd amd ASCT kar 0,60 avd 100 atopo-£tn yio acbeveic mov
dev ekténiav og Aevaidopion petd amd ASCT).

O «ivdvvoc eupdviong opatoroyik®v SPM wtpémet va Aapfdavetal veoyn npv amd v Evapén e
Oepomeiog pe Aevaldopion eite 6€ GUVOLOCUO e LEAPOAAVN EiTE APECHS PETH OO PHEAPOAGVT
vynAng 06ong kar ASCT. Ot watpoi Oa mpémer va a&loAoyovV TPOsEKTIKA TOVG asOeVELS TPV Kot KoTd
) dudpkela ¢ Bepameiog ypnoomoldvtag tpdtumn e€€Toomn Kapkivov yia epedvion SPM kot va
Eextvolv Bepameio, COLEMVO e TNV EYKEKPLUEVT EVOEIEN.

Aedrepec mpwrtomabeic korxonbeiec aro olwidec Aéupwua

e o perétn vrotpomialovtoc/aviektikod un Hodgkin Asppodpotog Ppadeiog eEEMéng (iNHL)
omov cvumeptAappdvoviav Ko acOeveig e o{ddeg Aéppwpa, dev mapatnpniinke oavénpévog
Kkivduvog SPM 610 6KEAOC AEVAAISOUIONC/ pPLrtovéudunng o cOYKPLoT| LE TO OKELOG EIKOVIKOD
pappaxov/prrovéydpmng. Aypotoroyikés SPM mg AML mapovsidomkav og 0,29 avé 100 otopo-
£ oto oKEAOG Aevardopidng/prrovépdpnng og ovykpion pe 0,29 ava 100 atopo-¢tn og acOeveic
oV Adppavay gucovikd eappoako/prrov&iuaunn. H cuyvémmra epedvione tov opatoroyikov SPM
ovv TV SMP cupmaydv 6ykov (£0podeveV TOV pun HEACVOUATIKGV KOPKIVOV TOL SEPUATOG)
nrov 0,87 avd 100 atopo-£tn 610 6kEAOG Aevoldopidng/ prrovsiudunng, o€ ovykpion pe 1,17 avd
100 atopo-£tn o€ acbeveig mov Adpfovay EIKOVIKO QAP UaKo/PITOLEILATN e dldpeon
nmapokorovonon 30,59 unvov (evpog 0,6 £wc 50,9 pnvec).

Ot un peAavopoatiKol KapKivol Tov SEPUATOS OTOTELODY TOVTOTOUUEVOLS KIVOHVOUG Kot
TEPILOUPAVOVY KOPKIVOUOTO SEPLOTOC OTTO TAOKMOES EMONAL0 | faCIKOKVLTTOPIKA
KOPKIVOLOTO.

Ot 1atpoi Ba Tpémetl va Tapakorovbovv tovg acbeveig yio eppdvion SPM. Otov e&gtdleton To
evogyopevo Bepameiog pe Aevotdopion, Ba mpénet va Aappdvetor vdyn 660 To SuVNTIKO OPEAOG

g Aevaadopiong 660 kat o kivduvog yio. SPM.

Hrotikéc dratopoyéc
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‘Exet avagepBel nmatikn avendpreia, copnepiiapfoavopéveov Bovatnedpov TepiotoTikdyv, o€ acbevelg
7ov EhoPav Aevaridopion og Oepomeior cuvdvooUoD: Exovy avapepbel o&elo NTOTIKY OvETAPKELD,
TOEIKN NTOTITION, KVTTOPOAVTIKH NAOATITION, YOAOSTATIKN NATITION KOt IKTY|
KUTTOPOAVTIKT/YoA0oTATIKN Nratitida. Ot unyavicpoi g cofupig apLaKoyEVODG
NTOTOTOEIKOTNTOG TOPAUEVOVY AYVOGTOL, OV KO, GE PEPIKEG TTEPUTTMGELG, 1 TPOVTAPYOVGO, LOYEVIC
NTATIKY VOGS, 01 ALENUEVES TIEG AVOPOPAS NTATIK®V EVEOH®V Kot Tfavdg 1) Bspareio e
avTIPLOTIKG EVIEYETOL VO OTOTELOVV TOPAYOVTES KIVOVVO.

M QLGIOAOYIKEC SOKILOGIES NTATIKNG AEITOVPYIOG ava@EPONKOY GUYVE Kot T)TOV YEVIKA
OCVUTTOUATIKES KO OVOOTPEWYILES LE TN SoKoT TG 800N, MOMG Ol TOPAUETPOL ETGTPEYOVV
OTIG TWWES ovapopdis, umopet va eEgtactel To evdeyouevo Bepaneiog pe yopunAdtepn doom.

H Aevaiidopidn amexkpiveratl and toug veppovs. Eivan onpavtikn n tpocappoyn g 66omng o
aoBeveic pe veppikn SLGAEITOVPYiO, £T61 MOTE VA OmoPeLYO0HV ETITESH TAAGUATOS TTOV UITOPEL VO
av&Noovv Tov Kivouvo yio ovénpéves atlatoloyIKEG avemBOUNTEG EVEPYELEG N NTOTOTOSIKOTITA.
ZuVIoTdTol TOPaKOAOLONGN TG NIATIKYG Agttovpyiag, Wiaitepa OTav VIAPYEL IGTOPKO 1)
TOVTOYPOVN 10YEVIG AOTU®EN TOV ITaTog 1 OTav 1 Aevaldopidn cuvoLALeETal LE POPUOKEVTIKA
TPOIGVTO TOL Elval YvoTO OTL oYeTICoVTaL [LE NTATIKY SOVGAEITOLPYIAL.

Aotuwén pe 1 ywpic ovdetepomevia

Aocbevelg pe moAlomAd poélmpa etvon emppeneic oty avanTuEn AOUOEEMY GUUTEPIAOULPAVOUEVIG
g mvevpoviog. [Tapatnpndnke vyNAOTEPO TOGO0GTO AOUDEEDV LE TN AEVAADOUION GE GUVOVAGLO
pe de€apebalovn and 6,11 ue MPT (Melphalan, Prednisone, Thalidomide) o€ ac0gveig ue NATIM
7OV OgV E1VOIL KOTAAANAOL Y10 LETAPOGYEVOT], KOL LE TN AEVOALOOLIST GUVINPNONG G GUYKPIOT LE
70 €1KoVIKO Qappoko og acbeveic pe NAIIM mov €govv voPandei oe ASCT. Epgpaviotnkav
AodEes BaBpob > 3 ota mhaicto g ovdetepomeviag o€ Aydtepo amd To £va Tpito TV achevav.
Aocbeveig pe YvooTo0g Topdyovieg Kivduvou yio AomEELS Oa mpénel va mapakolovBodvTol oTevd.
Oa mpénet va yivetal cVoTAOT 6€ OAOVLS TOLG 0shevelg va avalntovv queon watpikn Pondeia pe tnv
EUPAVION TOV TPAOTOL ONUEIOV AOTH®ENG (TT.Y., PIXOG, TVPETOG K.A.TT.), EMTPETOVTAG LLE AVTOV TOV
TPOTO TN TP dtoxeipion yia T pelwon TG GofapoTnToS.

Lixn exavevepyomoinon

"Exovv avapepbel meprotatikd 1kng emavevepyomoinons oe acheveic mov Aapupdvouv Aevoidopion,
CUUTEPILOLUPOVOUEVOY GOPOPOY TEPIGTUTIKOV ETAVEVEPYOTOINOTG TOV 100 £pmnrta (®wotpa M
nratitdog B (HBV).

Mepikd amd o TEPIOTOTIKE UKNG ETavEVEPYOTTOinoNg eiyav Bavatneopa EkPao.

Mepikd omd T0 TEPIOTATIKA EXOVEVEPYOTOINGNG TOL EpmnTa. {woThpa 0dNynoav 6 d1dyvTo £pmnTa
Loompa, punviyyitda and épmnta {owotipa 1 oeBodukd épmmta {OoTNpO TOL ATULTOLGOV
TPOSO®PIVNY oo 7 oV drakonr| TG Bepameiog pe Aevoldopion Kot emapkn ovTi-ukn Bepameia.

‘Exer avagpepfel ombvia emavevepyomoinon g nmotitdag B oe aocbeveic mov Aappdvouvv
Aevolidopidn ot omoiot €yovv polvvlel oto mapeABoV pe Tov 10 ¢ Nrotitidag B (HBV). Mepwd
amd avtd T TeploTaTiKd £xovv eEelyBel oe o&egla NItk avendpKeln, LUe AmOTELEGHA TN SLOKOTT
™G AevoMdouidong Kot T yopnynomn emopkovg ovii-ukng Oepomeiog. H xotdotoon tov 100
nratitdag B Oa npémel va kabopiotel mpv amd v Evapén g Bepameiog pe Aevaldopion. Ta
aocBeveic pe Betikn e€étaon o Aolpwén and HBV, cuvictdtor 1 supfouin wtpod e edikevon
ot Oepoameia g mmatitdog B. Oa mpémer va divetor mpoocoyn Otav 1 AevoAdopion
ypnoyonoteital o€ aobeveig e mponyovpevn hoipwén and HBV, cupnepiiappavopévev acbevov
wov eivar ovii-HBc Betikol oAl HBsAg apvntikoi. Avtoi ot acbeveic Oa mpémer va
mapakolovBoivtol otevd yuoo onpeio kol copmtdpata evepyod Aoipméng amd HBV kab’ 6An
duapketo g Oepomeiog.

Ipoiovaa moiveanioxy levkoeykepalomabeia,
Me 1 Aevoldopion Exovv avapepbel eploTaTIKA TPOI0HGUG TOAVEGTIOKNS
Aevrogykeparonddetag (TTITA), peta&d Tov omoiwv kot Bavamedpwv. H TIIIA avaeépdnke
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OPKETOVG UNVEG MG KO apKETA Xpovia Letd v Evapén g Bepaneiog pe Aevatidopidn. Ta
TEPLOTATIKA apopovoay YeEVIKG acbeveig mov AduPavay tavtoyxpovae de&opuebalovn 1 elyav AdPet
TPONYOLUEVMG GAAT 0vOGOKATAGTOATIKN ¥Muetobepamneio. Ot wTpoi Tpémet va mopokoiovbovv
ToVg acfevelg ava TakTd ypovikd drotipata Kot va eEgtdlovv To gvdeyopevo vmapéng IIIA oto
L0010 S1POPIKNG ddyveong o€ acheveig e VEES 1] EMBEIVOVUEVES VEVPOAOYIKES, YVOGTIKEC 1)
CLUTEPIPOPIKES EVOEiEEIG 1 ovpmtodpata. [Ipénel eniong va cvviotdTol otovg acbeveic va
EVILLEPMVOLV TOVC GLVTPOPOVG 1 T AITOUO TOV TOVG PPOVTILOVV GYETIKA UE TN Bepameia TOG,
S10TL TaL ATtopa T B LTOPOHGAY VO TOPOTIPTIGOVV GUUTTMOTO TO OTTOI0 OV AVTIAOUPAVOVTOL
ot id1o1 o1 aoBeveic.

H a&oroynon g HIIA npénel va Paciletor € vELPOLOYIKT YVOUATEVGT, ATEWKOVIOT LOYVITIKOV
GUVTOVIGUOD EYKEPALOV KOl AVAADOT| EYKEQUAOVOTIOIOV VYPOD Yot To DNA 10V 100 John
Cunningham (JC) péow alvcdwtg avtidpacng molvpepdons (PCR) 1 oe Proyia eyxepdiov pe
e&étaomn yuo tov 10 JC. To apvntikd omoTELEGHA OTNV OAVCIOMT AVTIOPACT] TOAVUEPAONG CYETIKG.
pe v vmapén tov 100 JC dev amoxdeiet v vmapén IITA. EAieiyer evailaktikng didyvoong,
pmopel va amatteitol Tpdohetn mapakorovOnomn kor aEoAdynon.

e mepintmon vroyiog [IIA, mpémet va S1oKOTTETOL 1) YOPNYNON TOV PAPLAKOL £1G GTOV
amokAelo0el to evdeyopevo voapéng IIA. Edv emPeforwbei n TIIIA, n yoprynon AevaAidopiong
TPETEL VAL SIOKOTTETOL OPLOTIKA.

AoBeveic ue veodiayvawabéy morlardd uvélwua

Ymqp&e £va vynAdtepo mocooTo U avoyns (avembBounteg evépyeieg Babuov 3 1 4, cofapég
avemBountes evépyeles, dlakonn) oe acbeveic nlikiag > 75 etdv, otadiov I katd ™
otadtomoinomn ISS, katdotaon anddoong katd ECOG = 2 i CLer < 60 ml/min dtov 1
Aevoldopion yopnyeitoan og cuvdvacud. Ot acBeveic Bo mpénet va aE10A0YOVVTOL TPOGEKTIKE Y10!
TNV IKavOTNTA TOVG va. aveyHovv Tn Aevaiidopion oe cuvdvacud, eéetdlovtag v nikia, ™
otadtomoinon oto otado I katd ISS, v katdotaon anddoong katd ECOG = 2 13 CLcr < 60
ml/min (BA. mapoypdeovg 4.2 kot 4.8).

Koazoppaxtyc

‘Exet avagpepBel katappdring pe vynidtepn cvyvotnta o€ acbeveig mov Aapfdvovy Aevoidopion
oe suvdvacud pe deapebalovn, Wlaitepa OTOV YPTCYLOTOLEITOL Y10 TOPATETAUEVO YPOVIKO
SloTNUA. ZVVIGTATOL TUKTIKY THPOKOAOVONOT TNG OTTIKNG IKOVOTITAG.

4.5 AAMMAeMOPAGELS PE AALY QUPNOKEVTIKG TPOIOVTO KoL AAAeg popPES aAnAieTiopacng
EpvBpomomtikol mapdyovtec 1 Aol Tapdyovteg ot omoiotl pmopel va av&ncovy tov kivouvo
OpopPwong, 6Tmg Bepameio OPUOVIKNG VTOKATAGTAONG, B0l TPETEL VO, YPTGILOTOLOVVTOL LIE TPOGOYN
o¢ aoBeveic e moAlamAd puélopa mov Aapfdavouvy Aevoidopion pe degapebaldvn (PA. mopaypapovg
4.4 ko1 4.8).

A6 TOV GTOLOTOC YOPNYOVLEVE OVTIGVAANTTTIKG

Agv &gl mpaypotonom el HeAET OAANAETIOPAGE®DVY LE TO, OO TOL GTOUATOG YOPTYOVLEVHL
avTioLAANTTIKG. H AevaAidopidn dev eivar emaywyéog eviopmv. X pua in vitro PeEAET pe avlpomva,
NTATOKHTTAPA, 1| AEVOMIOLION, 6€ S1APOPES GLYKEVIPMGELG TOL SOKILAGTNKOY, Oev £0€1EE EmMOy™YN
tov CYP1A2, CYP2B6, CYP2C9, CYP2C19 ko CYP3A4/5. Zuvenmg, 6V avapUEVETAL ETOY®OYT TOV
Ba pmopovoe vo 0dNYNOEL GE UEIOUEVT] OTOTELEGUATIKOTITO QAPUAKEVTIKDOV TPOIOVIWV,
CUUTEPIAALPOVOUEVAOV TV OPLOVIKAOV OVTICVAANTTIKOV, 6V 11 AevaAdopion yopnyeitoar povn .
Evtobtoig, n 6e&apebalovn eivarl yvwotd 6Tt givar Evag acbevig émg pétplog eraywyéog tov CYP3A4
Ko glvon eniong mBoavov va exnpedlel dAha Evivpo Kabmg kot LETOPOpElG. Agv nTopel Vo AmoKAEIoTEL
1 TOAVOTNTO LEIWUEVNG OTOTEAECUATIKOTITOS TOV OTO TOL GTOUUTOC YOPTYOVLEVOV
AVTICLAAMTTIKGV Kotd TN didpketo TG Bepameiog. [Tpémet va Aappdvoviol amoteAespaTikd pHéTpa
TPOG ATOPLYN TNG EYKLLOGVUVNG (BA. mapaypdpovs 4.4 kot 4.6).

Bapopapivn
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H cvyyopriynon noAhamiodv d6cewv 10 mg Aevaidopiong dev elye Kopio enidpacn o
QoproKoKIVNTIKY gpamaé d6ong R- kot S-Bapeapivig. H cuyyopriynon epdmaé d6ong 25 mg
Bappapivng dev eiye kapio enidpacn ot POPUAKOKIVNTIKY TN Aevaidouions. Evrovtolg, dev eivat
YVOGTO GV VILAPYEL CAANAETIOpOGT KOTA TN S1ApKELN TNES KAWVIKNG Ypnomg (cuvovacuévn Bepansio pe
deapebalovn). H deEapebalovn etvan évag acBevic €og pétprog eviupikog emaymy£ag Kot 1 enidpact
g ot Papeapivn gival AyvooTn. ZuVICTATOL GTEVH TOPAKOAOVON G TG GLYKEVTPOANS Pappopivig
Katd ™ ddpkela g Oepomeiog.

Aryoivn

H ovyyoprynon pe Aevadopion 10 mg droé nuepnoing avénoe to eninedo TAASHOTOC TG O1y0&iving
(0,5 mg, epdma& 66on) katd 14% pe 90% CI (confidence interval, Sidotpo epmietocvvng) [0,52%-
28,2%]. Agv givar yvoo1o €dv 1 emidpaocn Ba givor Stopopetikn oty KAWVIKT ¥pnon (VynAdTepeg
d00e1g Aevaidopidng kot cuvdvacpévn Bepaneia pe de&opebaldvn). Zvvendg, cuvictdtol
TAPOKOAOVON O TNG GLYKEVTP®ONG TNG dtyo&ivng, katd Tn didpkela TG Bepomeing e Aevaldopuion.

Ztotiveg

Yrapyet avénpévog kivovvog pafdopvdivcng 6tav xopnyodvTol 6Tatives e AeVOASouidT, 0 0moiog
umopet va etvorn amAdg abpototikdc. EmPePormveral n avéykn adénong g KMviKng kot
EPYACTNPLOKNG TOPAKOAOVONONG KUPIMG KATE TN SLIpKELD TOV TPATOV ERSoUAdwV TG Bepameiag.

AegEapeBalovn

H cvyyoprynon epdma& 1 toAhomidv d6cewv de&apebalovng (40 mg ana nuepnoimg) dev €xet
Kopion KAMVIKG GNUOVTIKY ETIOPAOT] 6TN QUPUOKOKIVITIKT TOAAUTAGY SOGE®Y TG AeVaAMIOUiong
(25 mg Gma& nuepnoing).

AMniemdpdoclc ue avootoreic e P-yAvkorpwrteivng (P-gp)

In vitro, n Aevoldopidn etvan £va vrdéotpopa g P-gp, oAl dev elvan avactoréoc tng. H
GLYYOPNYNOT TOAAATADY SOGEMV TOL 1oYVPOV AvacToAéd TG P-gp, kividivn, (600 mg, 300 popég
NUEPNGIMG) N TOL NTLOV AVOUGTOAEN/VTOCTPOUATOC TNG P-gp, TeapdALone, (25 mg) dev Exel Kapio
KAVIKG OTLLOVTIKT] ETIOPOACT] OTI QOPUOKOKIVITIKY TG Aevaidopiong (25 mg). H cuyyoprynon g
Aevodopiong dev PETAPAALEL TN POPLOKOKIVITIKT] TOV TEUGIPOALLOVG.

4.6 TovipotTnTa, KONGN KO Yorovyio
AOY® TOL TEPATOYOVOL SUVOULKOD, 1 AEVAALOOIOT TPETEL VOL GUVTAYOYPAPELTOL OTO TAAIGLA EVOG
[poypdappatog [pdoinyng Eykvpocdvng (BA. mapdypapo 4.4) ektdg ebv vdpyovy a&lomoto otoryeia

ot M acbevic dev €xel SuVOTOTNTO TEKVOTOINGTG.

IMuvaikec g avomapaywyikn nAkio / AvIIGOAANYN 6 AVOPEC KOL YOVOIKEC

IMuvaikeg og avamapaymyki nAkio Tpémet va yp1oYLoTolobV amoTEAESHATIKN HEOOSO OVTIGVAANYTG.
e mEPINTMON TOV TPOKVYEL EYKVLOGVVT| GE L Yuvaike 1 onoio Aappdvel Ogpameia pe Aevaiidouion,
n Bepameio mpémel vo dtakomel Kot 1 acOeVg TPEMEL va Tapamelpbel o€ 1Tpd e1dKELIEVO I
TMEMEIPOAUEVO OTIG StopapTieg S1AmAaoTS Yo 0EoAdYNon Kot Kafodynon. L TEPImTMOT TOV TPOKLYEL
EYKLLOGVUVI G€ GOVIPOPO Avdpa acBevodg mov AapPdvel Aevaidopion, Tpoteivetal n cHVIPOPOS TOL
aoBevoig va taparmelpOel o€ 10TPO EOIKELUEVO 1| TEMEPALEVO OTIC OLOLOPTIEG SLATAAONG Yol
a&loloynon kot kafodnynon.

H Aevaldopion eivar mapovca 61o avOpdmvo onépua o eEopeTicd YoUnAd emineda Katd
duapketo g Bepameiag Kot dev aviyvedeTal 6To avOpOTIVO oTEPL 3 NUEPEG LETA TN SLAKOTY TG
ovciog o€ VY1EG dropo (PA. mapdypago 5.2). Q¢ TpoeVAAEY, Kot AaUBAvovVTaG VITOYT E101KOVG
TANOVG OGS LE TAPATETAPEVO YPOVO ATTOBOANG, OTMG GE TEPIMTMOT VEQPIKNG SVGAEITOVPYiNG, OAOL OL
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avdpeg acbeveic mov Aappdavouvv AevaAldopion Oa Tpémel va ypnoonotohy TpoPLANKTIKA Kob’ 6An
T dudpkela ¢ Oepameiog, KoTd T d1dpKeLD, S10KOTTNHG TV dOGE®V Ko Yio 1 eBdopdda petd v AMén
¢ Oepameiog, £6v 1 GOVIPOEAG TOVS Elvar £YKVOG 1 £xEl SuvaTdHTNTA TEKVOTTOINOoNG Kol dgv
YPNOWOTOLEL AVTIGOAAT Y.

Kinon

H Aevaridopidn oyetilerar dopkd pe ™ Baidopion. H Boahdopion sivar pua yvmotr| tepatoydvog
dpaoTIKY 0VGI0 Yio TOV AVOpOTO OV TPoKaAEl coPapic cLYYEVEIC SlapapTieg AmEMNTIKES Y10, T (o).

H Aevaiidopidn mpokdiece oe mbKovg duomhacio ToPOHOL0 LE QVTEG TTOV TEPTYPAPNKOY Y10, TN
Ooidopion (PA. mwapdypago 5.3). Zvvendc, 1 TEPATOYOVOG EMIOPACT TNG AEVAAISOUIONG Eivan

OVOULEVOLEVT] Kot 1) AevaMSopidn avtevdeikvoTal katd Tn S1dpkela g eykopoovvig (BA. Tapdypapo
4.3).

Oniacudg

Agv glvar yvwotd g0v 1 AevaAdopion amekkpiveTol 6To UNTpikd yaAa. Xvvendc, o OnAacpog mpémnet
va dtokomTeTon Katd T didpkela e Oepaneiog pe Aevoridopion.

FCovipdémra

e o HEAETN YOVIOTNTOG GE apovpaiong pe dOGEIG AevaAdopidng £wg ko 500 mg/kg (mepimov 200
€mg 500 popég Tov avBpdmveov docewv Tov 25 mg kot 10 mg, avtictotya, PAcel Tng empdvelag
oMOUATOG) OeV TPOKANONKAY aveEmBOUNTEG EVEPYELEG GTN YOVILOTNTA OVTE KOl YOVIKT TOEIKOTNTO.

4.7 Emopdacsic 6TV IKAvOTNTO 001]YN6NS KOL (EPLCHOV PNYOVIILATOV

H Aevaiidopion éxet pukpn 1 HETpLoL ETIOPAOT GTNV IKAVOTNTO 0O1YNONG KOL XEIPIGHOD UNYOVILATOV.
Konmwon, {dAn, vrvnia, tAtyyog kat Bapm 6pacn Exovv avapepbel katd T xpnon e Aevardopiong.
YVVETMS, GLVICTATOL TPOGOYT KATE TIV 001YNCN N TO YEWPIGUO UNYOVIULATOV.

4.8 AvemOOunteg evépyseieg

2ovoyn tov TPoPil acQaleiog

Neodrayvwobév morlamAd uvélwuo: aobleveic mov yovy vmofiinbel oe ASCT xou Aaufdvovy Gepameia,
e Aevoridouion oovtpnans

E@oppootnke pio cuvinpntikn TpocEyyion yio ToV IPOcdopiord TV aveTIOOUNT®V EVEPYELDV
ano T perétn CALGB 100104. Z1ig avemBounteg evépyelec mTov TePypapovTal 6ToV Tivoka 1
ovuneprrapfavovtay coppdvta mov avaeépnkay petd omd yopriynon HDM/ASCT, kabobg kot
ouppdvta amd v mepiodo Bepameiog cuvnpnong. Mia devtepn avdivon 1 onoio TowTONOiNGE
ouppdvta Tov mapovsidoTnKay HeTd TNV Evapén g Bepameiog cuVTNPNONG LITOJEKVIEL OTL O
GLYVOTNTEG TTOL TTEPLYPAPOVTOL 6TOV Tivake, 1 evoéyetal vo eivatl peyaAdtepes omd avTéG TOv
TapaTNPNONKAV oTNV TPayHaTIKOTNTO KOTd T StdpKelo TG TEPLOdov Bepameing cuvinpnomng.
> perémn IFM 2005-02, ot avemBounteg evépyeleg mposkuyay Lovo omd tnv mepiodo Bepameiog
GLVTNPTONG.

Ot coPapég avemBounteg evépyeteg Tov mapatnpnOnKay cvyvotepa (> 5%) pe

Aevoldopidn cuvripnong and 6,1t LE TO EIKOVIKO PAPLLOKO NTaV 01 €ENG:

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

- Aotpwén tov mveduova (9,4% [9,4% petd v Evapén g Bepaneiog cuvtipnong]) amd
uerétn CALGB 100104

2t perémn IFM 2005-02, o avemBounteg eveépyeieg mov mopatnpnOnKay cuxvotepa e
AgvaAaldopion cvvtinpnong amd O, Tt e EIKOVIKO @appako Tav ovdeteponevia (60,8%), Bpoyyitida

(47,4%), duappora (38,9%), pvopapuyyitda (34,8%), puikoi oracpol (33,4%), Aevkomevia
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(31,7%), e€acbévion (29,7%), Prxos (27,3%), BpouPomevia (23,5%), yaotpevrepitida (22,5%) wan
nmopeéia (20,5%).

2 perén CALGB 100104, ot avemBOunteg evépyeieg mov mopatnphdnkay cuyxvotepa Le
Aevaldouidn covtipnong amd O, Tt e £IKOVIKO @épurako ftav ovdetepomevia (79,0% [71,9%
petd v évapén g Bepaneiog cuvtipnong]), Opoupomnevia (72,3% [61,6%]), dSappora (54,5%
[46,4%]), e&avbnpa (31,7% [25,0%]), Aoipwén Tov avATEPOL AVATVELGTIKOD GLGTHHATOS (26,8%
[26,8%]), kémwon (22,8% [17,9%]), Aevkomevia (22,8% [18,8%]) kot avoupio (21,0% [13,8%]).

Neoodwayvawabév morlamdo uvélwuo.: 000svelc mov Jev EIVol KOTOAANAOL Y10, HETOUOTYEDTN KO
Aoufovovy Osparmeio ue Asvoiidouion oc ovvovaoud ue Boptelouiunn kot delaucbalovn

2t pedétn SWOG S0777, ot coPoapég avemBounteg evépyeileg mov mapatnpndnkay cuyxvotepa (>
5%) pe ™ AevaAidopidn oe cuvdvacpo pe evoopAéPia Boptelopinmn ko deapedalovn oe oyéon
pe ™ AevaAldopidn og cuvdvacuod pe degopebalovn Nrav:

- Ynotaon (6,5%), Aoipwén tov Tvedpova (5,7%), apuddtmon (5,0%)

O avemBOuUNTEG EVEPYELES OV TOPOTNPHONKAY GLYVOTEPA E TN AEVOALOOUION GE CUVOVAGHO LE
Boptelopipmn ko de&apebalovn oe oyéon pe ™ AevaAidopion o cuvovacuod pe deouebalovn
nrov: kénwon (73,7%), meprpepikn vevpordbeta (71,8%), Bpouponevia (57,6%), duckotkidtta
(56,1%), vraoPeotionpio (50,0%).

Neodwoyvawobév molramAd pvéiwpa: acbeveic mov dev eivau kardAinlol yio uetoudoyevon ot omwoiot
Aopfavovy Oepameio pe revaridouion oe ovvovaoud ue delouebolovy youning doons

Ot coPapég avemBounteg evépyeteg mov mapatnpnOnkav cuyvotepa (= 5%) oto cuvovacud
Aevardopiong pe de&opefalovn youning doong (Rd kot Rd18) amd 6,11 pe pedpordvn,
wpedvilovn kat Oaidopion (MPT) ftov:

- ITvevpovia (9,8%)

- Neppun avendpketa (copmepiapovopévig g ofeiog) (6,3%)

O avemBOuNTEg evépyeleg mov mapotnpiOnkay cuyvotepo pe Rd kot Rd18 and 6,11 pe MPT
nrav: didppowa (45,5%), komwon (32,8%), oopuaryia (32,0%), eEacBévion (28,2%), abmvia
(27,6%), e&avbnua (24,3%), petopévn 6peén (23,1%), Prxos (22,7%), mopeéia (21,4%) ko
pvikoi omacpoi (20,5%).

Neodiayvawolév morlomdd puvélwuo: aoleveic mov dev eivou KOTGAINAoL yio HETOUOTYEDOH 01 0TOT0L
Aoufévovy Oepamncio ye Aevoridouion ae oovovaouo e ueApaldvy xou Tpedvilovy

Ot coPapég avemBounteg evépyeteg mov mapatnpenonkay cuyxvotepa (> 5%) pe peA@ordvn,
mpedvilovn kal Aevoldopion akorlovBoipeves amd Aevaildopion cvvinpnong (MPR+R) 1
UEAPAAGVT], TPEdVILOVN Ko AEVOALSOIdN akoAovBovpEVEG amd glkoviko apuako (MPR+p) amod
0,T1 HE LEAPOAGVY, TPedVILOVT Kol EIKOVIKO PAPLOKO 0KOAOVOOVUEVA OO EIKOVIKO QAPLOKO
(MPp+p) ftav:

- Eumdpetn ovdetepomevia (6,0%)

- Avopia (5,3%)

O avemBOuNTEg eVEPYELEg mov mapatnpOnkay cuyvotepa e MPR+R 1 MPR+p and 6,11 pe
MPp+p rav: ovdeteponevia (83,3%), avarpia (70,7%), Bpopponevia (70,0%), Aevkomevia
(38,8%), dvokotmotra (34,0%), diappota (33,3%), eEavinua (28,9%), mope&ia (27,0%),
meppepkd otdnua (25,0%), Pyog (24,0%), perwpévn 6peén (23,7%) ko eEacbévion (22,0%).

HollamAd pvélwpa: acbeveic ye tovAdyiorov uio mponyovuevy Gepameio,

e d00 eAEYYOUEVES LLE EIKOVIKO QAPLOKO HEAETEG Gaomg 3, 353 acbeveig pe ToAlomAd
puélopo ektédniay 6to cuvovacuo Aevaidouiong/deapedalovng kot 351 6to cuVIVAGHO
£1KOVIKOU appdkov/de&apedoalovng.

Ot coPapdtepeg avemBopnteg evépyeleg Tov TapatnpNONKaV cuyvoOTEPE GTO GLVIVAGUO
Aevardopiong/de&opebalovne amd 6,11 6T0 GLVOLACHS EIKOVIKOV Qapuakov/de&opuefalovng
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nrov:

- DrePkr OpopPoepporn (v o Babel pAefixn Opoupwon, Tvevpovikn epporn) (PA. mapdypapo
4.4).

- Ovdetepomevia Babuov 4 (PA. mapdypapo 4.4).

O1 mapaTNPOVUEVES OVETIBVLNTESG EVEPYELES O OTTOTEC TAPOVCIAGTIKAY GLYVOTEPO LIE
Aevolidopion kot de€apedalovn amd 6,11 pe eikovikd eappako Kot de&opuebalovn oe Kovég
KAVIKES dokpég ToALATAOD poeddpatos (MM-009 ko MM-010) ftav kémwon (43,9%),
ovdetepomevia (42,2%), dvokormdtnta (40,5%), didppora. (38,5%), pikég kpdumeg (33,4%),
avopia (31,4%), Opopponevia (21,5%) kot eEqvOnua (21,2%).

Olidec Aéupawua

To cuvolikd TpoPid acpaielng TG AEVAAIOOUIONG 6€ cuVELOCUO LE prTovEpaunn o aobeveic
pe olmdeg Aéppmpa wov giye mponyovuEveg voPAnbel o Oepamneia Paciletar o€ dedopéva
amo 294 acbeveig and pia Tuyaiomompévn, ereyxopevn perétn eaong 3 NHL-007. Exiong,
otov mivaka 3 £4ovv cuUTEPIANPOEL avemBVUNTES EVEPYELEG GO TNV VITOGTIPIKTIKY HEAETN
NHL-008.

O1 6oPapéc avemBounTeg EvEPYEIEG TTOL TOPATPHONKOV 10 GLYVA (LE dtapopd TovAdyioTov 1
nocootiaiog povadag) otn perétn NHL-007 610 okéhog Aevordopiong/pttovindunng oe
OUYKPIOT LLE TO GKEAOG EIKOVIKOD PAPUAKOV/PITOVEIUAUTNG TOV:

- Epmopetn ovdetepomevia (2,7%)

- [vevpovikn epPoin (2,7%)

- ITvevpovia (2,7%)

>t pelém NHL-007, ot avemBOunteg evépyelec mov mapatnpnonKay mo cuyva 6To GKEAOG
Aevolidopidng/prtov&dpmng oe GUYKPLOT LE TO OKEAOG EIKOVIKOD QapUAKOV/prtov&idunng (Le
ToLVAdYLGTOV 2% VYNAOTEPT) GLYVOTNTO HETOED TOV OKEADV) NTav ovdeteponevia (58,2%),
duappora (30,8%), Aevkomevia (28,8%), Svokothotta (21,9%), Pyas (21,9%) kot kOTwon
(21,9%).

ITivokog avemtBdunTmy EVEPYELDY

O avemBounteg evépyeteg o1 omoieg mapatnpndnkav o acbeveic mov Elafav Bepomeio pe
Aevodopion mopatifevrol TapaKaTm oV KoTnyopio 0pyovikod GUGTAUATOS KAl GUYVOTITO.
Evtog k00¢ xatnyopiog cuyvotnTog ELPAVIONGS, Ol AVETIBOUNTEG EVEPYELEG TOPOTIOEVTOL KOTA
oepd pbBivovoag coPapdtrag. Ot cvyvotnteg kabopilovror og: mold cuyvéc (= 1/10), ocvyvég (=
1/100 ¢w¢ < 1/10), &yt ouyvég (= 1/1.000 éwg < 1/100), ordvies (= 1/10.000 éwg < 1/1.000), ToAd
onavieg (< 1/10.000), un yvootéc (dev pmopovv va ektiunfovv pe Baon ta dabéoipa dedopéva).

O avemBounteg evépyeteg £ovv GUUTEPIAMNQOEL GTNV KATAAANAN KoTnyopio. GTOV TOPOKATM
Tivoke GOUPOVA LE TNV DYNAITEPT GLYVOTNTO TOL TOPATNPNONKE GE OTOLONTOTE OO TIC KOPLES
KAMVIKES SOKIUES.

2vvortixdc wivakac yio. ty uovobespareio oto IIM

O ax6Aov00¢ Tivakag TPOKOTTEL OO dEGOUEVO TTOV CLYKEVTPOONKOV KOTA TN d1pKELD LEAETOV
NAIIM o¢ acBeveig mov £xovv vtoPindei e ASCT ko o1 omoiol Aappdvovv Bepaneio pe
Aevaldopidn cvvrnipnong. Ta dedopéva dev TPOGUPLOGTNKOY COUG®VOL LE TN LEYOAVTEPT
dupketa g Bepomeiog oto okEAN OV TEPLElYOV AEVAAIOOUION KO cLVE LGOIV pEYPL TV eEEMEN
™G VOGOV £VOVTL TOV GKEADVY EIKOVIKOD QUPUAKOL OTIG BOCIKEG HEAETES TOALATAOD HVEADLOTOS

(BA. mapdypago 5.1).

Mivakag 1. AvemB0Ounteg evépyeieg mov ava@épOnkay 6g KMvikég 00KIpéS o€ acOeveic pe
morhamthé puélopa wov fhapav Oepomeio pe Aevaildopnion cvvripnong

Katmnyopia/opyaviko cvotnpa | Oleg ov avemOOunteg AvemO@opnteg evépyereg Babpov
/TIpoTip@pegvog 6pog gvépyeleg/Zoyvotnra 3-4/Zvyvétyra
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AOPAEELS KUL TOPUCLTAOGCELS

oAb cuyvég

Ivevpovia®®, Aoiumén tov
OVATEPOV OLVOTVEVGTIKOV
GULGTILLOTOG,
Ovdetepomevikn Aoipmén,
Bpoyyitda®, Tpimn®,
Taotpeviepitido?,
[Mopapprvokormitidoa,
Pwoogapvyyitida, Pwitida

2uyvég

Aolpnén®, Ovporoinwén®”,
Aolpumén Tov KaTdTEPOL
OVOTTVEVOTIKOV GUGTHLLOTOC,
Aolpwén tov nvedpova’

oA cuyvéc
Ivevpovia®®, Ovdetepomevikn

Aotpwén

2VyVES

Enyauuio®?, Baktnpuoupio,
Aolpnén tov mvedpova’,
Boktnprokn Aoipmén tov
KATATEPOV AVATVEVGTIKOV
cvotipotog, Bpoyyitdal®, Ipimn®,
Taotpeviepitide’, Epang
{wotfpog’®, Aolpwén?®

Neormhaopata kaionon,
Kakon0n ko pn kaBopiopéva
(reprrioppavovral kKOGTES KO
TOADTTO0EC)

2uyvec
MughodvonAaoTtikd cuvEpopo®”

AWTapayEg TOV CLLOTOUTIKOD
KOL TOV AEUOIKOV GUGTILOTOS

oAb cuyvég
Ovdetepomnevia?,

Epmopetn ovdetepomeviat?,
Opopporevio™, Avoupia,
Agvxonevia®, Aspupomnevia

oAb cuyvég
Ovdeteponevia™®, Eumdpem
ovdetepomevia?,
Opopporevia™®, Avoupia,
Agvkonevia®, Aspuponevia

Xuyve
Iovkvttaponevia’
Awtapayés Tov nETAfoAMGNHOV oA cuyvéc 2uyvég
Ko TG Opéyng YrokoAtopio Y nokodapio, ApuddTmon
AWTapayég TOV VELPLKOD oA cuyvéc 2uyvég
GULOTILATOG HoparoOnoieg Kepaiakyio
2uyvég
[eprpepikn vevpondOera?
Ayyelokég owuTapayés 2uyvég 2uyvég
Tvevpovikh euPforn®” Ev 1o BaBet prePuch
0poupoonOd
Awtapayig Tov avervevoTikoV | [1odd cuyvég 2uyvE
GUGTI|LOTOS, TOV O®DpaKa Kt Bryog Abdomvoua?
T0V pecofmpdxiov
2uyveég
Abvorvoa’, Pvdppota
Awtopoyég ToV YooTpevteEPKoy | [ToAd cuyvéc 2uyvég

Adppora, Avokoradtnra,
Kotuaxo dhyog, Novtio

Auppou, ‘Epetog, Nowtia

2uyvec
"Epetoc, Alyog Gve KOMOKNG
AOPG
Awtapoyis Tov Rratog Kot tov | [Hold cuyvég 2uyvég

X0AMPOp®V

Mn @UGIOAOYIKES SOKIUAGTES
NTOTIKNG A&tTovpyiog

Mn @UGIOAOYIKESG dOKIUAGTES
NmATIKNG AgtTovpyiog
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AwTapayég ToV OEPROTOS KOL oA cuyvéc 2uyvég
TOV VTOS0PLOV 16TOD E&avOnpa, Enpodeppio E&avOnua, Kvnopog
Awropoyés Tov pvookereTikod | [ToAd cuyvéc
GUGTI|LOTOS KOL TOV 6UVOETIKOV | Muikol omacpol
1670V
2uyveég
Mvualyio, MvookeheTikdg THvog
Ievikég dratTapayég Ko oA cuyvéc 2uyvEg
KOTUGTAGELS TG 0600 Konwon, eachévion, mopeia Kénwon, e&acbévion
x0p1YMoNg

SAvembopNTEG EVEPYELE OV avapépOnKay mg coPapég oe KAVIKEG dokipés og acbeveig e NAIIM mov £xovv vrroPpAndei o ASCT
“Toy0et poOvo Yo T1G GOBAPEG POPUUKEVTIKEG OVETOVUNTEG EVEPYELES
" BL. TV Teptypoen ToV EMAEYHEVOV AVETOOUNTOV EVEPYEIDV GTNV Tapdypopo 4.8

*Ynd tov cuvdvacévo 0po avertBbumtov evepyeldv «Ilvevpovian neptiappdvovtar ot axdorlovbot Tpotipdpevot 6pot: Bpoyyomvevpovia,

AoBddng mvevpovia, ITvevpovia and Pneumocystis jiroveci, ITvevpovia, IIvevpovio omd khepnoiédra, [vevpovia and Aeytovérra,

Ivevpovia and pokoémiocpa, ITvevpovia and mvevpovidkokko, ITvevpovia and otpentdkokko, ITvevpovio woyevig, Atatopayy TvedLOVa,

ITvevpovitida

P Y76 Tov cuvdvacpévo 6po avembiuntmv evepyeldv «Enyoatpion mepilopBavoviot ol akdrovbot Tpotipdpevot dpot: Boktnplaky
onyoipio, Znyoipio omd TVELHOVIOKOKKO, ENTTikN Katarinéio, Znyotpio ord 6TaQLUAOKOKKO

Y Y16 T0v cuvdvacévo 6po avembountov evepyetdv «Ilepipepikn vevponddeion teprappdvovtat ot akdOAovOoL TpoTLOUEVOL OpOoL:
[eprpepkn vevpomdadera, [eprpepixn aicOntikn vevpomddeta, IToAvvevpomddeio
3 Y76 Tov cvuvdvacpévo po avembountov evepyeidv «Ev tm Badet prePiky Opoppwony» teprappdavoviat ot akdrovbot Tpotidpevol Opot:
Ev 10 BaBet prefuch OpouPwon, @popupwon, PrePikn Opoupwon

2vvortikog wivaxag yio ) Oepomeio ovvovaouot oe IlloAario Mvéiwuo,

O axd6AovBo¢ Tivakog TPoKHTTEL 0O SEGOUEVA TTOV GLYKEVTPOONKAY KATA TIG LEAETEG TOAAATAOD
puelodpotog e Bepomeior suvdvacpov. Ta dedopéva dev TPOSUPUOGTNKOY COLPMVA LE TN
peyolvtepn ddpkela g Oepaneiog ota GKEAN TOL TTEPLEiYOY AEVOAMOOLION Kol GUVENICAV LEXPL TNV
eEEMEN ™G VOGOV EVOVTL TOL GLYKPLTIKOD GKEAOVG OTIC PaoIKEG LEAETEG TOAAUTAOD pueAdpaTog (PA.

Tapaypoeo 5.1).

MMivakog 2. AvemBOunteg evépyeieg mov ava@épOnkay 6g KMvikég perétes o€ aoleveic pe
ToAOTTAO puédopa wov vrofAOnkay og Ocpomeio pe Aevarldopion 6& cuvvoLOONO pe

Boptelopipnnn ko deEapne@alovn, oeanedalovn N pehoardvn ko

govilovn

Katnyopio/opyaviko | Oleg o avemOopunteg evépyeleg/Zoyvotnta | AvemOopntes evépyeles Badpod

ovotnpua / 3—4/Zvyvotra

Ipotin®dpevog 6pog

Aowpaéeig kat o\ cuyvég 2uyvég

TAPUAGITAOCELS Ivevpovia®®®, Aotumén tov avidtepov Ivevpovia®®®, Baktnpuokéc,
avVamTveLoTIKoy cuotiuatog’, Baktnplokic, L0YEVEIC KOl LUK TIOCTKES
10YEVELG Kol LUK TIOOIKEG AOUMEELG rodéets (cupmepriapfovopévaov
(cvunsptka%ﬁavouévmv TOV EVKOUIPLOKOV TV EVKAPLIKDV AOUDEEDV)°,
howmdéewv)’, Pvogapuyyitida, @opuyyitide, | Kuttapitida?, Enyapio®®,
Bpoyyitida, Pwitida Aolpnén tov mvedpova®,

Bpoyyitida’®, Aotumén tov

Zoyvég QVOTTVEVGTIKOD GLGTAROTOCY,
Enyapio®®, Aofpuwén tov nvedpova®, OvporoipumEn®, Eviepokoritida
Ovporoipwén®, MopoppivokoAritida’ Aowddng

Neonmraoporta Oy ovyvég 2uyVvES

Kahof0n, kakon0n | Baowokvttopkd kapkivopa™?, Agppotikos | O&eio pueloyevig Aevyonpio?,

Kou pn KOPKIvog £k TAOK®S®OV kuTThpmv™" Muveglodvomhaotikd cuvdpouo®,

KoBopropéva Kapkivopa dépuatog and

(meprriappavovron TAK®IEG emONALON

KUOTELS KoL

TOAOTTOOES) Oy cvyvée

T-Aeppokvttapikn oéeia
Levyauio®, Bactkokvtroptkd
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kopkivopa™?®, Tovdpopo Avong
OYKOL

Awrapayég 1o
ULLOTTONTIKOV KOl
TOV AEPPIKOV
GUGTILOTOG

Hokb cuyvég
Ovdetepomevia
Opopporevia™N%, Avoupial,
Aoppaykn dwatopoayn”,
Agvkomevio, Agpponevia

A50,00
b

2uyveg
Epmopetn ovdetepomevio™?,
IMovkvttapomrevia’

Oy ovuyvéc
Aytoivon, Avtodvoon apoAVTIKN
avoipio, AYUWOAVTIKY ovVoLpLiol

IToAb cuyvég
Ovdetepomevia

®poppomevio Avoupial,
Agvkomevio, Agppomevia

AS0,00
b

2uyvég

Eumdpetn ovdeteponevio™?,
[Mavkvttapomevia’, AyporvTiky
avorpio

Oy ovyvéc
Yrepmnkrikdnta, Attapoyr 6ty
TEN TOL AipLOITOG

Awrapayég 1o Oy ovyvég

AVOGOTON|TIKOD Ynepevarsbnoiot

GUGTIUHUTOS

Awrapayég Tov 2uyvég

EVOOKPIVIKOD YnoBvupeoetdiopog

GUGTILOTOS

Awtopaysg Tov oAd cuyvég Zoyveg

petafoiopnov Ko

YmokoAtonpio®®, Yrepylokotpio,

Ymokotonpio®®, Yrepyhokopio,

™mg Opéyng Yroylokopia, YroaoBeotionpiod, YnaoBeotioupial, Zaxyopddng
Yrovatprapio?, Apuddtmon®, Sdapne’, Yropmopatopio,
Meiopévn 6peén®, Topatikod Papog Ymnovarproapio?, Yrepovpiyouuio,
UELOHEVO Ovpikny apOpitida, Apuddtmon®,

Mewouévn 6peén®, Topatiko Papog

2uyvEC HLELOUEVO
Yropayvnowoupio, Yrepovpryoupia,
YrepooPeotiopio”

Poyotpikég oAb cuyvég 2uyvég

owrapayég Kotabhym, Avmvia Katabhym, Avmvia
Oy cuyvéc
ATOAEWL TNG YEVETNOLUG OPUNG

Awrtopayss Tov oAb ovyvég IToAb cuyvég

VEVPLKOD Iepipepikéc vevporabeiec®, Iepipepikéc vevponabetec™
GUGTILUTOG MoparsOnaio, {aAn®, Tpouog,
Avoyevoia, Kepaiakyio 2uyvég
Ayyeloxd eyke@aiucd
Zuyvég ene1c6810°, ZAn®, Zvykomn®,
Atogia, Awapoyn iooppomiog, Zvykonn®®, | Nevpaiyia
Nevpodyia, Avcaicbnoio
Oy ouyvéc
Evdoxpaviaxn apoppayio”,
[Mopodikod oyopikd enelcdoo,
Eyxepolikn woyoupio
O¢p0oipmkég IToAv cvyvég 2uyvég
dwurapayég Koatappdxng, @aunr dpaon Koatappdring
2uyvEg Oy ovyvég
Mewopévn ontikn o&otnta Toprwon
Awrapayig Tov 2uyvég

®OTOS KOL TOV
Aapupivlov

Koewon (cvoprepiiappavopévng
vroaxoiag), Eppoéc
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Kapowakéc ZuyvEg 2uyvEg

dwutapayic KoAmucr] poppopuyfi®®, "Bugpaypo tov puokapdiov
Bpadvkapdio (ocvunepthapfovopévon tov

0E£00)™N, KoAmikn pappapouyn®e,

Oy ovyvég SoUQOPNTIKN KOPSLOK)
AppuBuia, topatetapévo didotnua QT, avenapkea’, Toyvapdia,
KoAmikoc mrepuyiopdc, Extoxteg kothakés | Kopdiox averdpreia’®,
GUGTOAEG Ioyoupia Tov pookapdiov®

Ayyawokég IToAb cuyvég IToAb cuyvég

dwarapayic DrePikd OpouPoeuPorikd enercdda’, Dhrefucd OpopfosuPoriicd

Kuplog ev 1o Paber pAefikn OpdpuPmon kot
TVELUOVIKY eUPOANNOY, Yrotaon®

2uyvEg
Ynréprtaon, Exyopoon”

gnecoda”, kKuping ev T Padet
pAePicr OpopPoon kot
TVEVHOVIKT EUPOAANEY

2uyvég
Ayyetitido, Yrotaon®, Yrépraon

Oy cuyvéc

Loyouia, Ieprpepkn woyonpio,
BOpouPmon evookpaviokov
PAEPDOOVE KOATTOV

Awtapayég Tov
OVOTVEVGTIKOV
GUGTILATOS, TOV

oAb cvyvég
Abonvoa®®, Enictaén”, Biyag

2uyvég
Avamvevotikn dvuoyépeta’,
Abvomvolo®®, TThevprricdg Tovoc®,

0dpaxa Kot TOV Zuyveg Yrno&ia®®

necof®pPaKIOn Avcopovia

Awtopayss Tov oAb cvyvég ZUyVEG

YOGTPEVTEPIKOD Aepporo®®, Avokoomra’, Kothako Apopporyio Tov YOSTPEVTEPIKOD

aryoc®, Navtia, Epetoc®, Avoreyia,
Enpoctopio, ZTOpoTiTion

2uyvE

Alopparyio TOL YAGTPEVIEPIKOD COAVOL
(ovumeprhappavopévns apoppayiog Tov
0p0o0, a1poppoidikng apoppayiag,
OLLOPPAYIOG TETTIKOV EAKOVG KOl
ovAoppayiag)™*, Avepayio

coMva ™M, Atdepaén Tov Aentol
eviépon®, Awdppota®,
Avokotmomra’, Kothakod diyoc®,
Nawtia, Eperoc®

Oy ovyvég
KoAitida, reypovii Tov TopA0D
Awrapayég 1o oA cuyvéc 2uyvég

NTOTOS KAl TOV
1O POp®V

AUWVOTPOVOQEPAOT) TG OANVIVIG
avénpévn, AcTapTikn
ApVoOTPaVePEPEoN avEnéVn

SuyvEg

Hrotoxvtrapkn PAGBNY°, Mn
(PLOIOAOYIKEG DOKIUAGIES NTOTIKNG
Aerrovpyiac®, YrepyorepvOpivaruio

Oyt ouyvég
Hrotwn avendpkeio”

XoMldotoon®, Hratoto&ikotnto,
Hrotokvtrapiey PGB,
Apwvotpovopepdon Tng aAaviving
avénpévn, Mn @uGLOAOYIKEG
dokuacieg nratikng Asttovpyiog?

Oy cuyvéc
Hrotum avendpreio®
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Awrtapayég Tov
0£PNATOG KL TOV
VT030PLOV 16TOV

IToAb cuyvég
E&avOqpota®, Kynouog

2uyvég
Kvidwon, Yrepidpwoia, Enpodeppuia,
Yrépypwon dépuatog, Exlepa, Epbonua

Oy ouyvéc

Dappokevtico eEdvinua pe
NOGIVOPIAIN KOl GUGTIOTIKG,
copntdpato®, AveypOUNTIoHOG
dépratog, Avtidopaon eotogvacnaciog

2uyvéc
E&éoavoqpora®

Oy ovyvéc

doppokevtico eEqvinua e
NOGIVOPIAIN KOl GUGTLOTIK
ocovpntdpato®

Awrtapayég Tov
LVOOKEAETIKOV
GUOTNLOTOS KOl TOV
GUVOETIKOV 16TOV

oAb cuyvég

Muikn advvopuia®, Muikoi cracpof,
Ootikog Tovog®, TIovog kot dvcaveéio Tov
LLDOGKEAETIKOD GLUGTNOTOG KOl TOV
GLVOETIKOV 16TOV (cupmeptAappavopévng
™mg oceuaiyiac®®®), Alyoc dkpov,

2uyvég

Muikn advvopuio®, Ootikdg
novoc®, TIovog kot ducove&io Tov
LDOGKEAETIKOD GLUGTNOTOG KOl
TOL GLVIETIKOV 1GTOV

(ovumeprrappavopévne g

Mvoodyia, ApOpodyia’ 06LoAyiag®®?)

Zuyvég Oy ovyvég

Adykwon apbpwong Awdykwon apbpwong
Awrtapayés Tov Iokb cuyvég Oy ovyvég

VEQPOV KUl TOV
0VPOPOPOV 00DV

Neepikn avendprelo

(ovumeprrappavouévne g
o&eiang)®*

Zuyvég
Awarovpio”, Kataxkpdtnon ovpov,
Axpdrelo o0pmv

Oy ouyvéc
Eniknto odvdpopo Fanconi

Nékpwon veQpiK®v COANVOPIOV

Awtapayés Tov
OVUTAPAYOYIKOD
GUGTILATOS KOL TOV
ROGTOV

Zuyvég
2TUTIKN SuGAEITOLPYia

I'evikég dworapoyés | oA cuyvég oA cuyvég
Kot karaotaces ™ | Komoon™, Oidnuo (cupmepiiappavopévonr | Kémwon’*
0000 yopnynong TepLpeptcod o1dnparog), Mupetio®*,
E&acBévion, I'pumddng cuvdpoun 2uyvég
(ovumeprhappdvovron mopeia, Priyas, Hepipepikd oidnua, mopeéia’®,
Loy, LOOCKEAETIKO GAYOC, KEQOUAOAYioL eEaobévion
Kot piym)
2uyvEg
Oupoxikd dhyoc””, Anbapyoc
Hapaxivikég oAb cuyvég
ekerdoseig AVENUEVT] OAKOAIKT] QOCOOTACT) OHLOTOG
2uyvEg
C-avtidpdoa TpmTEIVN avENUEVN
Kokoosig, Zuyvég
OMANTNPLAGELS Kol [Ttdon, porores™
EMTAOKES
OepamevTIKOV

AEPICUDOY
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© AvemBouNTEG EVEPYELES IOV AVAQEPANKOY OC GoPapég e KAvicéS Sokipéc oe aoBeveic pe NATIM mov siyov AdPet Aevadopidn oe

cuvdvacpo pe Boptelopipnn kon de&opebaldvn

~BA. mapaypapo 4.8 meptypaen EMAEYHEVOV AVETIOVUNTOV EVEPYELDV
AvemBounteg evépyeteg mov avapépOnkav mg coPapis oe KAMVIKEG SoKIHES 08 0obeVels ne TOAAOTAS pVEAMLLL TTOV

voPAnonkav og Bepancio pe Aevaridopion oe cuvévacud pe de&apedalovn N pelpaidvn kot Tpedvilovn

+ Ioyvetl povo yia Tig GoPapéc PUPUAKEVTIKES AVETIOVUNTES EVEPYELES

* Agppotikog Kopkivog ek TAAKOI®V KUTTApmV avapépOnke oe KAMViKEG SoKIHESG oe acOevelg pe puédmpa Tov eiyov

mponyovpévag vtoPAndel e Bepaneia pe Aevoldopidn/de&apebalovn oe cuykplon pe TOVG HAPTUPES

** Kapkivopo 6£ppotog and thakddeg embniio avaeépbnke og kKAvikh dokiun og aobeveig pe veodioyvmodév puélopo tov

vroPAnonkav oe Bepaneio pe Aevordopion/deapedalovn oe chyKpLomn Le TOVG HAPTVPES

2ovvortikog mivakac yio 1 Oeporeio ovvovaouod oe OA

O ax6A0v00¢ Tivakag TPOKVTTEL OO OEGOUEVO TTOV CLYKEVIPOONKOV KOTA TIC KOPLEC LEAETES
(NHL- 007 ko NHL-008) 6mov ypnopomomOnke Aevaldopion o€ cuvovacpod He prtovEpdunn
v aoBevelg pe o{ddeg AEPO®LLOL.

Mivakoag 3: AvemBOunTeg evépysieg mov avapipOnkay og KMvikég dokipég o€ aodeveic pe
0l®ogg MEppompa, mov Ehafav Oepameio pe Aevoloopion o€ cuvovacud pe prrovéiuaunn

Katnyopio/opyaviko ‘Olec ov avemBounteg Avem@opntec evépyereg BaOpod

ovoTnpa / gvépyeleg/Zoyvotnra 3—4/Zvyvotnra

IpoTipopevog 6pog

AopoEelg Kan [ToMd cuyvég 2uyvég

TAPUCITOCEL Aoipwén Tov avodtepov Ivevpovia®, Tnyoupia®, Aoiumén Tov
OVOTTVELGTIKOU GUGTI|LOTOG mvevpova, Bpoyyitida,

Taotpevrepitida,

2uyvég Hapapprvokorrnitida, Ovporoinmén,
TIvevpovia®, T'pinn, Bpoyyitido, Kvutrapitida’
IMapoappivokodmitido, Ovpoloipnmén

Neomiaopata ITolb cuyvég 2uyveg

KoA01 01, koko16n Avalomopoon 6ykov” Backokvttopikd kopkivopa™?

Kou pun kefopopéva

(meprioppavovrar 2uyvEC

KVOTEIG KO Kapkivopa déppatog amd TAakmdoes

TOMOT05£C) emORAL0>N

Awrapayég 100
ULLOTTOTIKOD KL TOV
AEPPIKOV GVOTNOTOS

IToAb cuyvég
Ovdetepomevia™®, Avoapia®,
®popporevio”, Agvkomevio™
Agpgomevio™

IToAb cuyvég
Ovdetepomevio™’

2uyvE

Avaio®, @pouponevia®, Epumdpetn
ovdeteponevia °, Tlavkvttoponevia,
Agvkomevia™, Aeuponevia™”

Awtapayég Tov
RETAPOMOPOV KO TNG
Opymg

[ToAd cuyvég
Mewopévn 6peén, Yrokoiopio

7

2uyVvEC
Yropwopatoipio, Apuddtwon

2uyVvEC

Agvdatoon, YrepacPeotiopiol,
Ynokohoupic, Yropoopoataiio,
Yrepovpryopia

Yoylatpikég
owutapayég

2uyvég
Katdbiwym, Admvia

Awtapayég Tov
VEVPLKOD GUGTI|LOTOS

IoAb cuyvég
Kepaiadyio, Zdain

2uyvég
[eprpepikn oodnTiKn vevporabdeia,
Avcyevcia

2uyvég
YvyKomn

Koapodwkéc owatapayég

Oy ovyvég
AppoBuia®
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Ayyewokés Swrapayds | Zuyveg Zuyvég
Yndtaon [vevpovikh euPoin™?, Yrotaon
Awrapayég Tov IToA¥ cuyvég 2uyveéc
OVUTVEVGTIKOD Avorvoro?, Briyog Abvonvora®
GUGTI|LATOS, TOV ]
0dpaxa KoL TOVL 2uyvég
pEGOH®PAKLOD A\yog cTopoTodpuyya, Avcpuvia
Awrapayég Tov IToA¥ cuyvég 2uyveéc
YOGTPEVTEPLKOD Kotuakd Ghyog °, Awgppoto, Kotmaxé dhyoc®, Awgppora,

Avckotmomra, Navtia,
"Epetog, Avoneyio

Xuyvec
Alyog Ve KOIALOKNG YOPOGC,
Ytopotitidon, EnpocTopio

Avckotmdtnta, Ztopatitido

Awrtapayig Tov oAb cvyvég 2uyvég
déppatog Kot Tov E&GvOnua”, Kymopog E&GvOnua”, Kvnoudg
V7T0O6PLOV 16TOV
2uyvég
Enpodeppica, Nuktepvol 10padTECS,
EpOOnua
Awrapayig Tov oAb cuyvég 2uyvég

LVOCKEAETIKOD
GULOTILOTOS KOl TOV
GUVOETIKOV 16TOV

Mvikoi oracpoi, Ocpuaiyia,
ApBpodyio

2uyvec

Alyog dxpov, Mvuikr advvayio,
MvookereTikd dAyog, Muaiyia,
Avyevaiyia

Mvikn advvapio, Avyevaiyio

Awrtapayés TOV
VEQPAOV KL TOV
0VPOPOPOV 06DV

2uyvég
Oégia veppic PAAPN°

T'evikég Sratapayss ko | Iodd cuyvég 2uyvec
Katootdosig e 0600 | [Tupeia, Konwon, E&acBévion, Kénwon, E&acBévion
xopnynons [eprpepucod oidnpa
2uyvég
Koxovyia, Piyn
Hopoxivikég oAb cuyvég
eCerdoseig Apwvotpavo@epdor g ahovivng

ovEnuévn

2uyvec
Souatiko Bapog pelwpévo,
XoAepuOpivn aipatog avEnuévn

ABA. Tapdypago 4.8 meptypapn EmAEYUEVOV aVETIOOUNTOV EVEPYELDV
Alyop1Opog mov epupHOGTNKE Yl TO 0{ddEC AEppmpuaL:

E)eyyopevn dokiun ¢aong 3:

AvemBounteg evépyeteg o€ NHL-007 - Oheg o1 avembopnteg evépyeteg opetldpeveg ot Bepaneio pe > 5,0% tov oatdpmv 610
okéLog Aevaldopidng/prrovEyapunng kat tovAdyiotov 2,0% vyniotepn cvyvomta (%) oto okélog Aevatidopiong e
o0YKpLon HE TO 0KEAOG EAEYYOL - (TANBLGLOG aoParelag)

- AvemBounteg evépyeteg Babpov % oe NHL-007 — Okeg ot BaBpov 3 1 4 avemBounteg evépyeteg opethopeves otn Oepancio
pe TovAdytotov 1,0% tov atépov 610 okéAog Aevoldopiong/prrovénaunng kot tovidyiotov 1,0% vynidtepn cuyvomta
670 0KELOG AeVOMBOUIONG 08 GVYKPLON UE TO OKEAOG EAEYYOV - (TANBLGUOG aGQaAELnG)

- YoPapég avemBounteg evépyeteg o€ NHL-007 - Oheg ot coPapég avemBdunteg evépyeteg opeihopeves otn Bepameia pe
TovAdytotov 1,0% Tov atopov 610 okéAog Aevaadopidng/prrovépdpumng kot tovidyiotov 1,0% vynidtepn cuyvotmta 6to
oKkELOG AeVAMBOUIONG/PITOVEHANTNG OE GUYKPION HE TO GKELOG ELEYYXOV - (TANOVGHOG 0oPALELNS)

Aoxiun evog okéhovg, eaong 3 yo to OA:

- AvemBounteg evépyeteg oe NHL-008 - Okeg ot avemBounteg evépyeteg opeddpeves ot Bepameio pe > 5,0% tov otOp®V

- AvemBounteg evépyeiec Babpov 3/4 NHL-008 - Oieg ot Babpov 3/4 avembounteg evépyeteg opeildpeveg ot Heponeio mov
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avapépOnkav og > 1,0% 10V atdpmv

- YoPapég avemBounteg evépyeteg o NHL-008 - Oheg o1 coPapég avemBdunteg evépyeteg opetddpeveg ot Bepameia Tov

avapépbnkav og > 1,0% 10V atdpmv

QAvemBOUNTES EVEPYELES TTOV AVAPEPONKAY WG GOPapEG o8 KAMVIKEG SOKIUES Yo TO 0{DdEG AEppmpa

Ioyver povo yia 11 6oPapEG PapUOKEVTIKEG avemBOUNTEG EVEPYELES

*Y76 tov 0po «EEGavOnpon mepthapfdavovtort ot Tpotipdpevot dpot e&avinpo kot e&avOnpo knidoBratidmdeg

**Y 16 Tov 0po «Agvkomeviay TePLaBAVOVTOL Ol TPOTIUMHEVOL OPOL AEVKOTEVIR Ko aPLOOG AEVKOKVTTAP®V HELOUEVOG

*FEXY 16 ToV Opo «Agppomevion TEPLAUPAVOVTOL Ol TPOTIAUEVOL OPOL AEUPOTEVID Kot AplONOG AELPOKVTTAPMV UELOUEVOG

20VorTIKdC TIVaKac Ty avermlODuntwy evepyELnY UETA THY KDKAOQOpia oty ayopd.

Emumiéov 1oV mapandve avemiBOpnNTmv EVEPYEIDV TOL SOMIGTAOOIN KAV amd TIg fOcKEG KAIVIKEG
doxés, o akdAovbog wivakag TpokHnTEL And dedOUEVA TOV GLYKEVTP®OON KAV and oTot eio HeTd
TNV KUKAOPOPio TNV ayopd.

Mivaxag 4. AvemOOUNTES EVEPYELEG TOV AVAPEPONKAY KATA TN P10 PETE TNV KVKAOQOpia
oTNY 0y0pd o€ ac0eveic Tov vrofAnOnkay cg Ospameio pe Aevoldoopion

OVOGOTTOTIKOV
GLOTILOTOG

Avoeuloxtikg avtidopoon”

Mn yvootég
ATOppIYN LOCYEVLOTOC GUUTOYOVG
opydvov

Katnyopio/opyaviko ‘Olec ov avemOBOunTEg Avem@Ounreg gvépyereg

ocvotnua / gvépyerteg/Zoyvotnta BaOpov 3—4/Zvyvotyta

IpoTin®peVog 6pog

Aopaéeig ko Mn yvootég Mn yvootég

TOPUCITOGELS loyeveic houdéerg, loyeveic Aowudéerg,
GUUTEPTLOUPOAVOLEVIG TNG CLUTEPIAAUPOVOLEVIG TNG
EMOVEVEPYOTOIN GG TOV 10V TOV EPTNTA. | EMOVEVEPYOTOINGNG TOV 100 TOV
{oompa ko TG nratitidog B épmnra {ootpa Kot TG

nratitdog B

Neomhdopata ZTAVIEC

KoA01 01, KaK0101 KoL 2Hvdpopo Avong 6yKov

un kaBopropéva

(neprioppavovran

KUOTELG KOl TOAVTOOES)

Awtapayés Tov Mn yvootég

oo TikoV Ko Tov | Emiktntm apopiria

AENOIKOY GVGTINOTOG

Awtapayég Tov 2mhvieg 2mivieg

AvaQuAakTikn ovidpaon”

OVOTVEVGTIKOV
GUGTINO.TOS, TOV

[Tvevpovikn véptaon

Awtapoyés Tov 2uyvég

EVOOKPLVIKOV YrepBupeoetdiopdc

GUGTI|LOTOG

Awtapayég Tov Oy ouyvec ZTAVIEC

[Tvevpovikn véptaon

YOGTPEVTEPLKOV

0opoke Ko TOV Mn yvootég
pecodmpPaKIov Aldpeon TvevpoviTION,
Awrapayés Tov Mn yvoortég

Moayxpeatitida, AtgTpnon Tov
YOG TPEVTEPIKOY COANVOL
(ovumeprrappavouévev
STPCEDV EKKOATMUOTOC,
EVIEPOL KOl TTOYE0G EVTEPOL)

AwoTapayég ToV TOTOS
K01 TOV J0MQOp®V

Mn yvootég

Oéela nrotikn averdprelo”, ToEum
nratitda”, KvttapoAivtikn nratitido’,
Xolootatikn nrotitida”, Mkt
KUTTOPOAVTIKT/YOAOCTATIKY NToTiTId0”

Mn yvoortég
O&glo nratikh| avendprela”,
To&wmn nratitida”
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Awtapayég Tov Oy ovyvég
OEPHATOG KOl TOV Ayysrooidnua
VT040PLOV 16TOV
ZTAVIEG

>Hvdpopo Stevens-Johnson™,
To&wn emdeppikn vekpdivon”™

Mn yvwotég
AEVKOKVTTOPOKAACTIKTY|

ayyeltida, PopUoKeLTIKT
Avtidpaon pe Hoowopida kot
Jvotnuotikd Zoprtopato’

BA. mapdypopo 4.8 Teptypapn eMAEYHEVOV AVETIOOUNTOV EVEPYELDOV

Ileprypa@n emAEYUEVOV OVETIOOUNTOV EVEPYELDV

Tepazoydvoc dpaon

H AevaAidopidon oyetiletan dopkd pe ) OaArdopidn. H Bohdopion sivar o yvmotr tepatoydvog
dpaoctikn ovsia yio tov dvBpwmo mov Tpokarel GoPapéc cuyyeveic SloUapTIES, AMEIANTIKES Y10L TN
Com. Xe mbnKovg, N AeVOAIOOIdN TPOKAAEGE SOVOTANGIES TOPOUOLES LE OVTEG TTOV TEPTYPAPNKOLY
v T BaAdopidn (BA. Tapaypdpovg 4.6 kKot 5.3). e mepintwon wov n Aevaiidopidn Anedel katd
1 S10PKELN TNE EYKVIOGVVNG, 1] TEPATOYOVOC EMIOPOOT) TNG AEVAAISOUIONG 6TOVE 0vOpOTOLE Elval
OLVOLLLEVOLLEVT).

Ovdetsporevio kai Opouflorevia

Neodayvwohév morlamdo puélopa: acbeveic mov £yovv vrofindei e ASCT kot Aapfdvovv
Bepamneio pe Aevaidouion cuvinpnong

H Aevaiidopion cvvinpnong petd oand ASCT oyetileton pe vynAdtepn cuyvoTnTa OLOETEPOTEVING
Bafpov 4 og obykpion pe tn cuvinpnon e eikoviko eappoko (32,1% évavtt 26,7% [16,1% &vavtt
1,8% petd v évapén mg Bepanciog cuvrnpnong] ot perétn CALGB 100104 kot 16,4% évavtt
0,7% ot pelém IFM 2005-02, avtiotoryo). AvemBounteg vEPYEIEG OVOETEPOTEVIOG OPEIAOUEVEC
ot Bepaneio Tov odNynoav oe drokomn g Aevaidouidng avaeépbnkov oto 2,2% tov achevav
ot perétn CALGB 100104 kot to 2,4% tov acBevov ot peiétn IFM 2005-02, avtictoya.
Eumopem ovdetepomevia Babpov 4 avapépbnke o Tapopoleg GuXVOTNTEG GTO OKEAN
Aevadopidng GuVTPNONG GE CUYKPIOT| LLE TO GKEAT GUVTNPNONG LE EIKOVIKO QAPLOKO G
apeotepeg Tic peréteg (0,4% évavtt 0,5% [0,4% évavtt 0,5% petd v Evapén g Oepaneiog
cuvtipnong] otn peiétn CALGB 100104 kot 0,3% évavtt 0% ot peién IFM 2005-02,
avtiotoyo).

H AevaAidopidn cvvinpnong petd omd ASCT oyetiCeton pe vymAdtepn cvyvotnra Bpopporeviog
Babpot 3 M 4 oe ovykpion pe ) cvvinpnon e sikovikd eappoxo (37,5% évavtt 30,3% [17,9%
évavtt 4,1% petd v évapén g Bepaneiog cuvtnpnong] ot peiétn CALGB 100104 kot 13,0%
évavtt 2,9% ot pehét IFM 2005-02, avtictoya).

NeodwyvwceBév molamdd poéhopa: acleveic mov dev ivon katdAAnAot yio HETAUOGYELGT KOl
AapuBdvovv Ogpamneio pe Aevoidopidon og cvvdvacud pe Boptefouiumn ko deapuedaldvn
Ovdetepomevia Babuov 4 mapamnpnbnke oto oxéhog RVd og pikpdtepo Pabuod oe oyxéon pe 1o
ouykpttikd okérog Rd (2,7% évavtt 5,9%) ot pedétn SWOG S0777. Epmopetn ovdetepomevia
Bobpot 4 avagépbnke og mapdpoteg cuyvotnteg oto okéhog RVd og ohykpion pe to oxéhog Rd
(0,0% évavtt 0,4%).

®popPonevio Babpod 3 1 4 mapatnpndnke oto okéhog RVd oe peyardtepo Pabuo oe oyéon
pe 1o ovykpitikd okérog Rd (17,2% évavtt 9,4%).

Neodayvmodév moAhomAd puéhoua: acbeveic Tov dev eivorl KOTAAANAOL Y10 LETOULOGYEVGT] KOl
mov AauBdvovy Oepaneio e Aevaidouion oe cvvovacud pue deEopuebaldvn
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O ocvvdvaopog Aevardopiong pe degapebalovn oe acbeveic pe veodioyvaoHév moAlamid
puéhopo oyetiCetat pe yauniotepn cvyvotnta ovdeteponeviog Babuov 4 (8,5% og Rd ko Rd18),
oe ovykpion pe MPT (15%). Eumdpetn ovdeteponevia Babuov 4 napatmpndnke ondvia (0,6% oe
Rd kon Rd18 o€ ovykpion pe 0,7% oe MPT).

O ovvdvaopog Aevardopiong pe deapebalovn oe acbeveic pe veodioyvaoHév moAlamid
puéhopa oyetiCetal pe yauniotepn cvyxvotnta Opopfomeviog Babpod 3 ko 4 (8,1% o Rd kot
Rd18), o ovykpion pe MPT (11,1%).

Neodoyvwohév tolomid poédmpa: acheveic mov dev eivar KaTdAANAOL Y10 LETOUOCYEVGT) KO
mov AapBdvovv Bepaneia e Aevardopion og cuvovacud pe HeA@aAdvn Kot Tpedvilovn

O cLVIVOGHOG AeVOMOOUIONG e HEAPUAAVT Kot TPedVILOVT G aebevelg e veodtayvmahéy
TOALATAG puéhopa oyetileton e vyMAoTEPT cvuyvoTnTa oVOETEPOTEViaG Babuov 4 (34,1% oe
MPR+R/MPR+p) ¢ cuykpion pe MPp+p (7,8%). [lopatnpndnke vynAdtepn coyvotnta
gumopetng ovdeteponeviag Babpov 4 (1,7% oce MPR+R/MPR+p g cOykpion pe 0,0% og
MPp+p).

O ocvvdvaopog AevaMdopiong pe pedpardvn kot Tpedvilovn o acbevelg pe veodiayvmabév
TOAOTAG puéhmpo oyetifetan e vynAdTepn cvyvotnta Bpopfoneviag Babpov 3 kot 4 (40,4% oe
MPR-+R/MPR+p) o€ c0ykpion pe MPp+p (13,7%).

[MolamAd puéhmpoa: acBeveic pue tovAdyiotov pia tponyoluevn Beponeia

O ovvdvaopog Aevaldopiong pe deapebalovn oe aobeveic e moAlamhd pvéhopa oyetileton pe
VYNAOTEPT GLYVOTNTO ELPEVIONG ovdeTEpomeviag Babov 4 (5,1% oe acbeveig vmod Bepameio pe
Aevoldopion/de&apedaldvn oe ovykpion pe 0,6% oe aoBeveic vo Bepaneia e eucovikd
@appoko/deEapuedalovn). Enelcodia eumvpetng ovdeteponeviog Babpod 4 mapoatnpninkay
onavia (0,6% oe acBevelg vo Bepomeia pe Aevardopion/de&apedalovn oe cvykpion pe 0,0% oe
aocBeveic vo Bepaneia pe eucovikd pappoko/deEauedalovn).

O ocvvdvaopog Aevaldopiong pe deapebalovn oe aobeveic e moAlamhd pvéhopa oyetileton pe
VyYNAOTEPT cLYVOTNTO ERPaviong BpopPoreviag Babpov 3 kot Babpov 4 (9,9% kot 1,4%
avtioToiywg o aobeveic Vo Bepaneia pe Aevardopidn/de&apebaldovn oe cvykpion pe 2,3% Kot
0,0% oeaocBeveic vo Bepamneio pe ewcovikd appoko/deEapuedalovn).

Acbeveic pe olddeg Aéupouo

O cvvdvaopOg Aevaldopiong pe prtov&ipuaunn oe TANBuopod pe olddeg Aéppopa oyetiCeTon pe
vyNnAdTEPN cLYVOTNTA oLOETEPOTEViaG Babov 3 1 4 (50,7% oe aoBeveic vmo Oepaneia e
AevaAdopion/prrovéndunn oe coykpion pe 12,2% oe aobeveig vmo OBepameia pe ekovikd
@appako/prrovéipaunn). Oieg o1 Tepittdoelg ovdeteponeviag Babpov 3 1 4 rav avactpéyiueg
UEG® TPOGMPIVIG KON G TNG dOONG, Lelmong Tng dO6NG KOUT VITOGTNPIKTIKNAG 0y®YNG UE
avénrikovg mapdyovtes. Emiong, epmidpetn ovdeteponevia topatnpndnke ondvia (2,7% o€
aocBeveic vo Oepaneia pe Aevaridopidn/prrovépdunn oe ovykpion pe 0,7% oe acbevelg vid
Oepameio pe eiovikd EAPUOKO/PLITOVEIUAUTT)).

H Aevaiidopidn oe cuvovacpo pe prrovéudunn oyetileton emiong pe vyniotepn
ouyvotnTa epeaviong Opoppomeviag Babpov 3 11 4 (1,4% oe acbeveig vid Bepameio pe
Aevoldouion/prrovéudunn og cvykpion pe 0% oe acbeveic vo Bepaneio pe rcovikod
QAPLOKO/PLITOVEIUAUTT)).

Direfin Opoufoeufoln

AvEnpévog kivouvog ev 1o Bdber pAefikng Bpopupwong kot mvevpovikng epPoing oyetileton pe
TN (PNoN TOV GLVILAGUOD Aevoldouiong pe de€apebalovn o aobeveic e TOALATAG HVEA®UA
Kot o€ pkpoTePo Pabud o acbeveic vo Bepaneia pe Aevolidopidn oe cuvdvaoud pe
pHeAaidv Kot Tpedvilovn N o€ acbevelg pe ToAhamAd poédmpa Tov vrofdAioviol o
povobepamneio pe Aevoldopion (BA. mapdypago 4.5).

Tavtoypovn xop1ynor £puOPOTOMNTIK®V TAPAYOVI®V 1] TPOTYOVLEVO 10TOPIKS £V T Pdbet
ohePcng BpopPmong punopei eniong va avénoet Tov Kivouvo BpoUPmaong 6Tovg GLYKEKPLUEVOLG
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acbeveic.

Eugpayuo tov pookapdiov
Epgpaypa tov pookapdiov éxetl avapepbel oe acheveic mov Aapfdavouv Aevaidopion, wiontépmg o
EKEIVOVG LLE YVMOGTOVG TOPAYOVTEG KIVOUVO.

Awoppoyixéc diotopoyec

Ot apoppay ke SloTapoyég avapEPOVTOL GE JIAPOPES KATNYOPieg 0pYEvOL GUGTHLOTOC:
A0Topoy£G TOL GLUOTOTIKOD KOl TOV AEUPIKOD GLGTHLATOG, OLOTAPAYES TOV VELPLKOD
GLGTHHOTOG (EVOOKPOVIOKT OLoppayic), SLOTOPOYEG TOV OVOTVELGTIKOD GLGTHIATOS, TOV OdpoKa
Kot Tov pecofmpdxiov (eniotaln), StoTapayés TOL YOOTPEVTEPIKOL (arptoppayio Twv oV A®V,
OLLOPPOIdIKT opoppayia, alpoppayio Tov ophov), SATUPUYES TOV VEPPOV KOl TOV 0VPOPOP®V
000V (apatovpin), KOKOGELS, INANTNPLACELS KOl ETITAOKEG DEPAUTEVLTIKMV YEPICUDY (LOAMTEG)
Ko oyYelokEG StoTapoyég (EKyOUmON).

AMepyixéc avudpdoeic kai GofopE OEPUATIKES OVTIOPBTELS

"Exovv avagepbel mepmtdoelg aALePYIK®Y ovVTIOPAGEDY, GUUTEPIAAUPAVOUEV®VY 0YYELOOLONILOTOC,
OVOPUAOKTIKNG OVTIOpAoNS Kol GOPOp®@V SEPLATIKMV AVTIOPAGENDY, GCUUTEPIAALPOvVOUEV@Y TV SIS,
TEN xo1 DRESS pe tn yprion Aevoidopiong. Exel avapepbel otn Pifioypaeio mbovi
dtaotavpovpevn avtidpaon peta&d Aevaldopiong kot Oaiidopiong.

O1 acbeveig pe 1otoptkd coPapov e&avOnpotog Tov oyetiCeton pe Bepomeio pe OaAdopion dev Oa
pénel va AapPavouy Aevaldopion (PA. mapdypapo 4.4).

Aebrepec mpwronaleic karxonleieg

e KAMvikég dokipLég o€ aobevelg pe puéhopa mov giyav Tponyovpéveg vroPindel oe Bepameia
pe Aevaridopion/de&apedalovn oe GOYKPIoN LE TOVG LAPTLPES, TOL TEPIAAUPAVOVY KLPIMG
OEPLATIKG KOPKIVOLOTO €K BOCIKMOV 1] TAAKOOMV KVTTAP®V.

Ofeia pveloyevic levyouuio,

IToAhamAd puélouo

[Tepumtooeig o&elog puehoyevovg Aevyoupiog (AML) éxovv mapatnpnfel oe KAviKég dSoKyég
veodlayvmc0évtog modhamrol pueddpatog oe acbeveic mov Elafav Oepameio e Aevaidopion oe
oLVOLAGUO pe ped@aAdvn I apéomg petd amd HDM/ASCT (BA. mapdypago 4.4). Avt n avénon
dev mapatnpninke oe KAMviKéG dokég veodlayvmaBévToc ToAAATA0D LLEADLOTOG 8 aoBEVELG TOV
Eafov Aevaldopion og cuvdvacud pe de&apeboldvn oe cOykpion pe OaAdopidn o cLVIVAGHO
pe peA@aAdvn Kot Tpedvilovn.

Hrotikéc draropoyéc

"Exovv avapepbel o1 mopakdto avemBOunteg evépyeieg PHetd TV Kuklogopia oty ayopd (un
YVOOTH GUYVOTNTA): 0EEL0 NTOTIKY OVETAPKELD KO YOAOGTACT (KOt Ol VO SLVNTIKA
Bovatneopeg), ToEikn NIATiTIdN, KUTTOPOAVTIKN NATITION Kot UIKTH KUTTUPOAVTIKY/XOAOCTUTIKY|
nratitido.

Popoouvotvon
"Exovv mapatnpnOei ondvieg mepintdoelg pafdopvoAvong, OpIGUEVES amd OVTEC KATE TN YOp1yNomn
Aevoldopidng pall pe otativn.

Awaropoyec Tov Qupeoeldove
"Exovv avagepbel mepmtdoelg vtobupeoeldiood Kot TepItTOcels Viepbupeoctdiopuov (PA. mapdypapo
4.4 Aotapayéc Tov Bupeogldong).

Avtidpaon avelwndpwons oykov (TFR) kar ovvopouo Avanc oykov (TLS)

21 pedémn NHL-007, avagépbnke TFR og 19/146 (13,0%) and tovg acbeveic oto okélog
Aevadopiong/ prrovéudpmng évavrt 1/148 (0,7%) acBeveis 610 0kEAOC EIKOVIKOD
eopudxov/prrovéipaunng. Ol epiocotepec TFR (18 amd tig 19) mov avapépbnkov 610 oKkéAog
AeVOMSOpUIdNG/PITovEUA TN G TTOPOVGIACTIKOY KATA TN SIIPKELN TV 600 TPOTOV KUKA®Y Oepomeioc.
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"Evag acBeviig pe OA oto okéhog Aevaadopidng/prrov&yidpnmg topovoiooe éva cupfav TFR
Babpov 3 évavtt kavevog ao0evong 6To 6KELOC EIKOVIKOD (OPUAKOV/PLTOLEIAUATC. T HEAETN
NHL-008, 7/177 (4,0%) o6 toug acbeveic pe OA mopovsiocav TFR (6cov apopd ) coPapdmra, 3
avoeopés Ntav Babpov 1 ko 4 avagpopég nrav Babuod 2), evad 1 avagpopd Bswpnbnke coPfoapn. Zm
perétn NHL-007, mapovoidomke TLS og 2 acBeveic pe OA (1,4%) oto okéhog
Aevoldopiong/prrov&pdpmng kon og kavévay acdevn pe OA 610 6KELOG EIKOVIKOD
eappaxov/prrovéyapmns. Koavévog acBevic oev iye copfav Babpov 3 1 4. TLS nopovsidotnke ot 1
acBevi pe OA (0,6%) ot perétn NHL-008. Avtod 10 pepovepévo cupBay tavtorobnike wg cofopn
avemBountn evépyeia Babpov 3. IN'a ) perétm NHL-007, kavévog aoBevig Ogv ypeldoTnKe va,
Saxdyel optoTikd ) Bepameio pe Aevaiidopion/prrovydumn Adyo TFR i TLS.

Aratapoyéc Tov yooTpeviepikod

"Exovv avagpepOei dratpioeig Tov YooTpevTEpIKoD oMV KaTd T didpkela g Oepameiog pe
AeVOALBOidT. Ot S10TPHOELS TOV YOOTPEVTEPIKOD GCMANVO, LTOPEL VAL 081 YIOOLV GE GNITTIKEG
emmlokég kou pmopel va oxetiCovron pe Bovammeopa. ExPoon.

Avapopd mhovoloyoduevev avemBOuntov vepyeidv

H avoapopd mhovoroyoldevmv avemBountov evepyelmv HETA amd TN Xop1ynor Adelng Kukiopopiog
TOV POPUOKEVTIKOD TPOTOVTOC Elvar onpavtiky. Emxitpénet ) cuveyn mopakolovOnon g oyxéong
0PEAOVG-KIVOUVOL TOL POPLOKEVTIKOD TPOIOVTOG. ZnTeiton amd ToVg EmayyEAUATIES VYELOS VOl
AVOQEPOVY OTOLEGONTOTE TIHOVOAOYOVUEVES AVETIOVUNTEG EVEPYELEG HEG® TOV EBVIKOD GUGTNLATOG
ovapopdg mov avaypagpetal oto [Hapdptua V.

4.9 Ynagpodocolroyia

Agv vrdpyet 191N pmelpiol 0oV aopd T dayelpion s veePd0GoA0YING AEVOABOLIONG GTOVG
acbeveig, av Ko o€ peréteg €bpovg 060G opiopévol acbeveig extédniav og ddom pEypt 150 mg, Ko o€
peréteg epdmal d6omg, peptkol acbeveis extédniav og d6om Emg 400 mg. H docomepropiotikn
TOEIKOTNTO G QVTEG TIG LEAETEG TOV KUPIWOG OUUOTOAOYIKT. L€ TEPITTOON VIEPIOGOAOYING, GLUVIGTATOL
VIOGTNPIKTIKT] OYOYN.

5. DOAPMAKOAOI'TKEX IAIOTHTEX

5.1 ®@oppokodVVOPIKEG 1OIOTNTES

DoppokobepomevtiKg Kotnyopio: AAAC 0VOGOKOTAGTOATIK, Kdkdc ATC: LO4AX04.

Mnyovicuoc dpbong

H Aevaidopidn decpedetal aueca e o cereblon, évo cLOTOTIKO TOL TOUEN Ting HOG KOVAAIVTG TOV
evlopukov ovumiéypatog g E3 Atydong g ovPucovttivig, mov meptAapPavel T SEGHEVTIKN
mpoteivn Prapav deo&uprPovovkieikod o&éog (DNA) 1 (DDBI), nv kovAAivn 4 (CUL4) kot to
puOuioT TV KovAAvGV 1 (Rocl). Ze aipomomtikd KoTTapa, 1 SEGUELOT TG AEVOAMOOUIdNG GTO
cereblon wpochapfaver Tig mpwteiveg vrooTpdpata Atodog kot Tikapog, o omoieg etvar Aeppoeideig
UETAYPOPIKOT TAPAYOVTEC, OONYDOVTOG GTIV OVPIKOVITIVOTOINGT TOVG KOl TNV EXaKOA0LON
ATOKOOOUN O LE OTMOTELECLLO AEGEG KVTTAPOTOEIKES KOl 0VOGOPLONGTIKEG EMOPAGELS.

SUYKEKPLUEVQ, 1 AEVOALSOUION OVOGTELAEL TOV TOAAATANGIOGHO KOl EVIGYDEL TV OTOTTOON
OPICUEVOV KOPKIVIKOV OLHOTOMNTIKGOV KVTTAPWV (GUUTEPIAALBOVOUEVOV TMV KOPKIVIKOV KUTTAP®V
T douartog tov [IM, Tov KapKIVIK®V KUTTAP®V Tov 0{d0VC AEUQDOTOG KoL EKEIVOV LLE ATOAELES
07O YPOUOSOUA 5), eVioYDEL TNV avocia mov pecorafeital péow tov T kuttdpov kot tov GuoiK®mv
Dovéwv (Natural Killer, NK) xottdpov kot av&avel tov apBpuo tov NK, T kot NK T kvttdpov.

O cvVIVOGHOG AeVOMOOUIONG KOl PLTOLEWAUTNG ALEAVEL TNV EEUPTAOUEVN GO OVTIGMLOTOL
Kuttapopesorafoipevn Kuttapoto&ikdtnta (Antibody-Dependent Cell-mediated Cytotoxicity,
ADCC) kot TNV GueoT omdnTTOON TOV KOPKIVIKOY KUTTAP®V 6T0 KOTTOPO TOL 0{MO0VE AEUPDUOTOC.
O pnyoviopdc dpdong g Aevardopidng meprropfavel eriong tpodcheteg SpaotnploTnTeS, OTMG
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OVTIOYYEIOYEVETIKEG 1010TNTEG KOl 110TNTES TPOoay®mYNS TG EpvBpomoinong. H Aevaidopion
OVOOTEALEL TNV OYYEIOYEVEST] ATOKAEIOVTOG T LETAVAGTEVOT| KO TNV TPOGKOAANON T®V
€vo0OMMOKAOV KUTTAP®V Kot Tr dnpovpyio kpoayyeimv, EToVEAVEL TNV Tapaymyn eUPPLIKNG
apooeopiving amod ta apyEyova aporomtikd kuttapa CD34+ kot avacstéAdel TNV Tapoymyn
KUTOKIVOV oV Tpodyouv T eAeypovn (.. TNF-a kot IL-6) and ta povokdtrapa.

Khlwvin amoteleopatikdTnTo Kol 0c@dAeio

H amotelecpotikdtnta kot 1 ac@dAelo TG AevaAidopuiong £xovv a&lohoyndei og €61 peléteg paong 3
6€ VEOdL0yVGOEY TOALATAG pHVEA®MLE, dV0 peAéTes paong 3 o€ vtoTpomidlov avlekTikd TOAAATAO
poéhopa kot pio pehétn edaong 3 ko pio perétn edong 3p o iNHL, 6nwc neprypdpeton TopakiTm.

Neodioayvawalsy morlamAd uvélwua

Agvoldopuion cvvrnpnong oc acbeveic mov £yovv vrofindei oe ASCT

H amotedeopotikdtTnTa Kot 1 asQAAELR TG AEVOALSOUIdNG cuvTipnong a&loloynOnkay og dVo
TOAVKEVTPIKES, TOYOOTOMUEVES OITAA TVPAEG, 2 OKEADV, TAPIAANA®Y OUAOWOV HEAETES PAONG 3,
gleyyopeveg pe eiovikd eappoko: CALGB 100104 kot IFM 2005-02.

CALGB 100104
Kotddnlot fitav acBeveic nhikiog peta&d 18 kor 70 etdv pe evepyd IIM mov amaitovoay Oepameio
Kot 01 ooiot dev mapovoialav mponyoduevn eEEMEN petd v apyikn Bepameio.

Ot acbeveig TuyoomomOnkav og avaroyio 1:1 evrog 90-100 nuepadv petd ond v ASCT, dote va
AdPovv Bepaneio cuvtipnong pe Aevaidopion 1 ewovikd eappoko. H 6om suvrrpnong frav 10 mg
amoé nuepnoing katd tig nuépeg 1-28 emavarappavopevev kikiav 28 nuepov (avénonke £og Kot
15 mg ana nuepnoimg petd amd 3 unveg eAdelyel 5060meEPIOPIOTIKNG TOEIKATNTAG) Kot 1) Oepameia
ovveyiotnke péypt v e&EMEN g vooov.

To TpwtevOV KOTOANKTIKO ONEl0 AmoTEAEGHOTIKOTNTAS TG LEAETNG NTOV 1) eMPiwon ywpls eEEMEN
g vooov (PFS), and v toyonomoinon €mg tnv nuepopnvia eEEMEnc 1 Bavatov, 6moto and To Vo
ouvéPave Tpmto. H pedémn dev d1€0ete 1oy0 Y10 T0 KATaAnKTKO ornueio cuvolikng emPioong.
SuvoAtkd toyotomombnkav 460 acBeveic: 231 acbeveic g Aevatdopion kot 229 acbeveic o€ e1KOVIKO
@appoko. Ta dnpoypaeikd otoryeio Kot to oyeTi{OpeVa HE T VOGO YOPOKTNPLOTIKG TV
g&loopponnpéva LETaED TV 600 OKEAMV.

To ToeAS ™G pehétng katapyndnke petd amd cvotdoels g Emrponnic napakoiovdnong dedopévaov,
otav EEMEPAGTNKE TO OPLO Y10 TNV TPOYPOUUATIOUEVT evdldpeon avaivon g PFS. Metd omd v
KATAPYNo”N TOL TVEAOV, EMTPATNKE 6TOVG AGHEVEIG 0TO GKEAOG TOV EIKOVIKOD QAPLAKOL VO LETOOVV
070 GALO OKELOG Kot vaL AdPovy Aevoitdopion mpwv amd v eEEMEN TG vOGOoV.

Ta amoteléopata g PFS xatd v katdpynorn tov TueAov, LeTd omtd Lo TPOYPOULATICULEV
gvoldeoT avaAven, Le nuepounvio amoxonng otig 17 Askepppiov 2009 (mapakorovdnon 15,5 uiveg)
Katédergov pa peimon 62% tov kvddvov e£EMENG g vOsov 1 Bavdtov vép TG Aevotwdopidong (HR
=0,38, 95% C1 0,27, 0,54, p < 0,001). O dupecoc ocvvorkdg xpdvog e PFS frav 33,9 pives (95%
CI AE, AE) oto okéhog Aevaidopidng évavtt 19,0 unvov (95% CI 16,2, 25,6) 610 6K€L0G 1KOVIKOD
(QUPUAKOV.

To 6¢pehoc otnv PFS mapatnpndnke 1660 otnv vroopdda tov acbevav pe CR 6o kot otnv
vroopdda TV achevdv mov dev méTvuyav CR.

Ta amoteléopata g HeAETng, pe nuepounvio amoxonng tv 1n defpovapiov 2016, Tapovcialovon
otov [livaka 5.

Mivakag 5: Zovoyn 1oV 0£00uEVOV GUVOMKIG OTOTELECLATIKOTITOS
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AgvaMdopion Ewoviko edppaixo
(N=231) (N =229)
PES a&wohoynuévy amd Tov gpgovnTi
Aduecoc ypovoc® PES, pmvec (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, imveg (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
Zvvolkn empioon
Atdpecog ypovoc® OS, pnvec (95% CI)P 111,0 (101,8, AE) | 84,2 (71,0, 102,7)
ITocoo16 8-£100¢ emiPiwong, % (SE) 60,9 (3,78) 44,6 (3,98)
HR [95% CI]", Ty p° 0,61 (0,46, 0,81), < 0,001
IapaxoiovOnon
Awgpecsog xpovog”™ (min, max), pveg: OAotL ot 81,9 (0,0, 119,8) | 81,0 (4,1, 119,5)
emPrdoavteg acbeveig

CI = dubotnpa epmiotocvvng, HR = Aoyog emtkivduvomtag, max = péyloto, min = ghdyioto, AE = dev extiundnke, OS = cuvoliky emPimon,
PFS = emBinon yopic e£&EMén g vocov

¢ H dibpeon tipn PaciCeton otnv Kaplan-Meier extipnon.

P To 95% CI yio. T Sidpeon tipr.

Y Baoet Tov povTELov avaAoyiK®V Kivdivev tov Cox Tov cuykpivel TG Aertovpyieg kivdvuvov ot omoieg oyetilovtot e To GKEAN
evdedetyévav Depaneidv.

8 H tyun p Basiletor otov pn otpopatonompévo Edeyyo log-rank twv dtapopdv koumding Kaplan-Meier peta&d tov okehdv eviederypévov
Oepamelmv.

£ Atepgovntikd katodnktikod onpeio (PFS2). H Aevaidopidn mov yopnyndnke oe acbeveis 1ov okéhovg £1koviKoD @appdkov mov GAlagav
okéAog TPV amd TV eEEMEN TG VOGOV KATA TNV KOTAPYNGT TOL TVAOD TG HEAETNG, dev BewpnOnke g Oepaneio devTepNG YpaLpNG.

T Alqpecog xpovog mapakorovdnong petd and v ASCT yio 6hovg tovg emPrdoavieg acheveic.

Hpepopnvieg amokomg dedopévemv: 17 Aekepfpiov 2009 ko 1 PeBpovapiov 2016

IFM 2005-02

Katédnlot ntov acbeveic nlikiog < 65 et@v kotd T didyvoon mov iyov vrofindei oe ASCT ko
6T0VG 0T0i0VG lye emtevyBel TOLAG IGTOV o AVTATOKPLoT oTafEPG VOGOL TN GTIYUN TG

AL ToAOYIKNG amokatdotacns. Ot aobeveig Toyotomombnkay og avaroyia 1:1 dote va Adfovv
Oepameio cuvtpnong pe Aevaldopion i eikovikd eappoko (10 mg draf nuepnoing katd tig nuépeg 1-
28 gmavoropPovopevov kikiwv 28 nuepdv mov avéndnkay £wc o 15 mg draf nuepnoing petd and 3
UNVEG EALENYEL HOCOTEPLOPIGTIKNG TOEIKOTNTOG) HETA 0d 2 KOKAOLG AeVaALdOopidNG oTtafepomoinong
(ne 060m 25 mg/muépa katd Tig Nuépeg 1-21 evog kdkhov 28 nuepadv). H Bepaneia cvveyiomke émg v
eEEMEN g vOoOUL.

To mpwtevov KataAnkTikd onueio frav 1 PFS mov opilotav amd v tuyatomoinom £mg Ty nuepopnvia
eEEMENG 1 Bavdtov, 6moto omd ta 6V cvvéPaive TpdTo. H pelétn dev 61€0gte 16y Y10 TO KATAANKTIKO
onpeio cuvolikng emPimong. Zuvorkd tuyotonomOnkay 614 acbeveis: 307 acbeveic oe Aevaaidopion
kot 307 acBeveig g E1IKOVIKO PAPUOKO.

To ToAO g peréng katapynnke petd and cvotdoelg g Emtponnc mapakorohbnong dedopévay,
otav EemepAoTnKeE TO OPLO YO TV TPOYPOUUATIONEVT EVLdpeoT avaivor e PFS. Metd and v
KOTAPYNGoT TOL TVEAOV, Ol 0.cbeveic Tov AdpPovay gucovikd eappako dev petéfnoav o Bepameio pe
AevaAidopion mpw amd v eEEMEN TG vooov. To okélog AevaASopidNG SLaKOTNKE, OC TPOANTTIKO
UETPO aoPaAEiog, HeT amd Tapatipnon dvcavaroyiog otig SPM (BA. mapdypapo 4.4).

Ta amoteléopota g PES kot tnv Kotdpynor tov ToeAoD, LETE OO [0 TPOYPOLLOTICUEVT
gvoldpeon avaivon, pe nuepopnvia amokomig otig 7 lovAiov 2010 (mapakorovOnon 31,4 uveq)
katédei&av o peimon 48% tov kivddvov eEEMENC ¢ vooov 1| Bavdtov viép g Aevaidouiong (HR
=0,52,95% CI1 0,41, 0,66, p < 0,001). O duipecog cuvorikog xpovog g PEFS frav 40,1 piveg (95% Cl
35,7, 42,4) oto oxéhog Aevardopiong évovtt 22,8 unvav (95% CI 20,7, 27,4) oto 6KELOG E1KOVIKOD
papudKov.

To 6¢ehog omnv PFS ftav pukpotepo oty voopdda tmv aclevov pe CR e oyéon pe v vroopdda
TV acbevdv mov dev métuyov CR.
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H evnuepopévn PES pe ypiion nuepounviog anokomng v 1 @efpovapiov 2016 (tapakorovdnen 96,7
UNVES) cuVEXLIoE VA KoTadetkvueL 0perog otnv PFS: HR = 0,57 (95% CI1 0,47, 0,68, p <0,001). O
duipecog suvortkog ypdvog g PFS ftav 44,4 niveg (39,6, 52,0) oto okéAog AevaAldopiong Evavtt
23,8 umvav (95% CI 21,2, 27,3) oto okélog gikovikod eoppdiov. ['o v PFS2, o mtopatnpodpevog
HR frav 0,80 (95% CI1 0,66, 0,98, p = 0,026) yio T Aevadopidn vovtt Tov £KOVIKOD papurakov. O
dbipecog cuvolkog xpdvos g PFS2 ftav 69,9 uiveg (95% CI 58,1, 80,0) 610 oKéAog Aevaiidopiong
évavtt 58,4 unvav (95% CI 51,1, 65,0) oto okéhog ewcovikod eappdicov. ' ) cuvolikn emBivon, o
napatnpovpevog HR ftav 0,90 (95% CI1 0,72, 1,13, p = 0,355) yio T AevoAidopion Evavtt Tov
€IKOVIKOV Qoppdov. O d1dpecog cuvorkds ypovos emPimong frav 105,9 urveg (95% CI 88,8, AE)
670 0KEAOG Aevoldopidng évavtt 88,1 pnvav (95% CI 80,7, 108,4) 6T0 GKEAOG EIKOVIKOD QUPHAKOV.

Agvoldouidon og ovvovaoud pe Boptelopiunn ko de€aucbaldvn og acbeveic mov dev givor KaTGAANAOL
Y10, LETOUOGYEVCT] 0PYEYOVOV KLTTAP®V

H pedém SWOG S0777 a&loloynoe v mpoctnkn g Poptelopipnng o€ o facikn ayoyn
Aevardopiong kot deEapedalovng, og apykn Bepameio, akolovBodpevn and cuveyduevn yoprynon Rd
péxpL TV €EEMEN TG VOGOV, G 0obeveic e TOAOTAG LVEAMLLO GTOVG 0TOiovg Oev &iye yoprynOel
mwponyovpevn Bepameio ko o1 0moiol ite HTav oKATAAANAOL Yio LETAPOGYEVOT EITE NTAV KOTAAANAOL
Yo, petTapdoyevon kat dev oyedialav va vwoPfAnbovv dpeca 6€ PLETANOCYEVOT).

O1 acBeveic 010 oKELOG Aevotdopidng, foptelopipmng ko degopebalovng (RVd) érafov Aevoridopion
25 mg/mpépa omd Tov oTopaTOG TIC NUEPES 1-14, evdopAéPra Poptelopipmn 1,3 mg/m2 tic nuépeg 1, 4,
8 ko 11 kou de&apebalovn 20 mg/Mmuépa amd Tov 6TOROTOG TIg Nuépes 1, 2,4, 5, 8,9, 11 ko 12,
emovolopPovorevev kKokAmv 21 nuepdv yio £0¢ Kot okTd KuKAoLS 21 nuepdv (24 efdopddeg). Ot
acbevelg oto okéhog Aevaridopiong kot deEapefalovng (Rd) Elafav Aevaiidopion 25 mg/muépa and
TOV 6TOpTOC TIC NEPES 1-21 ko deopebaldvn 40 mg/Mmuépa amd Tov oTOHNTOG TIG NUEPES 1, 8, 15 Kot
22, emovaAapPovopevoy KOKA®V 28 nuepdv yia £mg Kot €61 kKhkAovg 28 nuepmv (24 gfdopddes). Ot
acBeveig kat oto 000 oKEAN ELafav cuveyduevn xoprynon Rd: Aevaiidopion 25 mg/muépo amd tov
otopatog T nuépes 1-21 ko de&apebaldvn 40 mg/Mmuépa amd Tov oTONNTOG TIG NUéPeS 1, 8, 15 ko 22,
gmavorapBoavopevov kokAov 28 nuepdv. H Bepaneio mpofremdtay va cuveytotel péypt v eEEMEN
™g vooov.

To mpmTeHOV KATAANKTIKO ONUEID AMOTEAECUATIKOTNTOG TNG LEAETNG 1Tay | emPimon ywpig e£EMEN
¢ vocov (PFS). Zuvoiwd, evtaybnkav ot pedét 523 acbeveic, pe 263 acbeveic va tuyatomolobvTot
o010 RVd ka1 260 acBeveic va tuyoaromolovvtal oto Rd. Ta dnpoypogikd otoryeio kot ta oyetilopeva
LLE TN VOGO YOPOUKTNPIOTIKA TOV acOevdv katd tv Evapén NTov KaAd ioppomnpéva PLetald Tov
OKEADV.

Ta aroteréopata g PFS, 6nmg a&loloynnkav arnd v IRAC, katd ™ otrypn g tpoTtoyevons
avaivong, pe nuepounvia amokomng otig 5 Noeguppiov 2015 (rapaxorovdnon 50,6 unveg) katédeiEav
pa peimon 24% tov kvdvvov e&EMEnc g voosov 1 Bavatov vrép tov RVd (HR = 0,76, 95% CI1 0,61,
0,94, p = 0,010). O dibipecoc cuvorkog ypdvog g PFS ftav 42,5 uiveg (95% CI 34,0, 54,8) oto
okélog Tov RVd évavtt 29,9 umvav (95% CI 25,6, 38,2) oto okéhog tov Rd. To 6¢perog mapatnprdnke
ave€apTnTo amd TV KATOAANAGTNTA Y10 LETOUOCYEVCT] OPYEYOVMV KUTTUPMV.

To amoteAéopoto TG HEAETNG, pe nuepopunvia amokonng v 1n Askepfpiov 2016, dmov o didpecog
YPOVOG TapakolohOnomg Yo 6Aa ta emPrdoavta dTopa fray 69,0 unveg, ntapovctdlovrar otov [ivaka
6. To 6pelog vép Tov RVd mapatnpninke aveEdptnta amd v KateAAnAdTNTA Y10, LETOUOCYEVON
OPYEYOVOV KUTTAPOV.

IMivaxkag 6. Zovoyn TV 6£00UEVOY GUVOMKG OTOTELEGUUTIKOTITOG

Apykn Ogpomeia
RVd Rd
(k0Kkro1 3 (koKho 4
efoopdomv x 8) efoopdomv x 6)
(N =263) (N =260)

Y|




PES a&oloyovpevy omd tnv IRAC (uivec)

Audpesog xpovoc® PES, uiveg (95% CI)P 41,7 (33,1,51,5) | 29,7(24.2,37.8)

HR [95% CI]", tun p° 0,76 (0,62, 0,94), 0,010
Yuvoiikn emBioon (uqvec)

AGuecoc ypovoct OS, ufveg (95% CI)P 89,1 (76,1, AE) | 67,2 (58,4, 90,8)

HR [95% CI]", tiun p® 0,72 (0,56, 0,94), 0,013
Avtanékpion —n (%)

Xuvoakn avtamokpion: CR, VGPR 71 PR 199 (75,7) 170 (65.,4)

> VGPR 153 (58,2) 83 (31,9)
HapakorovOnon (uiveg)

Adipiesog ypovog® (min, max): O6AoL ot acBeveic | 61,6 (0,2, 99.,4) | 59,4 (0,4, 99,1)

CI = dibotpa gpmiotoovvng, HR = Adyog emkivduvotrog, max = péyioto, min = gldytoto, AE = dev extiuninke, OS = cuvolikn emPioon,
PFS = emBimon yopig e&EMEN g vocov.

*H duapeon tyun Pacietar otnv Kaplan-Meier ektiunon.

B Apginkevpo 95% CI yia Tov d1Gpec0 povo.

Y Mg Bdon To pun 6TPOUITOTOMUEVO HOVTELD AVOAOYIKOD KivoOvou Katd CoX mTov GLYKPIVEL TIC GLVOPTHGELS KvdUVoL mov oyetilovtat pe ta
okéhn Oepaneiog (RVdA:RA).

8 H tyn p Baocileton og pn otpopatonompévo éheyyo log-rank.

¢ H duapeon tapakorovdnon voloyiotnke amd TV NUEPOUNVIO TUXOOTOINGTC.

Huepopnvia amokomng dedopévav = 1 Aegk 2016.

Emwkarpomompéva amoteréopoto OS, pe nuepounvio amokonng v 1m Moiov 2018 (didpeon
mapokorovinon 84,2 unveg yio emPiocavia dropa) cvveyilovv va deiyvouv mhgovéktnpa g OS
vrép tov RVd: HR = 0,73 (95% CI1 0,57, 0,94, p = 0,014). To 1060016 TV atdp@v Tov empPiocoy
petd and 7 étn frav 54,7% o1o okéhog RVd évavti 44,7% oto oxéhog Rd.

Agvadopuidn oe cvvovacud pe delouebalovn o acheveic mov dev ivar KotdAAnAot yio
UETOUOGYEVGT OPYEYOVMV KUTTAPMV

H acedieio kot amoteAespotikdtTnTa TG Aevotdopiong a&loloyndnke ce pia pacng 3, ToAVKEVTIPIKT,
TUYOLOTOMUEVT, OVOIKTIG EMoTavons HeAéTn 3 okeddv (MM-020) acBevdv nAikiog TovAdyiotov 65
€TV 1 Gvew, N ebv Ntav NAkiag KaTm Tav 65 £TMV, dEV NTOV VTOYNPLOL Y10, LETOUOGYEVOT] OPYEYOVAV
KuTThpov, S10TL apviidnkay va vrofAnBodv oe petopdoyevon apyéyovay Kuttdpwv 1 dev dtatibeto
610V acfev) 1 LETAUOGKEVON OPYEYOVAV KVTTAPAOV AOY® KOGTOVG 1} GAkov Adyov. H peiétn (MM-
020) ovvékpive T Aevaiidopion ko t oe&opefalovn (Rd) yopnyovpeveg yio 2 SlopOpPETIKES YPOVIKEG
Suapxeteg (OnA., péxpt v eEEMEN ¢ vooov [Zkérog Rd] 1 Yo émg kot ekaoKTd KOKAOVG 28 nuepmv
[72 efdopddec, Zxéhoc RA18]) pe ™ pedpardvn, mv tpedvilovn kot ) Baidopion (MPT) yw éva
HéEY15TO dddeKN KOKA®V 42 nuepav (72 gfdopadeg). Ot acbeveic Toyatomombnkav (1:1:1) oe 1 and ta
3 okéln Bepameiog. Or acBeveic ToyaomomOnioy pe otpopatonoinon ovéioyo pe v nikio (<75
E&vavtt > 75 etdv), to otdoto (Xtadwo I kot I katd ISS évavtt Zradiov III) kot ) ydpoa.

Ot acBeveig ota okéAn Rd ko RA18 élafav Aevaiidopidn 25 mg draé nuepnoing katd tig nuépeg 1
£€m0¢ 21 KoKhov 28 NUEPOV GOUPOVO. LE TO TPOTOKOALO TOV 6kEA0VG. 40 mg de&apebalovng
xopnynnkav ama& nuepnoimg kotd Tic nuépes 1, 8, 15 kot 22 kdbe xdxhov 28 nuepav. H apykn
d0oom kat to oypa yo Rd kot Rd18 mpocapposmray avaioya pe v nikio Kot tn veppiky
Aertovpyia (BA. Tapdypago 4.2). AcBeveic nlikiog > 75 etdv Ehafav pua 66om de&apedaldovng tov
20 mg ana& nuepnoing Katd tig nuépeg 1, 8, 15 ko 22 ke xdxhov 28 nuepdv. Olot o1 acbeveic
Elafov TPOPLAOKTIKN AVTIINKTIKN ayoyn (nmapivn youniov poplokov Bapovg, Bapeapivn, nropivn,
acmpivn xapnAng 66omg) Katd T S1apKeLn TG LEAETNG.

To TpwTEVOV KOTAANKTIKO OTUEID GYETIKA LLE TNV OTOTEAEGUATIKOTNTO GTN LEAETN NTOV 1 EMPicon
yopic eEEMEN TG VOGOV (progression free survival, PES). Zuvolkd, 1.623 acfeveic evidydnkav o
peAén, pe 535 aobeveic va tuyatomotovvion o Rd, 541 acbeveig va tuyatomolovvtarl 6 Rd18 kot
547a00eveig va Toyoromolovvtotr o€ MPT. Ta dnpoypagikd ototyeio kot ta oyetilopeva pe m voco
YOPOUKTNPLOTIKG, TOV ac0evdv Katd v Evapén NTov Kodd 16oppornpuéva, kal ota 3 okéAn. [evikd, ta
dropa g peAéng elyav TpoywpnéEVOL 6Tadiov vOGOo: 0md TO0 GLVOAKS mANBuoud TG uerétng, 41%
elye otado I kata ISS, 9% &iye coPapn veppikn avemdpken (kdbapon kpeatvivng [CLer] <30
ml/min). H didpeon nlkio frov 73 kot 6to 3 6KEAN.
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e o emkonpomompévn avaivon tov PES, PFS2 kot OS pe nuepounvia amoxonng v 3n Maprtiov
tov 2014, 6mov o d1Gpecog ypdvog mapoakoroHOnong Yo OAa ta empPidoavta dTopa NTov 45,5 unveg,
T omoTeAéopaTa TG LEAETNG Tapovatdalovtor otov [livaka 7:

Hivakog 7. Zovoyn TV £001EVAOV GUVOMKIG OTOTEAEGUATIKOTITOS

Rd
(N = 535)

Rd18
(N =541)

MPT
(N =547)

PFS a&oioynuévn amd tov epgovnt -
(mivee)

Adpecog ypdvoc* yio PES, piveg (95%
Chp

26,0 (20,7, 29,7)

21,0 (19,7, 22.4)

21,9 (19,8, 23.9)

HR [95% CI]", Ty 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¢— (umveg)

AGpecog ypdvoc® yio PES2, punveg (95%
c1?

42,9 (38,1, 47,4)

40,0 (36,2, 44.2)

35,0 (30,4, 37,8)

HR [95% CI]", Tipn 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 (uvec)

Awdpecog ypovoct yua OS, unveg (95%
CDp

58,9 (56,0, AE)

56,7 (50,1, AE)

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

HR [95% CI]", Ty 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

ITapakxorovOnon (Unvec)

Atdpeon TR (min, max): 6A0L Ot 40,8 (0,0, 65,9) 40,1 (0,4, 65,7) 38,7 (0,0, 64,2)
acOeveig

Avtamoxkpion 6to poéhopatn (%)
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)
YvvoAikn avtamokpion: CR, VGPR i PR 402 (75,1) 397 (73,4) 341 (62,3)

Awdpkewo ovroméokpiong — (unveg)"

Adpeon tuR®(95% CI)»P

35,0 (27,9, 43.4)

22,1 (20,3, 24,0)

22,3 (20,2, 24.9)

AMT = Ogpomeio katd Tov poeddpatog, CI = didotnua gpmiotoovvig, CR = mifipng avtomdkpion, d = de&apebaldvn xouninig d6ong, HR =
AOY0G emkvduvomrag, IMWG = Aebvng Opdda Epyaciog yio to Muéhopa, IRAC = Avegaptn Emtponr EmPefainong Aviamdkpiong,
M = pekaAdvn, max = puéytoto, min = ehdytoto, AE = dev ektunOnke, OS = cuvolikn| emBioon, P = apedvilovn, PFS = emBimon ympic
e&EMEN g vooov, PR = pepikn avtomokpion, R = Aevolidopidn, Rd = Rd yopnyoduevn péxpt mv texunpinon g e€éMéng g vooov,
Rd18 = Rd yopnyoduevn ya < 18 koxAovg, SE = tomikd oedipa, T = Bakidopidn, VGPR = moAd KoAf uepikh avtandkpion, vs = EVavit.

¢H sapeon tyn Paciletor oty Kaplan-Meier ektipunon.
FTo 95% CI yio T Stdpeon tipd.

Y Bdogt tov poviéhov avaroyikdv kivdhivev tov Cox mov cuykpivel Tig Aertovpyieg kivdvuvov ot onoieg oyetiovat pe To oKkEAN

evdedetyuévov Depaneidv.

3 H tyn p Baciletar 610 un orpopatorompévo éeyyo log-rank tov dtapopdv kaurding Kaplan-Meier petof&d tov okehdv eviedetypuévov

Oepametdv.
¢ Atepguvntikd katonktikod onueio (PFS2)

" H didpeon TN givot  LOVOUETABANTH GTOTIGTIKN X®PIG TPOCUPUOYN Yo AOYOKPLGia.
& KaAvtepn a&loldynon g tekunplopévng aviandkpiong katd ) edon Oepomreiog g pedétng (yio opiopovs kabe kotnyopiog

avTomoOKpLoNG,
" Huepounvia anokonng dedopéveov = 24 Maiov 2013).

Agvoldopuidon oe cuvdvaoud pe peA@ardvn kKot tpedvilovn axoiovbovuevec and Bepaneio
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ovvtpnong o€ oofeveic mov dev eivor KOTAAANAOL Y10 LETOUOGYELOT

H ac@dielo Kot 1 omoteAeoaTikOTNTO TG AEVaAdopidng a&loloynnke o€ o edong 3
TOAVKEVIPIKT, TUYOOTOMUEVT, OITAG TVEAN peAétr (MM-015) pe 3 okéln acbevav mov ftav niwiog
65 etdv 1 dvo Kot eiyav kpeatviv) opod < 2,5 mg/dl. H periétn cvvékpive T AevaAidopion oe
oLvoLAGUO pe pehpaidvn kKot Tpedvilovn (MPR) pe 1 yopic Bepancio cuvinpnong pe Aevaiidopion
péxpL v e€EMEN ™G VOGOV, UE eKeivn TG LEAPAAGYNG Kat NG Tpedvi{ovng yia Eva péyleto 9
KOKAwv. Ot aoBeveic TuyaromomOnioay oe avaroyia 1:1:1 og 1 amd ta 3 okéAn Oepancioc. O1 acbeveig
TUYaoTOMONKOV pE oTpOUATOTOINOT avdAoya pe T nhkia (< 75 évavtt > 75 €T1dV) Kol TO 6TAd10
(ISS, Xtada I kon IT évavtt Zradiov III).

Avti 1 perétn diepedivioe  ypnon Bepaneiog cuvévacpod oo MPR (uedpardavn 0,18 mg/kg amod
oV oTOHATOG KOTA TS NUéEPES 1 Emg 4 emavarapPavopevev kikiwv 28 nuepmv, tpedvilovn 2 mg/kg
a6 TOV 6TOUOTOG KOTA TIC NUEPES 1 ém¢ 4 emavalapuPavouevmv KOKA®V 28 NuepOV Kot AevaAdouion
10 mg/muépa amd Tov oTOUATOG KOTA TIC NUEPES 1 Emg 21 emovalapfoavopevov KOKA®Y 28 nuepdv)
v Bepameia epodov, £m¢ kKot 9 khkhove. Acbeveic mov oAokAnpmacav 9 KiKAoVG 1| Tov dev
KatOpO®GOV Vo 0OAOKANp®DGOLV 9 KhKAOVG AOY® Un avoyng mpoydpnoav og Bepameia cuvtnpnong,
Eexvavtog pe Aevoidopion 10 mg and tov otopatog katd tig nuépes 1 €oc 21 emavarappavopevev
KOKA®V 28 nuepdv péypt v e&EMEN TG vOGOL.

To mpwTeEdOV KATAUANKTIKO OTUEID GYETIKA E TNV OTOTEAEGUATIKOTNTA OTN LEAETN NTaV 1 €mPicoon
yopig e&EMEN g vooov (PFS). Zuvolikd, 459 acOeveic evtdybnkav otn perétn, pe 152 acbeveic vo
tuyatonotovvtol € MPR+R, 153 acBeveic va tuyaiomotovvror o MPR+p ko 154 acBeveig va
Toyaomotovvtal o MPp+p. Ta dnpoypoaeikd ototyeio kot To oYeTILOUEVA LIE TN VOGO YOPUKTNPLOTIKA
TV ac0evov Katd v Evapén NTov KoAd 160pponNUEVA Kol 6T 3 GKEAN.

Yuykekpéva, mepinov 10 50% twv acBevadv mov evtdydnkay o kdbe oxEAoG elxe Ta axdAoVOA
yapaktnprotikd: otado I katd ISS kot kdbapon kpeatvivig < 60 ml/min. H didpeon niwio frav
71 ota oxéin MPR+R kot MPR+p ko 72 oto okéhog MPp+p.

e wa avédivon towv PFS, PFS2, OS pe nuepounvia amoxonrg tov Anpilio tov 2013, émov o S1dpecog
1POVOg mapakorolOnong yio 6Aa ta emPrdcavta dropa nTov 62,4 punveg, To amoTEAEcHAT TNG

peléng mapovoidlovrar otov [ivaka 8:

Mivakog 8. ZOvoyn Tov 0£601EVAOV GUVOLMKIG OTTOTELECUATIKOTTOS

MPR+R MPR+p MPp +p
(N =152) (N =153) (N =154)
PFS a&oroynpévn amd tov gpgovnt] -
(miveq)
Abpecog ypovog® yuo PFS, univeg 27,4 (21,3,35,0) | 14,3 (13,2,15,7) | 13,1(12,0, 14,8)
(95% CI)
HR [95% CI], ty) 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- (miveg)”
Adpecog xpovog® yuo PFS2, uveg 39,7(29,2,48,4) | 27,8 (23,1, 33,1)| 28,8 (24,3, 33.8)
(95% CI)
HR [95% CI], 7yun 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
Yovolkn empioon (Uveg)
Adpecog ypdvoc® yio OS, pufveg 55,9 (49,1, 67,5) | 51,9 (43,1, 60,6)| 53,9 (47,3, 64,2)
(95% CI)
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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

IMopakolovOnon (unveq)

Atdpeon T (min, max): 6A0t Ot
aocBeveiq

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

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

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

Avtamokplon 610 puéAope a&loroynuévn
a6 Tov epgovTi n (%)

CR 30 (19,7) 17 (11,1) 9 (5,8)
PR 90 (59,2) 99 (64,7) 75 (48,7)
Ytabep| vocog (SD) 24 (15,8) 31 (20,3) 63 (40,9)
Agv ekt Onke n avtamokpion (AE) 8(5,3) 4(2,6) 7 (4,5)

Awdpxkera avrandkpions (CR+PR)
a&roloynuévn amd tov epevvnTn - (MIvEQ)

Atéyieon Ty (95% CI) 26,5 (19,4,35,8) | 12,4 (11,2,13,9)] 12,0 (9.4, 14,5)

CI = dibotnpa epmiotocvvng, CR = nfipng avtomokpion, HR = Adyog enucivduvomtac, M = pedpordvn, AE = dev ektipnnke, OS =
ouvolkn emPioon, p = eikovikd eappoko, P = tpedvitovn, PD = e&€hén g vooov, PR = pepwcn avtandkpion, R = Aevaidopidn, SD =
otafepn vocog, VGPR = oAl kaAn pepkn avtamdkpion.

* H diapeon tipn PaciCeton otnv Kaplan-Meier extipnon.

“H PFS2 (éva dtepeuvntikd kataknktikd onpeio) opiotnke yio dhovg toug acbeveic (ITT) g 0 xpdvog and v tuyatonoinon péypt mv
évapén g Bepanciog katd tov poerdpatos (AMT) 3ng ypappng 1 o Bévato Yo GAOVG TOVG TVXUOTOHEVOVG aoBeVElg

Yrootypirtikés ueréteg veodioyvawadéviog mollamAod uvedouarog

[MpaypotomomOnke o avoikTiG ETGNIOVONG, TUYOLOTOUEVT, ToAVKEVTPIKT LeAETn pdong 3 (ECOG
E4A03) o€ 445 acBeveig pe veodiayvacOiy moramld poélmpo. 222 aobeveic Toyoomomnkoy 6to
oKELOG Aevoldopidng/de&apedalovng yopnAing doong kot 223 Toyotomomfnikay 6To GKEAOG
Aevardopiong/ de&opebaldvng cvviBoug 60org. Ot acbeveic mov TuyaomomOnKay 6to okEAOG
Aevaadopiong/ oe&apebalovng cuviBoug doomg Erafov Aevolidopion 25 mg/muépa, Tig nuépeg 1 mg
21 kdBe 28 nuépeg ovv de&opebalovn 40 mgMmuépa katd Tic nuépes 1 €wg 4, 9 mg 12 ko 17 €wg 20
K60e 28 nuépeg Yo Toug TPAOTOVS TEGGEPLS KUKAOVG. Ot aieBeveic mov Tuyonomombnkayv oto okélog
Aevaridopiong/deapefalovng xouning 66ong Erafav AevaAidouion 25 mgMmuépa, tic nuépes 1 £mg 21
KOs 28 nuépeg ovv deEapebalovn xouning d6ong — 40 mg/Mmuépa Katd tig nuépeg 1, 8, 15 won 22 kébe
28 nuépeg. Xy opddo Aevairdopidng/de&apedaldvng youning 66ong, 20 acBeveig (9,1%) eiyov
TOVAGYLOTOV [ S1okomn TG 800N G og ohyKpion Le 65 acbeveic (29,3%) oto okélog Aevoldopidng/
deEapefalovne cuvnBovug doonc.

e o post-hoc avdivon, Ttapoatnpnnke xouniotepr Bvnolpndt o 6To oKEAOG
Aevaidopidng/de&apuedaldvng yauning d6ong 6,8% (15/220) ce cuYKpLoN LE TO OKELOG
Aevarrdopidong/degapefaldvng cvviBovg doomg 19,3% (43/223), otov tAnbuopd twv acbevav pe
veodloyvwoBEV TOAMATAO LOEA®LLE, Le dtapeoT) mapakoiovdnon 72,3 efdopddmv.

Qo61600, Yo peyardtepn mepiodo mapakorlovdnong, n dtpopd ot cLVOAIKY emPior VP TG
Aevaldopiong/de&apefalovng younAng d6ong Teivel va LELOVETOL.

ToALomlo uvédwuo ue tovidyiotov uio wponyovuevy Oepomeio,

H amotedeopaticotnta kot ac@dieio g Aevoidopiong agloloyndnkoy ce 000 TOAVKEVTIPIKES,
TUYOLOTOUNHEVES, SUTAEC-TVQAEC, EAEYYOUEVEG LLE EIKOVIKO PAPLOKO, ELEYYOUEVES LLE TAPGAANAN oudda
perétec eaong 3 (MM-009 kow MM-010) tng Bepomeiog pe Aevoidopion kot de&opedalovn Evavtt g
povoBepamneiog pe deSapefaldovn, oe aoheveic Le TOAAOTAS LLEAW®LLL TTOV ELYOV TPOTYOLLEVMG
vrtoPAndei o Oepaneia. Amod Tovg 353 acbeveig otig peléteg MM-009 ko MM-010 6touvg omoiovg
yopnynOnke Aevahdopion/deEapedalovn, to 45,6% frav nhikiog 65 eTdv Kot dve. Amd tovg 704
acBeveig mov a&lohoynOnkay otic perétec MM-009 koauw MM-010, to 44,6% ftav nAikiag 65 eT@v Kot
vo.

Kai o11g 600 perétec, o acbeveic oty opddo Aevaidopiong/deapefaldovng («rev/deéy) éhapav 25 mg
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Aevaardopiong amd Tov oTopToGg Ao nuepnoing Katd Tic nuépes 1 émg 21, kot £va avtiotoryo
KOWEKLO EIKOVIKOD QApIAKoL Graé nuepnoiong katd tig nuépes 22 £mg 28 kdbe kokiov 28 nuepmv. Ot
acOevelg oty opdda grkovikov pappdakov/de&apedalovng («placebo/deéy) éhapav 1 kaydkio
EIKOVIKOV poppaKov Katd Tic npépes 1 €mg 28 kdbe kdrhov 28 nuepdv. Ot acbeveic kot otig VO
opadeg Bepameiog Erafov 40 mg de&apebalovng amd Tov oTopTog Aol nuepnoing katd Tig nuépes 1
€04, 9 émg 12 ko 17 émg 20 kdOe kdrchov 28 nuepdVv Yo Tovg TpdToVG 4 KOKAoLS Bepaneiag. H d6on
g 6e&apebalovng peindnke ota 40 mg and Tov oTOUATOG Ao NUEPNGINS KoTd TIc Nuépes 1 mg 4
K0 KOKAOL 28 NUEPOV PETA TOVS TPADOTOVS 4 KhKAOVG Bepameioc. Kot otig 600 peréteg, n Bepomeio
TPOYPAULOTIOTNKE VoL GLVEXLGTEL pEXPL EEMENC TG vOoov. Ko otig 800 perétec, Tpocsapoyég g
00N NTOV EMTPENTES, PACEL TGV KMVIKADV KOl EPYACTIPLOKDV EVPTLLATOV.

To TpTEHOV KATOANKTIKO GNUELD GYETIKA LLE TNV OTOTEAEGLOTIKOTNTO ITAV KOt OTIG dVO HEAETEG O
xpovog péxpr v e€EMEN (TTP) g vooov. Zvvolikd, 353 acBeveic a&loloynOnkoav ot perétn MM-
009, 177 otnv opado «Aev/deby» kat 176 otnv oudda «placebo/deéy. Zuvolikd, 351 acbeveic
a&loroynOnkov ot perétn MM-010, 176 otnv opdda «rev/oeéy» kou 175 otnv opddo «placebo/deéy.

Ko o11g 600 perétec, to Snuoypoapikd Kot To oYETILOUEVE LE T VOGO YOPOKTNPIOTIKA KOTd TV Evapén
nrav cvykpioyo LETaED TV Opddwv «Aev/dely kot «placebo/dedy. Kat o1 dvo minbucpol acBevav
glyov d1Gpeon nAikio 63 etdv, pe Guykpioun avoroyio peta&d avopmv Kot yovoukov. H katdotaon
amodoong katd ECOG (Eastern Cooperative Oncology Group) ftav cuykpicyn peta&d tov 0o
OpAd®V, OTTMG Kl 0 aplBUAG KOl O TUTTOG TV TPOYEVESTEPMV Depanei®v.

Ex TV Tpotépmv TpOoypaUIOTIOUEVEG EVOIAUETES OVAADGELS KOl TV 600 LEAETMV KaTede1Eav 0TI
«Aev/de&y NTavV GTATIOTIKA oNUOVTIKA avdTtepn (p < 0,00001) and T de&apebaldvn povo, avapoptd
LLE TO TPMTEVOV KOTOANKTIKO onpeio oxetikd pe v amoteheopaticotnta, TTP (Sidpeon didprela
maparxorovdnong 98,0 efoopddes). To m0G00Té TANPOVS AVTATOKPIGNG KOl GUVOAIKNG OVTOTOKPLIONG
0T0 OKEAOG «AEV/deb» MTav emiong onpavTikd YNAdTEPO amd 6,1t 610 6KEAOG «placebo/6e&y Kot oTig
d00 peréteg. Ta amOTEAEGLOTO OVTMV TV AVOADGEDMY 00N YNNGV KOTO GCUVETELN GE ATOKAALYT] TOL
Bepomevtion okéAOVG Kal TV 600 PEAETMV, £T01 MGTE Ol acbeveig Tng opuddog «placebo/deé» va
puropécouvy va AdPouvv Beparmeia e T0 GUVOVAGHO «Aev/dey.

Ae&NyON o avaAVGT OTOTEAECHOTIKOTITOG, TOPATETOUEVIC TOPAKOAOVONOTG, e dtdpeon
napaxorovdnon 130,7 gfdopddwv. O ITivakas 9 cuvoyilel To AmoTEAEGUOTO TOV OVOADCEMV
TOPAKOAOVONONG TNG ATOTEAECUATIKOTNTAG — KOWEG pedéteg MM-009 kot MM-010.

& aLTNV TNV KOWN 0VAALOT TOPATETAUEVT|S TapaKoAoVONnong, To dtdpeco TTP Nrav 60,1 efdouddeg
(95% CI: 44,3, 73,1) otovg acbeveic mov Edafav Bepancia pe «hev/6e&» (N = 353) évavt 20,1
gBoopadmv (95% CI: 17,7, 20,3) otovg acbeveic mov EhaPav Bepameia pe «placebo/de» (N =351). H
ddipeon emPimon ywpig e€EMEN g vooov (progression free survival) ftav 48,1 efdopddes (95% Cl:
36,4, 62,1) otovg acbeveic mov Erafav Oepaneio pe «rev/dedy» Evavtt 20,0 efdopddwv (95% CI: 16,1,
20,1) otovg acBeveic mov Erafav Oepancio pe «placebo/deéy. H dudpeon didpketo g Oepameiog nrav
44,0 efdopadeg (ehdyoto: 0,1, péyioro: 254,9) yio «hev/deby» kan 23,1 gfdopddeg (edyioto: 0,3,
péyoro: 238,1) yia «placebo/del». Ta mocoostd TAnpovg aviandkpiong (complete response, CR),
pepikng avtamdkpiong (partial response, PR) kot cuvoAikng avtandkpiong (CR+PR) 610 6kélog
«Aev/deEy TOPAUEVOUV CTUAVTIKA DVYNAOTEPO OO 0,TL 6TO OKEAOG «placebo/dely» kan 6TIg 600 HeAETEC.
H didpeon suvolikn enifioon 6ty avaAvon TOPOTETOUEVIG TOPOKOAOVONOTG TOV KOOV UEAETMV
etvon 164,3 gfdondadeg (95% CI: 145,1, 192,6) otovg acBeveic mov EhaPav Oepaneia pe «Aev/dely»
évavtt 136,4 gfdopadec (95% CI: 113,1, 161,7) otovg acbeveig mov EraPav Bepaneio pe
«placebo/6eé&y. Tapd to yeyovog 6t 170 amd toug 351 acbeveic mov tuyaiomomdnkoy o
«placebo/de&y Elafov AevaAldopidon petd v eEEMEN TG VOGOV 1| LETE TNV OTOKAALYT] TOV
0epamEVTIKOD GKELOVG TOV PEAETMV, 1) KOV OVOAVOT] TNG GUVOMKNG eMPimong KatédelEe Eva
OTOTIOTIKA ONUOVTIKO TAEOVEKTN IO EMPBiwong Yio T «Aev/6eé» o oyéon e to «placebo/deEy» (HR =
0,833, 95% CI =[0,687, 1,009], p = 0,045).

MMivakag 9. ZOvoyn TV 0TOTELEGUATOV TOV AVIALVGEDV UTOTELEGUATIKOTNTAS 0.TO TNV
NUEPOUN VI ATOKOTNG Y10 TAPOUTETOUEVT] TAPAKOAOVON O — Kowvég peréteg MM-009 ko

MM-010 (qpepopnvieg amokomig 23 Ioviiov 2008 ko 2 Maptiov 2008, avricToyya)
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Kotainktiké onpeio hev/ogg placebo/dgg
(N =353) (N =351)
Xpovog péypr to cvppav HR [95% CI], Tyun} p*
Xpovog péypt v eEEMEN 60,1 [44,3, 20,1 (17,7, 20,3] 0,350 0,287, 0,426],
Adpeon tipn [95% CI], 73,1] p <0,001
eBodondodec
EmBioon yopic eEEMEN g vooou 48,1 20,0 [16,1, 20,1] 0,393 [0,326, 0,473],
Atdpeon tipn [95% CI], efdopades | [36,4, 62,1] p <0,001
Yvvoikn emPioon 164,3 136,4 [113,1, 161,7] | 0,833 0,687, 1,009],
Atdpeon tyun [95% CI], efdopadeg | [145,1, 192,6] 75% p=0,045
INocoo16 cuvoriknic emPicoong 1 82%
£€tovg
IMocoot6 avramdkpiong AobY0g 09p£hovg [95%
CI1], T p°
ZuvoAIKT avTomdkpion [n, %] 212 (60,1) 75 (21,4) 5,531[3,97,7,71],
M png avtamokpion [n, %] 58 (16,4) 11 (3,1) p <0,001
6,08 [3,13, 11,80],
p <0,001

@ Apginhevpog Eleyyog log rank yia o0ykpion kapmvidv emPioong peta&d opddov Oepomeiog.
B Apginkevpog éleyyog chi-square pe 810pbwon cuvéysiag.

Olwdec Aéupwuo,

AUGMENT - CC-5013-NHL-007

H amotelecpotikdtnTa Kot 1 ao@AAELo TG AEVOAISOUIONG 6€ GUVOLACKUO LE PITOVEUAUTN EVOVTL TNG
PLTOVELAUTNG GUV €1KOVIKO Ppdprako a&loloyhOnkay oe acbeveig pe vrotpomdlov/avOektiko iNHL,
ocopneprrapfovopévov OA, Gg L0 TOAVKEVIPIKT, TUYULOTOMUEVT, SITAG TOPAN, EAEYXOLEVN LEAETT
¢@bong 3 (CC-5013-NHL-007 [AUGMENT])).

YvvoAikd 358 acBeveic nlikiog TovAdyiotov 18 etdv pe 1otohoyikd emPePformpévo AOZ 1 pe OA
BaBpov 1, 2 1§ 3a (CD20+ Baoet e€€taomng kuttapopetpiog pong 1 1oToyNkng eEétaonc), Ommg
a&lorloynOnkay omd Tov pguvnT 1 ToTIKO TABOAOYOUVATOLO, TVYOOTOMONKAY o€ avaroyio 1:1. Ta
aropa etyov AaPel Oepaneio 610 ToPeAOOV e TOVAAYICTOV Hiol TPOTYOVUEVT] GUOTILOTIKN
ymueobepamneio, avocobepaneia | Guvovacud ynueiodepaneiog kot avocobepamnsiog.

H Aevaridopidn xopnyndnke and tov otépatog o€ 20 mg draf nuepnoing yo tig tpdtes 21 nuépeg
eMOVAAAUPAVOLEVOV KOKA®Y 28 NUepdV Yo, 12 KOKAOVE 1| LEXPL TNV ELPAVIOT U1 OTOSEKTNG
to&otntag. H d6om g prrov&ipuapmne nrov 375 mg/m2 kdéOe efdopdda otov kokro 1 (nuépeg 1, 8,
15 ko 22) ko v nuépa 1 kabe kdrkhov 28 nuepmv omd tov KikAo 2 £m¢ tov kKOKAo 5. OAot ot
VTOAOYIGHO1 60G0A0YIAG Yia TN prrovéaunn Bacionkav oty emipdveln copoatoc (BSA) tov
acBevoig, e yxpfon Tov TpayHaTIKOV Bépovs Tov achevoic.

Ta dnpoypaikd ctoryeio kot To oxeTILOUEVE LE T VOGO YOPOKTNPICTIKA TOV aoOeVaY KOTd TNV
évapén Ntov mapdpoe petaéd tov 2 opddwv Bepansiog.

O TpoTEL®V GTOYOG TNG LEAETNG NTOV VO SLYKPOEL 1 AOTELEGLOTIKOTNTA TNG AevaMOOUidng o€
GLVOVLAGHO WE PITOVEIUAUTN LE TNV TOTEAEGLOTIKOTITO TG PLTOVEUAURTNG GVV EIKOVIKO QAPLOKO GE
aropa pe vrotpomalov/aviektikd OA Babuov 1, 2 1 3o AOZ. O tpocsdiopiopog g
anotelecpatikotrag faciotnke otnv PFS g 10 mpmtedov katainktikd onpueio, dnwg agloroynnke
aro v IRC pe ypion tov kprmpiov tov 2007 g Aebvoic Opddag Epyacioc IWG) aAld ympic
topoypapia ekmopunng moltrpoviwv (PET).

O1 devTepeHovteg GTOYOL TNG LEAETNG NTOV VO GLYKPOEL 1| aoPAAeln TG AevOoMdopIdNG 6€ GLVIVLAGUO
LE PITOVELAUTN LE TNV ACPAAELR TNG PLITOVEIUAUTNG GUV EIKOVIKO dprako. AALot devutepedovTeg

6TOYOL NTAV VO GLYKPLOEL 1 ATOTEAEGLOTIKOTITA TNG PLTOVEUAUTNG GLV AEVOALOOUION pE TNV
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OTTOTELEGLLOTIKOTITA TG PLTOVEILAUTNG GLV EIKOVIKO QApPLOKO, e Bdon Tig akdAovBeg GALES
TOPAUETPOVG OMOTELEGUATIKOTITAS: ZVVOAKO T0G06TO avtamokpiong (ORR), mocootd CR kot
dudpketa avramodkpions (DoR) katd IWG 2007 ywpig PET ko OS.

Amoteléopata omd Tov GuVoAKO TANOLGUO, cupmepiAapfavopévov TAnBuepod pe OA kot AOZ,
éoe1&av 011 o€ drqpeon mapakoAovdnon 28,3°unvav, 1 LEAETN EKTANP®VE TO TPMTEVOV KOTOANKTIKO
onpeio g PFS pe Aoyo emkivduvotnrag (HR) (Stdotnpa epmotoodvng [CI]) 95% 0,45 (0,33, 0,61)
i p <0,0001. Ta amoteAéopoTo TG AmTOTEAEGHOTIKOTNTAS atd TOV TANOVGUO pe oldhdeg Aéppmpa
napovctalovrol otov mivaka 10.

Mivaxag 10: Mepiknyn TV 0£00UEVOV UTOTELEGRATIKOTTOS Y10 TO 0LMOEG Aéppopa —
Melétn CC-5013-NHL-007

OA
(N =295)
AgvaMdopion kot Ewovikoé edppoxo
Prrov&uaumn kot Prrov&uyuapmn
(N'=147) (N = 148)

Empioon yopic e£EMEn g vocov (PES) (kavoves amokomi)g oedopévov kata EMA)

Aapeon PFS* (95% CI) (uqvec) 39,4 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, kpurpia ovTomdKpiong
IWG 2007)

95% CI”"
apng 51(34,7) 29 (19,6)
avramokpion’, n (%) (27,0, 43,0) (13,5, 26,9)
(IRC, kpurpio aviondkpiong
IWG 2007
95% CI°*
AGpkero avtomokpiong® (Sudpeon) 36,6 15,5
(mveg) (24,9, AE) (11,2, 25,0)
95% CI*
Tovohki emPioon”* (0S)
[Mocootd OS ota 2 £ 139 (94,8) 127 (85,8)
% (89,5, 97,5) (78,5, 90,7)

HR [95% CI] 0,45 (0,22, 0,92)°
HoapaxoiovOnon
Aidpeon didprela maparkorovdnong 29,2 27,9
(min, max) (Ufvec) (0,5, 50,9) (0,6, 50,9)

“ Audipeon extipnon and avéivon Kaplan-Meier.

PO Moyog emkvduvoTTAG KNt TO SIAGTNUO, EUTIGTOGHVIG TOV EKTILHONKOV 0O 1) GTPOUOTOTOMUEVO LOVTELD OVAAOYIKOV KIVSHVMV
tov Cox.

YTy p omd €heyyo log-rank.

3 To §evTEPEVOVTO KOl SIEPEVVNTIKG KOTOANKTIKG oMpeio Sev eivan eheyyOpeva KaTd. a.

* Me Sidpeon mapakorovdnon 28,6 unvav, vapyav 11 8dvatot 610 okérog R? kat 24 Bavotol 6To GKELOS EAEYYOV.

° Akp1Pég SaoT O EUTIGTOGHVNG Y10 SIOVULIKT) KOTAVORT.

Olwoec Aéupmwua yio, acbeveic avlextikodc oty pitovliuounn

MAGNIFY - CC-5013-NHL-008
YuvoAkd 232 dropa nAkiog TovAdyiotov 18 etdv e 1otoloykd emPefaropévo OA (Babuov 1, 2,
3a 1 AOZ), 6mwg a&loroyndnkay and Tov epeuvnty 1| TomKd todoloyoavatdpo, evidydnkay otnv
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nepiodo apyng Bepameiog pe 12 kdrhovg Aevaidopiong cvv prrov&ydpmn. Ta dtopa wov
nétuyav CR/CRu, PR 1 SD éwg t0 téAh0g g meptddov Bepameing epddov Tuyaiomombnkoy yo vo
gioayBovv otV mepiodo Bepameiog cvvimpnone. Ola ta dtopa Tov gvidydnkoy éxpene va giyov

AdPel 6to TapeAOGV TOLAGYIOTOV Lo TPOTYOVLEVT] GLGTNOTIKY Ogpameio Katd TOV AEUPOLOTOG.
Ye avtifeon pe ) perétn NHL-007, n pedétn NHL-008 nepiddppave acbeveic mov ntov
avOekTikol otn prrov&ydpnn (ywplg avtamdKplon 1 VIOTPOTLaGAY VIO 6 Unvav Bepameiog pe
PLTOVEAUTN 1) NTOV aVOEKTIKOTL KO OT pITovEIAUTT Kot 6TN ¥nuelodepansin).

Kozd ) d1dpkeio tng meptodov Oepameiog epoddov, yopnyndnke Aevaiidouion 20 mg tig nuépeg 1-
21 emavoroppavopevev KOkAmv 28 nuep®mv Yo £o¢ kot 12 KOKAOVG 1] HEXPL TV EUGAVIOT U
AOOEKTNG TOEIKOTNTOG 1) TNV amdovpo TG cvykatdfeong 1 v e€EMEN g vocov. H doom g
prrovéudpmng frov 375 mg/m? kébs efdopddo otov kvkho 1 (Muépeg 1, 8, 15 kot 22) ko Ty
nuépa 1 kabe devtepov KuKAOL 28 NuepdVv (KOKAoL 3, 5, 7, 9 ko 11) g ko yio 12 kdKAovg

Oepanciog. Olot o1 vToAoYIGUOL docoAOYiaG Yo T prrovéudunn facicTnKay TNV ETLPAVELL
ocopatog (BSA) tov acbevoic kot 1o mpaypatikd Tov Bapoc.

Ta dedopéva mov mapovstdlovral facifovtal 6€ Lo evOLAUESN AVAALGCT TOV ETIKEVTPMOONKE GTNV
nepiodo Bepameiog epddov evog okélovg. Or tpocdiopiopol tng anotedeopatikotnTos Pacioviot
0610 ORR «otd BEATIOT OVTOTOKPIOT (OC TPWTEVOV KOTOANKTIKO GNUEID, LE XpNOT H0G
TPOTOTOINoNG TOV Kprtnpiov avtamdkpions tov 1999 g Aebvovg Opadog Epyaciog (kprmpla
avtanokpiong IWG). O devtepevmv otdx0g 1o Vo a&lohoyndodv GALeg TopapeTpoL
AMOTEAEGHOTIKOTNTOG, O™ 1) DOoR.

MMivokog 11: Mepiinyn TOV 6VVOMKAOV d£GO0UEVOV ATOTELEGPUOTIKOTNTOS (TEPTI0OOG

Oepaneiog £pddov) — perétn CC-5013-NHL-008

O\a ta dropa Atopa pe OA
XHvolro AvBekTiKOTN- AvOexrt- 2ovoro | AvBektucotnta | AvBex
N=187* ToL OTN Ko TOL N=148 o TIKOTN
prrov&papmn: om prtov&iuaumn: | ta ot
N prrovét- Naw pLTovét
N=77 pépmn: N=60 pépmn
Oxn :
N=110 Oy
N=88
ORR, n (%) 127 (67.,9) 45 (58.4) 82 (75,2) | 104 35(58.,3) 69
(CR+CRu+PR) (70,3) (79,3)
CRR, n (%) 79 (42,2) 27 (35,1) 52 (47,7) | 62 (41,9) 20 (33,3) 42
(CR+Cru) (48,3)
Ap1Opog N=127 N=45 N=82 N=104 N=35 N=69
OVTOTOKPLOEVT®
v
% aTOPOV pe 93.0 90,4 94,5 94,3 96,0 93,5
DoR P (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 pnves (95%
CIn?
% aTOpOY B 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,(

DoR ?
> 12 mjves (95%
Chn?

CI = dibotnpa gpmiotocvvig, DOR = dudpketa aviamdkpiong, OA = olddeg Aéppopa
“O mAnBuopdg TPOTOYEVODG avaluong o avth T neAéTn eivar TAnOvopdg a&lohoynopos Yo amotedespatikotnte €podov (IEE).

P Q¢ Siaprern avromokpiong opiletat o xpévog (LVeS) amd TV apyikh aviomokpion (tovhdyiotov PR) og Ty tekpumpiopévn EEMEn
™G vOGoL 1) Tov 0AvoTo, OO0 TPOKLYEL TPMTO.
"Ta otatiotikd otoyeio Aednkav pe ™ pébodo Kaplan-Meier. To 95% CI Bociletar otov tomo Greenwood.

Inpewwoets: H avaivon mpaypatonoteitotl povo yio dropa mov £xovv emttvyet PR 1 koadvtepn avtamdkpion Hetd v nuepounvio



TPAOTNG d00NG TG Oepanciog epddov kat Tpv and omoladnmote mepiodo Bepameing cuvripnong kot kae enaxdrlovdn Oepomeia KoTd
TOL AEpQOUOTOG 6TNY TTEPi0d0 £pddov. To 1060010 Paciletor 6TOV GLVOAKS OPLOUO AVTATOKPIOEVTOV.

Ioudratpikdc tAnfvoudc

O Evponaikog Opyaviepog @apudxmv (EMA) €xel ddoet €111 Y10 TO TPOidV OmaAAayn Yo TO
(QOPLOKEVTIKO TTPOTOV OvVaPOPEG TTOV TTEPLEXEL AEVAAIOOUION, 1) omoinl 10X VEL GE OAEG TIC
VIOKOTIYOPIEG TOV TS TPIKOD TANBVOHOV Y10 VEOTAUCUATIKEG TOONGEL amd dpipo B-
Kottapo (PAERE Topdypapo 4.2 Yo TANPOPOPieg GYETIKA [E TV TOdATPIKN (PToT).

5.2 ®oppokokivnTiKES 1O10TNTEG

H Aevaiidopion éxet €va aoOUIETPO ATOMO AVOPAKO KOL LTOPEL GUVETMG VO VITAPYEL LE TIG
onTikd gvepyég popeég S(-) ko R(+). H Aevaidopion mapdyeton g paxepxod piypo. H
Aevoldopidn eivor yevikd mepIoGOTEPO SOAVTI GE OPYOVIKODS SOAVTEG AAAY epOvIlel T
péyrom sAvtdtra o oo 0,1 N HCI.

Amoppdonon

H AevaAidopidn amoppo@dtol ypRyopo LETE TV 0t0 TOV GTOUATOG XOPNYNOT| O€ VYIEiC e0eAoVTES,
VIO GLVONKES VNOTELNG, LE TIG LEYIOTEG GLYKEVIPAGCELS 6TO TAAGHA va gppavifovtal peta&oy 0,5 ot
2 opdV petd ) My g 06onc. Le acbeveic, kabmg Kot og vyieig eBehovTéc, 1 péylo
oLYKEVTP®OTN (Cax) KO 1] TEPLOYN KAT® OO TV KAUTOAT ¥pOvov cvykévipwong (AUC)
avEAVOVTOL AVOAOYIKA LE TIG avénoelg ot 600T. Ot ToALATAES 600ELS SV TPOKAAOVY GNUOVTIKY|
GLGGMOPEVCT] TOL POPLOKEVTIKOD TPOIOVTOG. LTO TAAGLLA, Ol GYETIKEG ekOETELS TV S- kot R-
EVOVTIOLEPWV TNG AEVAAIOUIONG NTaY TEpimov 56% kot 44% avTioToiy™G.

H ovyyopriiynon poli pe éva yedpo vynid og Almog kot vynAd oe Beppidec og vYieic eBehovTég
peumvel to Pabpd amoppoenong, 0dMymvTag o€ Lo peimon mepimov 20% oty meployr] Katw amd
TNV KOPmOAN ovykévpwong-ypovov (AUC) kot 50% peiwon ot Cuax TOV TAGCHOTOC. Q26TO00,
OTIG KUPLEG SOKIUEG EYKPIONG TOALOTAOD HVEADUOTOG OOV TPOGILOPIGTNKAV M
OTTOTELEGLLOTIKOTITA KoL 1) ALOQAAELD, Y10l TN AEVOAMOOWUION, TO QUPUUKEVTIKO TPOTOV Yopnynonke
ave&aptnra and v tpdoinym tpoeng. Etor, n Aevalidopidn pmopei va yopnynbei pe 1 yopig
POON.

Katavoun

H in vitro 8écpevon g (*C)-Aevaldouidng otig npoteiveg TAdouaTog RTav yaunin pe péomn
déopevon otic tpwteiveg TAdopatog 23% kot 29%, o aoeveic e TOAALATAG puéhmpa Kot VYLEic
ebehovTéC avTioTOlY MG,

H Aevoldopidn eivon mapovca oto avBpadmvo orépua (< 0,01% tng 6omg) petd

YOPNYNOT ME/MUEPO KOL TO PAPUAKEVTIKO TPOTOV EV OVIXVEVETOL GTO GTEPLA EVOS VYLOVG ATOLOV 3

NUEPEG HETA TN dlakomh TG ovoiag (PA. mapdypapo 4.4).

Blopetooynuotiopog Kot amofoAn

To anotedéopata omd in vitro PeAETEG LETAPOAIGLOD GE 0VOPAOTOVS KATASEIKVOOVY OTL M
Aevoldopion dev petoPolriletar amd ta Evivua Tov Kutoxpdpetog P450, yeyovdc mov vrodeikviet
OTL 1 YOPNYNOT AEVOADOLIONG E QUPHOKEVTIKA TPOTOVTA T 0ol avaoTEAAOLY TaL Vi TOV
Kutoypmpatog P450 dev etvon mbovo va mpokahésel OAANAETIOPACELS GTO LETAPOAIGHO
QOPLUKEVTIKOV TPOTOVTOV 6TOV AvOpmmo. In vitro peléteg KOTadEUKVOOLV OTL 1] AEVAALSOION dev
éxer kopia avaotaltikn opdon eni tov CYP1A2, CYP2C9, CYP2C19, CYP2D6, CYP2EL, CYP3A
N UGT1A1. Qg ek tovTov, n AevaAidopion sivorl anibovo va TpoKoAEoel KAVIKO OTLOVTIKEG
OAMNAETOPAGEIS POPHAKEVTIKAOV TPOTOVTOV GTOV GUYYOPTYEITOL LLE VTOGTPOUATO GVTMV TOV
evlopov.

Meréteg in vitro detyvouv 011 1 Aevaldopidn dev gival vTOGTPOUA TNG OVOPOTIVIG TPWTEIVIG
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avtiotoong kopkivov tov pootod (BCRP), twv molvavlektik®dv o odppoxa tpoteivov (MRP)
petagopdc MRP1, MRP2 ) MRP3, twv petagpopémv opyavikav avioviov (OAT) OATI ko
OATS3, tov moAvmentidiov petapopdg opyavikav avioviov 1B1 (OATPIB1), tov petagpopénv
opyavikedv Katidvieov (OCT) OCT1 kar OCT2, g npmteivng eEdOnong moALATAGY @apuiKmv
kot toévav (MATE) MATE] kot tov Kovotopmy PeTapopémv opyovik®y katidviov (OCTN)
OCTNI a1 OCTN2.

Mehéteg in vitro delyvouv 0Tt 1] Aevalidopion dev €xel Kapio avaoTolTikn dpdor et g
avOpomvng avtiiog anékkpiong yolMkav addtov (BSEP), thng BCRP, tng MRP2, tov OAT1, tov
OAT3, oo OATP1B1, oo OATP1B3 xa1 tov OCT2.

To peyoddtepo pépog e Aevaiidopiong omofaiietar ota ovpa. H cuvelopopd g anékkpiong
SLOUEGOV VEPPDV GTNV GLUVOALKT KABOPGT, GE GTOLO LLE PUGLOAOYIKT VEPPIKT AELTOVPYIO, NTOV
90%, pe 10 4% ™G AeVaAOOUIdNG VO OTOBAAAETOL GTOL KOTPAVAL.

H AevaAdopidn petaporilerar o mepropiopévo Padud, kabng to 82% g d6ons amekkpiveTot
apetapinto ota ovpa. H vdpo&u-Aevaiidopion kot 1 N-akeTuAO-AEVOASOUIOT OVTITPOCHOTEDOVY
70 4,59% ko 10 1,83% 1tng amekkpvopevng d06ong avrtiotorya. H veppkn kdbapon g
Aevodopiong vrepPaivel To puOUd omEPAPATIKNG S1ONONG Kol ETOUEVMG EKKPIVETOL
TOVAGYLOTOV EVEPYMG GE KATOoV Badud.

e docelc Tov 5 mg 25 mg/Mmuépa, n nuiocsto {on oto TAdoua ivol Tepimov 3 dpeg o€ VYIEG
eBehovtég kot xopaivetar omd 3 €mg 5 dpeg o€ aobeveig e TOALATAS LVEA®LLOL.

Huxiopévol

Agv &yovv de&aybel KAMviIKEG LEAETEC OMOKAELGTIKG Y10 TNV 0EOAGYNOT TNG POPLOKOKIVITTIKNG
™G AEVOASOLIOTG 6TOVG NAIKIOUEVOVG. O POPUOKOKIVITIKEG aVOAVGELS TOL TANBLGLLOD
meplerdppavay acbeveic pe niikieg wov kopaivovtay amd 39 £mc 85 eTdv KoL VTOSEIKVVOVY OTL T
nhkia dev exnpedlel v KaBoapon g Aevardopiong (éxbeom oto mhdopa). Kabag ot
nhkiopévol acbeveig etvarl mbovotepo va tapovotdlovv petwpévn veppikr| Asttovpyia,
QTOTEITOL TPOCOYN KOTA TNV ETIAOYN TNG dOGOAOYING KOl GUVIGTATOL 1] TUPOKOAOVONGN TG
VEQPIKNG AerTovpYyiog.

Neopikn dvcAetrtovpyio

Ot opHoKOKIYNTIKEG 1010TNTEG TNG AEVOALSOLIONG peEAETNONKAY GE ATOMLO LLE VEPPIKY
dvodettovpyio Adym KaronBwv Kataotdoewy. Ze autr] T HEAETY], dVO péBodot ypnoionomnkoy
YloL TNV KATNYOPLOTOINGN TNG VEPPIKNG AEtTovpyiag: petpnonie n kabopon Kpeatvivig amd ovpa
24mpov ka1 vroloyiotnke N kdbapon kpeotvivig amod v e€icmon Cockeroft-Gault. Ta
AOTEAEGLLOTO, VTTOSEIKVVOLY OTL KABADG 1) vEPPIKN Aettovpyia peidvetot (< 50 ml/min), 1 GUVOAKT
KGOapomn g AeVOAMSOLIONG HEIMVETAL avOLOYIKE, TpoKadmvTag (o avénon oty AUC. H AUC
avENonke katd mepinov 2,5, 4 kol 5 opég o dropa pe pétpra veppikn duciettovpyia, cofapn
VEQPIKN SVGAELTOVPYIN KOt TEMKOV GTASI0V VEPPIKT VOGO, OVTIGTOLY, GE GUYKPLION LE TNV OLAd0
OV GLVOVOLE ATOUN LE PLGIOAOYIKT VEPPIKT AEITOVPYIO KO ATOLOL LLE IO VEQPIKN
dvodettovpyio. H nuioeia {on g Aevaldopidong avéndnke and mepimov 3,5 dpeg 6€ ATopa. e
Kk@Bapon kpeatvivng > 50 ml/min o€ TeP1ocdTEPO AMO 9 OPEG OE ATOWN LE PELOUEVT] VEPPIKN
Aertovpyio < 50 ml/min. Evtovtoig, n veppikn dvciettovpyio 6gv HeTéPare TNV 0O TOL GTOLOTOS
amoppdenon g AevaAldopidng. H Crax TOV TOpOUOL0L LETAED VYLDV OTOUOV KOl 0G0eVAV e
veppkn duciettovpyia. [epimov 10 30% TOL PAPLAKEVTIKOD TPOTOVTOC GTO GMWN ATOUAKPVUVOTKE
KaTd T Stdpkela pag epama 4-mpng cvvedpiog arpokaboponc. Ot GUVIGTOUEVES TPOGOUPLOYES
g 060MG o€ aoBeVeic [le VEQPIKT SOVGAEITOVPYIO TEPLYPAPOVTUL OTNV TOPAYPOPO 4.2.

Hratikn duciettovpyio

Ol QOPHOKOKIVITIKEG AVOAVGELS TOL TANOLGLOD TEpteldPfovay aoOEVEIC |LE NTI0 NTOTIKY
dvorertovpyia (N = 16, oAixn yorepvlpivn > 1 g < 1,5 x ULN 1} AST > ULN) Kot vodgtcvoovv
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OTL 1 Yo ATk SucAgrtovpyia dev ennpedletl v KadBapor g Aevotdopidng (éxbeom 610
mAdoua). Agv vdpyovv drabéoipa dedopéva yio acbeveig pe pétplo Emg Gofopn NIaTIK
dvuciettovpyia.

AMLOL £VOOYEVEIC TOPAYOVTEC

O1 QAPUAKOKIVIITIKES OVAADGELG TOV TANOVGLOD VTOJEKVHOLV OTL TO SOUATIKO Bapog (33 - 135
kg), To VAo, 1 LAY KOl O TOTOG TV ALUATOAOYIKMV KAKONOEIDV dEV £XOVV KAIVIKG GNUOVTIKY|
enidpaon oty kdBapon g Aevaidopiong oe eviAikeg acbeveic.

5.3 Ipoxivikd dgdopéva yio TNV ac@diero

Mo perémn gpPpuikng avantoéng devepynnke oe mnovg 6Tovg omoiovg yopnyndnike Aevoidopion
o€ 60o¢1g amd 0,5 ko péypt 4 mg/kgmuépa. Ta eopHUATO OO T GVYKEKPLUEVT LEAETT] DTTOSEIKVOOLV
OTL 1 Aevaldopidn mpokdrece eEmtepikéc duomAacies, OTMG aTpnoio TPO®KTOH Kol SLOTAUCIES AV®
Kol KT dKpoVv (KEKOUUEVE, KOVTH, OVOLOAN, OVOLOANS CTPOPNS 1] KoL ardvTa LEPT TOV AKpmV,
OALYO- M KOl TOAVOOKTVAIR) GTOVG OmOYOVOLS ONAvK®V KOV ToL EAafav T SpacTIKT OVGin KATE
1 SLIPKELN TNG EYKVUOGHVIG.

A1popeg oTAoVIKES EMOPAELS (AmOYPOUATIOUOC, EpLOPEG E0TIEC GE SLOUPOPETIKG OpYavVaL, LIKPT|
aypopun pala téve and v koArokotlokn Parpida, pikpn xoAndoyo kvotr, duvomiacio
SppaypaTog) Tapatnpndnkay exiong e Lova uppool.

H Aevolidopidn eivar duvatdv va mapovoidost ofeia to&kotnta. Ot eldyioteg Bavatneodpes dO60ELg
HETE TNV Ao TOV 6TOUATOG Xoprynon nrav > 2.000 mg/kg/muépa oe tpoxktikd. H eravolapfovousvn
a6 Tov otopaTog yoprynon 75, 150 kot 300 mg/kg/muepnoing o apovpaiovs yio péypt 26
ePdouddeg emépepe avaoTpEyyn oxeTilopevn pe tn Bepaneio avénon ot HETAAAWDGT TG VEQPIKNIG
TLELOL Ko oTig 3 500ELS, KLPimg aTovg OnAukovg apovpaiove. To avmtato eninedo oto omoio dev
mapotnpnOnkav avembounteg evépyeleg (NOAEL) Oempnnke o1t ivon xopmAdtepo and

75 mg/kg/muépa, to omoio gival mepimov 25 popég vynAdTEPO o TV NUeEPNoia Ekbeom Tov
avBpomov pe Paon v ékbeon AUC. Emoavoloppavopevn amd Tov 6TOHATOC yopnynon 4 Kot

6 mg/kg/mpépa o mBNKovs yo puéxpt 20 efdopndadeg Tpokdiess BvNGIUOTNTA KOl OTLLOVTIKY
To&IKATNTA (€VvTOVN pElOT TOV GOUOTIKOV Bhpov, Letmpévol apBpol epudpokvttdpay,
AEVKOKVTTAPOV KOl OUOTETAAIDV, OLOPPAYi0 TOAAATADY 0OPYAVOV, PAEYLOVI TOV YOOTPEVIEPIKOD
oOAMVO, AEUPOEIONG OTPOPia Kot ATPOPio. TOL HVEAOD TV 06TMOV). Emavaiappavopevn amd tov
otouartog yopnynon 1 kot 2 mg/kg/muépa oe mhnKovs Yo péxpt 1 £10¢ ETEPEPE AVAGTPEYILEG
petaforéc oty KutTapoPpifeia Tov HVEAOD TV 0GTMV, L0 EAAPPA peimon 010 AdYO
LLELOEMV/epLBPOEd DV KLTTAP®V, Kot atpogio Tov BOpov adéva. Hrio katastoAn Tov aptBpod tmv
AEVKOKVTTAPOV TapoTNPNONKE 6TN dOoM 1 mg/kg/muépa, mov avticTolyEl o€ Tepimov v idto d6oM
oV avBpamov e Bdon Tig cuykpiceig AUC.

Meléteg petaria&loydvou dpaong in vitro (Paxtnploki| LeTdALosn, avOpdTva AEUPOKVTTOPOL,
AELOOUO TOVTIKOV, EUPPLIKN KUTTOPIKT EAAAAYT GUPLIKOD KPIKNTOL) KO i1 Vivo (LKPOTUpN Ve
apovpaiov) dev amoKIAVYaV oXETICOUEVES LLE TO PAPUOKO OVETIOVUNTES EVEPYELEG GE EMIMEDO YOVIOiOL
N XPOHOCOUOTOS. MeAéTeg KapKIVOYOGVOL dpAong Le TN AevaAldopidn dev £xovv dteEayOet.

Meléteg to&kdtnTag oty avamTuén tov eUPpHov devepyndnkKav TponyovpEVMG GE KOUVEALL. X€
OVTEG TIG HeAéTe 6T0 KovvEMa, yopnynOnkav 3, 10 kot 20 mg/kg/muépa and tov otdpaTog. Mia
amovsio Tov evdldpesov Aofod Tov Tvevpova mapatnpnOnke ota 10 ko 20 mg/kg/muépa pe
e&dpmnon omd ™ 6601, Kot PETATOTIOUEVOL veppol Tapatnpndnkay ota 20 mg/kg/muépa. Av Kot avtd
mapoTNPRONKav o€ enimeda ToEIKA Yol T UNTéPa, UTopovV va amodofovv G€ Lo GueoT enidpacn.
Metafolég Tov HLoANKOD 16TOV KOl TOV GKEAETIKOD GLUGTHUATOG 6Ta EUPpLo TopoTnpONnKay ETioNg
oto 10 ko 20 mg/kg/muépa.

6. OAPMAKEYTIKEX IIAHPO®OPIEX
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6.1 Koatdroyog ekdooymv

IIepreyduevo koyakion

Maovvitonn (E421)

Kvttapivn pikpokpvotaiiikn (E460)
ApvAo apafocitov TpoleAaTIVOTOUEVO
Tpoywo o0& (E334)

ABeyevikdg eoTEPOG YAVKEPIVIG

K& vpog konyakiov

Lenalidomide Krka d.d. Novo mesto 2,5 mg oxkAnpd koyaxio.
Yrpopelholn

Kappayevévn (E407)

Kdéio yroprotyo (ES08)

Tiraviov 6w0&eidwo (E171)

Z10mpov o&gidio itpvo (E172)

Ivéwokappivio (E132)

Meravt ektdnmong:

- kOppea Adxkog (E904)

- ownpov o&eidto pnérav (E172)

Lenalidomide Krka d.d. Novo mesto 5 mg axAnpd. koydxio
Yrpouedholn

Koppayevévn (E407)

Kdéiwo yroprovyo (ES08)

Titaviov 610&eidio (E171)

Ivéwokappivio (E132)

Melévt exktdnoong:

- kOppea Adxkag (E904)

- onpov o&eidro pérav (E172)

Lenalidomide Krka d.d. Novo mesto 7,5 mg oxAnpa, koyadxio
Yrpouedholn

Koppayevavn (E407)

Kdiwo yroprovyo (ES08)
Titaviov 610&eidio (E171)
Z1dmMpov o&gidio xitpvo (E172)
2101 pov o&gido epubpod (E172)
Z10mpov o&gidio pérav (E172)
Meléwvt ekthnwong:

- kOppea Adxkog (E904)

- moP1d6vn

- Titoviov 010&gido (E171)

Lenalidomide Krka d.d. Novo mesto 10 mg oxAnpd koyaxio
Yrpopedholn

Koappayevéavn (E407)

Kdiwo yhoprovyo (ES08)
Titaviov 610&eidio (E171)

21 pov o&egidio xitpvo (E172)
Ynpov o&eidto epvbpd (E172)
Z10mpov o&gidio pérav (E172)
Ivéwokappivio (E132)

Meldvt ekthnoong:

- kOppea Adxkag (E904)
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- moPdovn
- Titoviov 010&gidio (E171)

Lenalidomide Krka d.d. Novo mesto 15 mg oxAnpd. koydxiao
YrpopeAhdlin

Koppayevavn (E407)

Kdaio yroprovyo (E508)
Tiraviov 610&eidio (E171)

2101 pov 0&gidio kitpwvo (E172)
Z10mpov 0&gidio epubpd (E172)
Z1dnpov o&gidio pérav (E172)
Ivowcoxappivio (E132)

Melévi ektdnwong:

- koppea Adxkag (E904)

- o101 pov o&eido pérav (E172)

Lenalidomide Krka d.d. Novo mesto 20 mg oxlnpa koyaxia
YrpopeAholin

Koppayevavn (E407)

Kdéto yroprovyo (ES08)

Tiraviov 610&eidwo (E171)

Z1ompov o&gidio xitpvo (E172)

Ivducoxappivio (E132)

Meravt ektdOTmoNG:

- kOoppea Adkkog (E904)

- odnpov o&eido pérav (E172)

Lenalidomide Krka d.d. Novo mesto 25 mg okAnpd. koydxio,
YrpopeAholin

Kappayevévn (E407)

KaAo yroprovyo (E508)
Tiraviov 610&eidio (E171)
Zidnpov o&egidio xitpvo (E172)
Z10mpov 0&eidio epubpd (E172)
Zidnpov o&eidio pérav (E172)
Melévt ektdnmong:

- kOppea Adkkog (E904)

- moPdovn

- Titoviov d010&gidio (E171)

6.2 Aovppardtnreg

Agv gpappoletor.

6.3 Awdpkera Long

3 xpovia

6.4 Idwitepeg Tpouiaters katd ™ @OLaEN TOV TPOIGVTOG

To @opprokeLTIKO aVTO TPOIOV dev amartel Wwaitepeg cuVvONKeg POAAENG.
6.5 ®@von Ko CVOTUTIKA TOV TEPLEKTY

Amoondpevn koyéln povadag d6ons (OPA/AI/PVC//PET/AI), nueporoylokn cvokevacio: 7 x 1 1
21 x 1 oxAnpo KaWaKLO, GE KOVTL.
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Mmropei va pnv KukAo@opovV OAEG Ol CUGKEVOGIEG.
6.6 Iowitepeg TPoPLAAEES TOPPIYNGS KOL AALOG YELPLOUOG

Ta kayaxkio dev Oa Tpémel va avoiyovton 1) va OpvppatiCovrat. Edv koévig omd Aevaiidopion éAbet og
eMOQN e 1o déppa, To OEppa Ba TpEmel va TAEVETOL APECMS Kol GYOAAOTIKA e vepd Kot camovvi. Edv
1 AevaAldopion éMBet oe emapn pe T PAevvoydvoue pepfpaves, avtéc Oo mpénet va Eemhévovtan
OYOAOOTIK pEe VEPO.

O emayyehpatieg vyeiog Kot Ta dropa Tov epovtifovv acbeveig Oa mpémel va eopodv yavtia piog
ypNoewc Otav yewpilovion TNV KOYEAN 1 TO KOWEKLo. 2T cuvéyela Ta yavtia Oa Tpémel va
aQULPOHVTOL TPOGEKTIKY £TGL MGTE VO OTOPEVYETOL TVYOV £KBEGT TOV dEPUATOC, Vo TOTOBETOVVTOL GE
o@payllopeVN TAAGTIKN GOKOVAN 0O TOAVAOVAEVIO KOl VO OTOPPITTOVTOL GOUPMOVA LE TIG KOTA
TOTOVG 1oYVOVGEC GYETIKES SIUTAEELS. 2T GLVEKELN TO XEPLa Oo TPEMEL VoL TAEVOVTOL GYOAACTIKG, LE
camoHvt Kot vepd. Ot yuvaikeg mov givan £ykveg 1| mBovoAoyoOv 0Tt pmopei va givar £ykveg dev mpEmeL
va xepifovron v kuywéAn 1 1o kaydkio (PA. mtapdypago 4.4).

KdBe aypnoipomointo gappakeutikd Tpoiov 1 VITOAEULO TPETEL VO EMOTPEPETOL GTOV POPLOKOTOO
Y10 GQOAT] OTOPPLIYN COLPOVOL UE TIG KOTH TOTOVG 10YV0VOEG GYETIKES SL0TAEELS.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

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

8. APIOMOX(OI) AAEIAY KYKAO®OPIAX

Lenalidomide Krka d.d. Novo mesto 2,5 mg oxAnpd. kayaxio
7 x 1 oxinpd xayaxo: EU/1/20/1520/001
21 x 1 oxAnpo kaydkio: EU/1/20/1520/002

Lenalidomide Krka d.d. Novo mesto 5 mg axAnpd kowoxio
7 x 1 oxAnpd kaydxro: EU/1/20/1520/003
21 x 1 oxinpo kaydxio: EU/1/20/1520/004

Lenalidomide Krka d.d. Novo mesto 7,5 mg oxAnpd, koyaxio.
7 x 1 oxAnpd xayaxio: EU/1/20/1520/005
21 x 1 oxdnpo kaydxio: EU/1/20/1520/006

Lenalidomide Krka d.d. Novo mesto 10 mg oxAnpa koyaxiao
7 x 1 oxAnpd kaydxro: EU/1/20/1520/007
21 x 1 oxinpd xaydxio: EU/1/20/1520/008

Lenalidomide Krka d.d. Novo mesto 15 mg oxAnpd. koyadxio.
7 x 1 okAnpd kaydaxio: EU/1/20/1520/009
21 x 1 oxinpo kayaxio: EU/1/20/1520/010

Lenalidomide Krka d.d. Novo mesto 20 mg oxAnpa koyaxio.
7 x 1 oxinpd xaydxio: EU/1/20/1520/011
21 x 1 oxinpo kaydxio: EU/1/20/1520/012

Lenalidomide Krka d.d. Novo mesto 25 mg oxAnpa koyaxiao
7 x 1 oxAnpd koydxro: EU/1/20/1520/013
21 x 1 oxnpo xaydxio: EU/1/20/1520/014
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9. HMEPOMHNIA NIPQTHX ET'KPIXHX/ANANEQXHY THX AAEIAX

Hpepopunvia tpmtng éykpiong: 11 defpovapiov 2021

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemtopepeig TANPOPOPIES Y10 TO TOPOV PAPUOKEVLTIKO TPOTOV £ivor S100EG1LEG OTOV SIKTLOKO TOTO
tov Evponaikod Opyoviopotd @appdkwv: http://www.ema.europa.eu.
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ITAPAPTHMA I

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

OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAOEXH KAI TH XPHXH
AAAOI OPOI KAI AITAITHXEIX THX AAEIAY KYKAO®OPIAX

OPOI'H HEPIOPIXMOI ZXETIKA ME THN AX®AAH KAI
AIIOTEAEXMATIKH XPHXH TOY ®PAPMAKEYTIKOY ITPOIONTOX
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A. TTAPAXKEYAXTHX(EX) YHLEYOYNOZX(OI) I'TA THN AIIOAEXMEYXH TQN
IHAPTIAQN

‘Ovopua xat d1enfvvon Tov(Tmv) TapackKeLacTN(dV) Tov givor VTeLOVVOC(OL) Y10 TNV ATOSEGUEVCT) TV
TOPTIO OV

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

8501 Novo mesto

Y oPevia

KRKA — FARMA d.o.o.
V. Holjevca 20/E

10450 Jastrebarsko
Kpoartia

TAD Pharma GmbH
Heinz-Lohmann-Strafle 5
27472 Cuxhaven
Teppavia

270 £vTumOo PUAAO OONYIDV XPNOTG TOV PUPUAKEVTIKOD TPOTOVTOC TPEMEL VAL AVALYPAPETOL TO GVOLLQL
Kot 1 01e00VVGT TOV TOPUCKEVOGTI TOV Eval VIEHOVVOC Y10 TV OTOOEGUEVGT TNG CYETIKNG TOPTIOOC.

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

Dappoxevticd Tpoidv yio 1o omoio amarteiton TEPLopoUévn WTpiky cvvtoyn (PA. mapdptpo I:
[Mepiinym tov Xapaxtmpiotik®dv tov [Ipoidvrog, mapdypapog 4.2).

I AAAOI OPOI KAI ATTAITHXEIX THX AAEIAYX KYKAO®OPIAX
. Ex0¢oe1g meprodikig mapaxorovdnong g acedrerog (PSURS)

Ot aautioelg yio v vrrofoin twv PSURS yia 1o v AMdyw @appokevtikd mpoidv opifovral otov
KOTAAOYO UE TIG NUepopnvieg avapopds g Evaong (katdhoyog EURD) mov mapatifetor otnv
mapdypoo 7, tov apbpov 107y, tg odnyiag 2001/83/EK ko kdbe emaxdAovdng emikoporoinong
OGS ONUOGIEVETAUL OTNV EVPOTOIKT OIKTVOKT] TOAT] Y10 TO PP LLOKOL.

A.  OPOI'H HEPIOPIXMOI EXETIKA ME THN AX®AAH KAI ATIOTEAEEMATIKH
XPHEIH TOY ®APMAKEYTIKOY ITPOIONTOZX

. Yyéo1o owysipiong Kivovvovu (XAK)

O Karoyog Aderog Kukhogopiag (KAK) Ba dielaydyet Tig amattodeVeS dpacTnplOTNTEG KoL
TapeUPACEIS POPUAKOETAYPOTVIONG 0TS Tapovctaloviatl 1o cupeavniéy XAK mov mapovoidleral
otV evotnta 1.8.2 g adetag KukAo@opiag Kot OTOEGONTOTE EXUKOAOVOES EYKEKPIUEVES
avafempnoelc tov AK.

"Eva emucarporompévo ZAK B mpémet va katotedel:

. Metd and aitnpa Tov Evponaikod Opyoviopod Goappdkov,

. OnoTEINTOTE TPOTOTOLEITAL TO GCVOTNUE. SLoYEIPIONG KIVIDVOL, EOIKA (OG ATOTEAEGLOL ANYNG
VE®V TANPOPOPLDOV TOV UITOPOVV VOl EMPEPOVY CTLLOVTIKT OAAAYT OTI GYECT] 0PEALOVG-KIVOVVOL
N ®©G ATOTEAECUO TNG EMTEVLENG EVOG CTULAVTIKOD OPOGTILOL ((POPUOKOETOYPOTVT|ION )
EAO(1OTOTOINGT KIVOUVOV).
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EmnpocOeta pétpo ehayriotromoinong Kivovuvoo

O KAK mpémel va cuPQ@VICEL GYETIKA LE TIG AETTOUEPELEG EVOC EAEYXOLUEVOV GLOTILOTOC
Swavopng pe Tig EBvikég Appodieg Apyég Kot TPEMEL Vo, VAOTOMGEL OLUTE T TPOYPELLOTO GE
€0viKo eminedo dOTE VO SLAGPAAGTEL OTL:

. [Ipwv amd ™ cvvtayoypdenon (Kot 6TOL amaLTEITAL, KOl GE CUUPOVIN LE TNV €0VIKT
appoda apyn, TPV TN Xopnynon), 6ot ot exayyeAlatieg vyeiag oL omoiol TPOKELTUL VO
cuvtayoypagncovy (kat va yopnynoovv) to Lenalidomide Krka d.d. Novo mesto 0o
AGPovv €va TaKETO TANPOPOPLDY Y10, TOV 1TPO, TO ONOT0 MEPLEYEL T aKOAoVOQL:

o Exmadeutid maxéto tov emayyeApotio vysiog
Exnoudevtikd uAladia yio toug acbeveic
Kdépteg aoBevoic
[TepiAnyn tov Xopaktpiotikav tov Ilpoidvrog (ITXIT) ot OOAA0 Odnyidv
Xpnong ko Emonpoavon
O KAK mpénel va vAomomoet £va Tpoypappo. TpoAnyng eykvpoovvng (Pregnancy Prevention
Program, PPP) og k60e Kpdtog Méhog. Ot Aemtopépeteg tov PPP mpémel va £xovv cvpupmvnOel
pe tig EBvikég Apuddieg Apyég oe kabe Kpdrog MéLog Kot mpémel va epoplosTovV TPV oo T
d1iPeon Tov TPOidVTOC,.
O KAK mpémetl va. GupU@®mVIAGEL TO TEMKO KEIIEVO TOV TTEPIEYOUEVOD TOV TOKETOV TANPOPOPIDV
Yo ToV 1Tpo, pe Tig EBvikéc Appodieg Apyéc o kabe Kpdrog Mérog kat va dtoopalicet 0Tt To
VMKG TEPLEYOVV T KOPLOL GTOLYEL, OTMG TEPTYPAPOVTOL TAPOKATO.
O KAK mpémel va GOUQOVNAGEL e TV VAOTOINGCT] TOV GLOTHUOTOGC KAPTOG 0oBevoLg oe Kdabe
Kpdrog Méhoc.

O O O

Kvpro otoryeio mov wpénel va copreprtin@Bodv

To Exnaidcvtixo Haxéto tov Erxayyciuazia Yysioc

To Exnotdevtid maxéro tov Enayyehpotio Yyeiog Oa mepiéyet ta akdlovba croyeios:

YuvorTIKO 16TOPIKO TG AEVOMOOUIONG KOL TV EYKEKPLULEVT EVOEIEN TNG
Aocoloyia
Méyiot cuvvtayoypagovuevn didpkela Bepameiog
o 4 gPdopadeg Oepameiog yio YOVOIKES GE AVOTOPAY®YIKN NAKio
o 12 eBdopddec Bepanciog yio Avopeg Kot yovaikeg xopic SuvatdTnTa TEKVOTOINoNG
Avaykn vo amoeevydei 1 €kBeon epPpomv, AOY® TOV TEPATOYOVOL SUVOULKOD TNG
AevoMOopidNg oto LMo Kal TNG AVOIEVOLEVNG TEPOUTOYOVOD OPAGTC TNG AEVAAIIOUIONG GTOVG
avOpmmTovg
KoaBodnynon oxetikd pe tov xe1ptopd g KuywéAng 1 Tov Koyokiov tov Lenalidomide Krka d.d.
Novo mesto yio Tovg emayyeApatieg vysiog Kot o Gtopa wov epovtilovv acheveig
Y7roypedoelg Tov exayyeApatio vyeiog oyeTIKA e T cvvtayoypdenon tov Lenalidomide Krka
d.d. Novo mesto
o AvayKn TopOoYNG AVOAVLTIKMY 001 YLDV Kol EVIIUEPOOTNG 6TOVG acbeveig
o Awocedion tov 61t o1 aoBeveic eival tkavol va CULLOPE®OOVV UE TIG OTATNOELS Y10,
v ac@oin ypnon tov Lenalidomide Krka d.d. Novo mesto
o Avayxn mapoyns otovs achevels Tov KATAAANAOL EKTOLOEVTIKOD PLUAAASIOV Y10 TOVG
acOeveig Kot TG KApTag acbevong
Ynodeiteic acpareiag mpog dAovg tovg acbeveig
o Ambdppwym dyxpnoTov PapLiKov
o Tomxkéc dotdEelc €01KEG Yoo TN YDOPO GYETIKA HE TN OLVTAYOYPAPNOTN Yoo TN
yopnynon tov Lenalidomide Krka d.d. Novo mesto €dv amoiteiton
o Ileprypagn tov KivdHvou avtidpaong avalmmipmong dyKov
o Ileprypaon tov kivdbvov twv SPM
Heprypaon tov PPP ko katnyoplomoinon tev acBevav pe Béon to Ao kot ) duvatdtnto
TEKVOTOiNoNg
o AlybépiBuog yia v vAomoinon tov PPP
o Opiopds tov yovarkadv og avaropaywykn nikio (WCBP) kot dpdoeic mov mpénet va
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avaAdpet o wTpdg o€ mepintwon afePfardrog

o Ynodei&elc ac@aieiog yio yuvaikes 6€ ovamapoy@yKn nikio
o Avaykn va anopevydei n £kBeon epPpoov
o Ileprypaogn tov PPP
o Avaykn ywo emapkr] ovTIoVAANYT (KOO KOl €0V M yuvaiko €(EL apmvOoppold) Kot
0popdS NG ETAPKOVS OVTIGVAAN YIS
o Ipoypappatiopds 1e0T €yKLHOGHVNG
" Ymodei&elg yuo Tic KatdAANAEG SOKIHOGIEG
= JIpw v évapén g Bepamneiog
= Kotd ™ didpkewa g Bepaneiog avaroya pe ) pEB0do avticOAANYNIG
= Mertd to népag g Oepameiog
o Avaykn dueong dwokomig tov Lenalidomide Krka d.d. Novo mesto oe mepintmwon
VIOYi0G EYKVHOCTVVNG
o Avaykn dueong evnuépoong Tov BepAmoVIOg WIPOV Of MEPIMTMON VIOYING
€YKLLOGVVNG
° Ymodeiéelc ac@aleiog yio TouS AvOPEC
o Avaykn va amogevybei n £kBeon epPpoov
o Avdykn ypMong TPOPLAOKTIKAOV €4V 1 GEEOVOAIKT CUVTPOPOG EIvaL £YKLOG 1) YuvaiKo
0 OVATOPOY®YIKN NAMKiL 7TOv Oev YPNOIUOTOIEL OTOTEAEGUOTIKY OVTIGVAANYN
(axdpa ka1 ebv o avopag Exel VIOPANOEL og EKTOUN GTEPLATIKOD TOPOV)
= Kotd m didpkea g Bepaneiag pe Lenalidomide Krka d.d. Novo mesto
= T tovAdylotov 7 NUEPES HETA TNV TEAIKT OOOT.
o Aocediion tov Ot Bo evnuepwbel dueca o Bepdnmv 10Tpdc 6€ MEPIMTOOT TOL N
GUVTPOPOG TOL 060evolS EiveL £ykvog evoow o acBevig Adpupave Lenalidomide Krka
d.d. Novo mesto 1 oe pikpd ypovikd ddotnue Hetd t dakonr Tov Lenalidomide
Krka d.d. Novo mesto
o AmoutcEIC € TEPIMTMOOT EYKLUOGVVIG
o Odnyieg Yo dpeon dwuxonr tov Lenalidomide Krka d.d. Novo mesto ce mepintmon
VIOYi0G EYKVHOCVVNG, O€ Yuvaika achevn
o Avaykn mapomounig o€ 10Tpd EIOIKEVUEVO 1) TEXEPAUEVO OTT| SAYEIPLOT SLOUOPTIOV
SamAaong kot g d1dyvmong Tovg yio a&loAdynon Kot Kabodnynon
o Tomkd otoryeio emkovoviag yio Tnv avapopd kébe vroyiog £yKuHOoHVNG
o 'Evtumo avagopds eykvupoohivig
o Aloto eA&yyov Y10 TOVC 1ITPOVS, 1| onoia d1acPaAlel 0Tt ot acBeveic Aapfdavouy v KatdAAnin

EVNUEP®OT GYETIKG pe TN Oepameia, TIc peBOSOVE OVTIGVAANYNG KOL TV TPOANYT TNG
€YKLHOGVUVNG, COUP®VE, LE TO VA0 TOVG KOl TNV KOTAGTOOT] SuvATOTNTAG TEKVOTOINGoNG KATA
v évapén g Bepameiog.

. "Evtomo avagopdg avemBOUnNToV EVEPYEIDV.

Exraidsvtika pviidadia yia tovg aclsveic

Ta Exmondevtikd puAldadia yio Tovg acbeveic mpémel va mepiéyovv:

o DvALGdI0 Y10 Yuvaikeg aoBeveig o€ avomapaymykn nAkio
. dvALGdI0 Y1 Yuvaikeg aoBeveic Tov dgv Exovv SuVOTOTNTO TEKVOTOINGNG
o DuALGSI0 Y100 AVvOpeg aoBeveig

O)o ta pUAAGSIO acOevDVY TPETEL VO TEPLEYOVY Tl 0KOAOVOO GTOLYE !

o Ot 1 Aevalidopidn €xel tepatoydvo dpdon oto (oo Kot avapéveTon va £XEL TEPATOYOVO dPAoT)
0TOVG AVOPMOITOVG

o [Meprypapn ™ kdptog achevoig kot Tng avoyKodTnTdg TG

. AmOppy” AYpMnoTov apUiKov

o KaBodrynomn oyetikd pe 1o Xpiopod g Aevoldouiong yio Tovg aobeveic, To GTopo 1oV ToVS

@povTifovv Kot Ta HEAT TG OIKOYEVELNG

. EBvikéc 1 dAleg epappoldpeves 101KEG SIATAEELS Yo T GLVTAYOYPAPNOT TG XOPNYNONS TOV
Lenalidomide Krka d.d. Novo mesto

o Ot 0 acBevnic dev mpénet va dmaoet To Lenalidomide Krka d.d. Novo mesto cg omotodfmote
Lo dtopo
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. Ot 0 acBevnic dev mpémel va dwpioet aipo Katd ) didpkeo TG Bepoameiog
(cvumeprrapuPavouévey ToV S0GTIUAT®OV TPOGSMOPIVIG SIOKOTNG TG dOGNC) Kot Yio
TOVAGYIoTOV 7 MUEPES HETA TN dtakonr) TG Bepaneiog pe To Lenalidomide Krka d.d. Novo
mesto

. Ot 0 acBevic Tpémel Vo eVIUEPDGEL TOV 10TPO TOV GYETIKA LIE OTOIEGONTOTE AVEMOVUNTEG
EVEPYELES

Ot axd6A0V0eg TANPOQOpPiEg TPEMEL EMiONG VO TAPEXOVTOL GTO KATAAANAO PLAAGSLO:

DuAAGS0 Y10 yuvaikes acBeveic o avamapaywyk) nikio
. Avaykm va amoeevybei 1) £kbeon euPpomv
. [Teprypapn Tov PPP
. AvVAyKn Y10 EMPKT VTIGOAANYT] KOl OPIOIOC TNG EXOPKOVS OVTIGOAANYNG
. [IpoypapLHaTIGHAOG TEGT EYKVUOGUVNG
o Ipw mv évapén g Bepaneiog
o Koatd ™ dudpkela g Oepameiog, Tovidyiotov kabe 4 efdopddeg, ektdg amd v
nepintwon emPeforwpévne colmyykng otelpwong
o Metd 1o mépag g Bepameiog

. Avaykn apeong daxomic tov Lenalidomide Krka d.d. Novo mesto o€ nepint@on vmoyiog
EYKLUOGVUVIG
. Avayxn GUeOTg ETKOVOVING [LE TOV 1TPO TOVS GE TEPINTOOT] VITOYING EYKVUOGVVNG

DuAAES10 Y10 dvdpeg aoBevelg
. Avdyxn va aro@evyei n éxbeom eufpdwv
. Avayxn xpnong TPOPLANKTIKOV €AV 1| GEEOVAMKT GUVTIPOPOG EVOL £YKLOG 1| YuVOiKA OE
OVOTAPOYOYIKTY NAMKI0 TOV OgV YPNOLUOTOIEL OTOTEAECUOATIKT OVTIGCOAANYN (0KOUA Kol €6V O
avdpag €xel vtoPAndel o ekTopun GTEPULATIKOD TOPOL)
o Kartd m ddpkela g Oepaneiog pe Lenalidomide Krka d.d. Novo mesto
o T tovAdyiotov 7 nuépeg LETA TNV TEAIKN dOON
. 011 €dv 1 GOVIPOPOG TOV HEIVEL £YKVOG, TPETEL VO EVILEPDCEL AUETH TO BEPATOVTA 1TPO TOV
. Ot 0 1d10¢ dev mpémet va dwpicel oméppa katd tn didpkela e Oeponeiog
(cvumephapPavoUévemy TOV SIHGTNUATOV TPOSMPIVIG S10KOTHG TNG dOGTC) KOt Y10
TOVAGYIoTOV 7 MUéEPES peTd T drakonn| g Oepaneiog pe to Lenalidomide Krka d.d. Novo
mesto

Kapra aclsvoig

H «xdpta acbevoig mpémet va mepiéyet o akdAovba oTotyeio:

. EmBefainon 611 £xel mpayporomondei n katdAAnin evnpuépwon
. Texunpiowon g KoTAoTOoNG SLVOTOTNTOS TEKVOTOINoNG

. Hpepopunvieg kot anoteAéoHaTa TOV TEGT EYKLHOGVVIG
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ITAPAPTHMA III

EINIZEHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. ENIXHMANXZH
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka d.d. Novo mesto 2,5 mg oxAnpd Koydikio

Aevadopion

2. YXYNGEXH XE APAXTIKH(EX) OYXIA(EX)

Kd&Be oxdnpo kaydxio mepiéyetl povoddpikn vopoyAmpiky Aevaiidopidn mov wodvvapet og 2,5 mg
Aevadopiong.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. DOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

OKANPO KOYAKLO

7 x 1 oxknpd Koydxio
21 x 1 oxinpd xoydxio

| 5. TPOINOX KAI OAOX(OI) XOPHTHEHE

AwPaote To OAAO 0OONYIDV YPNONG TPV OO TN YPTION.
Amo otdpaTog Ypnon

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
MPOION IPEIIEI NA ®YAAXXIETAI E OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Noa puiacoetor o B¢om, TV omoia dev PAETOLY Kot dev Tpoceyyilovv Ta Todid.

7. AAAH(EY) EIAIKH(EY) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EY)

[MPOXOXH: Kivduvog cofapdv cvyyevedv dtopaptidv. Na pn xpnoiporoteitot Katd myv
gyKopoovivn 1 T yodovyia.
[pénet va axkorovbeite to [pdypappa [pdinyng Eykopoochvng me Agvaiidopionge.

8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEX ®YAAEHX

10. JAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIMOIIOITHOENTOQN ®APMAKEYTIKQN ITPOIONTQN ‘H TQN
YIHHOAEIMMATON ITOY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, Zlofevia

12. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

7 x 1 oxdnpd koydxio: EU/1/20/1520/001
21 x 1 oxinp6 kaydxio: EU/1/20/1520/002

13. APIOMOX ITAPTIAAX

[Moprtida

‘ 14. TENIKH KATATAZH I'TA TH AIAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. IAHPO®OPIEX XE BRAILLE

Lenalidomide Krka d.d. Novo mesto 2,5 mg

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

A16d100T0TOG YPOLU®OTOG KMOWKAG (2D) Tov épel Tov mepIMNQOEVTO LOVAITKO 0VOyVOPLOTIKO KOOIKO.

18. MONAAIKOXZ ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN

65



EAAXIXTEX ENAEIZEIX IIOY HIPEIIEI NA ANAI'PA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka d.d. Novo mesto 2,5 mg koydxio

AeVOASOIoN

| 2. ONOMA KATOXOY THX AAETAY KYKAO®OPIAX

KRKA

| 3.  HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX ITAPTIAAX

| 5. AAAA XTOIXEIA

Avyiote kon oxiote
Aogaipéote

N —

Agv.
Tp.
Ter.
ITép.
[Hoap.
24p.
Kwvp.
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka d.d. Novo mesto 5 mg oxAnpd xoydxio

Aevadopion

2. YXYNGEXH XE APAXTIKH(EX) OYXIA(EX)

Kd&Be oxdnpod kaydxio mepiéyel Lovobdopikr| vOPOYAWPIKN AEVOALOOLION OV 160dVVaLEl 6€ 5 mg
Aevadopiong.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. DOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

OKANPO KOYAKLO

7 x 1 oxknpd Koydxio
21 x 1 oxAnpd xoydxio

| 5. TPOINOX KAI OAOX(OI) XOPHTHEHE

AwPaote To OAAO 0OONYIDV YPNONG TPV OO TN YPTION.
Amo otdpaTog Ypnon

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION IPEIIEI NA ®YAAXXIETAI E OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Noa puiacoetor o B¢om, TV omoia dev PAETOLY Kot dev Tpoceyyilovv Ta Todid.

7. AAAH(EY) EIAIKH(EY) ITPOEIAOIIOIHXH(EIX), EAN EINAI ATTIAPAITHTH(EY)

I[MPOXOXH: Kivduvog coPapdv cuyyevmdv dtopoptidv. No pn xpnoLoroteitot Kotd v
gyKopoovivn 1 T yodovyia.
[pénet va akorovbeite to [pdypappa [pdinyng Eykopoochvng e Aevaiidopionge.

8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEX ®YAAEHX

10. IAIAITEPEX TIPO®YAAZEEIX I'lA THN AIIOPPIYH TQN MH
XPHEIMOIIOITHOENTOQN ®APMAKEYTIKQN ITPOIONTQN ‘H TQN
YIHHOAEIMMATON ITOY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, Zlofevia

12. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

7 x 1 oxdnpo koydicro: EU/1/20/1520/003
21 x 1 oxinp6 kaydxio: EU/1/20/1520/004

13. APIOMOX ITAPTIAAX

[Moprtida

‘ 14. TENIKH KATATAZH I'TA TH AIAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. IAHPO®OPIEX XE BRAILLE

Lenalidomide Krka d.d. Novo mesto 5 mg

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

A16d100T0TOG YPOLU®OTOG KMOWKAG (2D) Tov épel Tov mepIMNQOEVTO LOVAITKO 0VOyVOPLOTIKO KOOIKO.

18. MONAAIKOXZ ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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EAAXIXTEX ENAEIZEIX IIOY HIPEIIEI NA ANAI'PA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka d.d. Novo mesto 5 mg xoydiio

AeVOASOIoN

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA

| 3.  HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX ITAPTIAAX

| 5. AAAA XTOIXEIA

Avyiote kon oxiote
Aogaipéote

N —

Agv.
Tp.
Ter.
ITép.
[Hoap.
24p.
Kwvp.

69



ENAEIZEIX ITIOY IPEITEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka d.d. Novo mesto 7,5 mg oxAnpd Koydikio

Aevadopion

2. YXYNGEXH XE APAXTIKH(EX) OYXIA(EX)

Ké&Be oxdnpo kaydkio mepiéyet Lovobdpikn vopoyropikr| Aevaiidopion mov woodvvaypei og 7,5 mg
Aevadopiong.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. DOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

OKANPO KOYAKLO

7 x 1 oxknpd Koydxio
21 x 1 oxAnpd xoydxio

| 5. TPOINOX KAI OAOX(OI) XOPHTHEHE

AwPaote To OAAO 0OONYIDV YPNONG TPV OO TN YPTION.
Am6 otdpaTog Ypnon

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION IPEIIEI NA ®YAAXXIETAI E OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Noa puiacoetor o B¢om, TV omoia dev PAETOLY Kot dev Tpoceyyilovv Ta Todid.

7. AAAH(EY) EIAIKH(EY) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EY)

I[MPOXOXH: Kivduvog coPapdv cuyyevmdv dtopoptidv. No pn xpnoLoroteitot Kotd v
gyKopoovivn 1 T yodovyia.
[pénet va akorovbeite to [pdypappa [pdinyng Eykopoochvng e Aevaiidopionge.

8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEX ®YAAEHX

10. IAIAITEPEX TIPO®YAAZEEIX I'lA THN AIIOPPIYH TQN MH
XPHEIMOIIOITHOENTOQN ®APMAKEYTIKQN ITPOIONTQN ‘H TQN
YIHHOAEIMMATON ITOY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, Zlofevia

12. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

7 x 1 oxdnpd koydicro: EU/1/20/1520/005
21 x 1 oxAnp6 kaydxio: EU/1/20/1520/006

13. APIOMOX ITAPTIAAX

[Moprtida

‘ 14. TENIKH KATATAZH I'TA TH AIAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. IAHPO®OPIEX XE BRAILLE

Lenalidomide Krka d.d. Novo mesto 7,5 mg

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

A16d100TOTOG YPOLUOTOG KMOWKAG (2D) Tov @pépet Tov mepIMN@OEVTO LOVASTKO 0vOyVOPLOTIKO KOOIKO.

18. MONAAIKOXZ ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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EAAXIXTEX ENAEIZEIX IIOY HIPEIIEI NA ANAI'PA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka d.d. Novo mesto 7,5 mg koydxio

AeVOASOIoN

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA

| 3.  HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX ITAPTIAAX

| 5. AAAA XTOIXEIA

Avyiote kon oxiote
Aogaipéote

N —

Agv.
Tp.
Ter.
ITép.
[Hoap.
24p.
Kwvp.
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka d.d. Novo mesto 10 mg cxAnpd koydxio

Aevadopion

2. YXYNGEXH XE APAXTIKH(EX) OYXIA(EX)

Kd&Be oxdnpod kaydkio mepiéyet pLovobidpikn vdpoyrmpikr| Aevaiidopidn mov wodvvaopet og 10 mg
Aevadopiong.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. DOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

OKANPO KOYAKLO

7 x 1 oxknpd Koydxio
21 x 1 oxAnpd xoydxio

| 5. TPOINOX KAI OAOX(OI) XOPHTHEHE

AwPaote T0 OAAO 0ONYIDV YPNONG TPV OO TN YPTION.
Amo otdpaTog Ypnon

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION IPEIIEI NA ®YAAXXIETAI E OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Noa puiacoeton o B¢om, v omoia dev PAEmovV Kot dev mpooeyyilovv Ta Todid.

7. AAAH(EY) EIAIKH(EY) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EY)

I[MPOXOXH: Kivduvog coPapdv cuyyevmdv dtopoptidv. No pn xpnoLoroteitot Kotd v
gyKopoovivn 1 T yodovyia.
[pénet va akorovbeite to [pdypappa [pdinyng Eykopooctvng me Aevaidopiong.

8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEX ®YAAEHX

10. IAIAITEPEX TIPO®YAAZEEIX I'lA THN AIIOPPIYH TQN MH
XPHEIMOIIOITHOENTOQN ®APMAKEYTIKQN ITPOIONTQN ‘H TQN
YIHHOAEIMMATON ITOY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNZH KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, Zlofevia

12. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

7 x 1 oxdnpo koydxro: EU/1/20/1520/007
21 x 1 oxinp6 xaydxio: EU/1/20/1520/008

13. APIOMOX ITAPTIAAX

[Moprtida

‘ 14. TENIKH KATATAZH I'TA TH AIAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. IAHPO®OPIEX XE BRAILLE

Lenalidomide Krka d.d. Novo mesto 10 mg

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

A16d100T0TOG YPOLU®OTOG KMOWKAG (2D) mTov @épet Tov mepIMNeOEVTO LOVAITKO 0VOyVOPLOTIKO KOOKO.

18. MONAAIKOXZ ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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EAAXIXTEX ENAEIZEIX IIOY HIPEIIEI NA ANAI'PA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka d.d. Novo mesto 10 mg konydxio

AeVOASOIoN

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA

| 3.  HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX ITAPTIAAX

| 5. AAAA XTOIXEIA

Avyiote kon oxiote
Aogaipéote

N —

Agv.
Tp.
Ter.
ITép.
[Hoap.
24p.
Kwvp.
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka d.d. Novo mesto 15 mg oxAnpd koydxio

Aevadopion

2. YXYNGEXH XE APAXTIKH(EX) OYXIA(EX)

Kd&Be oxdnpod kaydxio mepiéyel Lovobddpik| VOPOYA®PIKN AeVOAoLLIdN Tov 150dvvaLel o€ 15 mg
Aevadopiong.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. DOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

OKANPO KOYAKLO

7 x 1 oxknpd Koydxio
21 x 1 oxAnpd xoydxio

| 5. TPOIOX KAI OAOX(OI) XOPHTHEHE

AwPaote To OAAO 0OONYIDV YPNONG TPV OO TN YPTION.
Amo otdpaTog Ypnon

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION IPEIIEI NA ®YAAXXIETAI E OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Noa purdcoetan o€ o, v omoia dev PAEmOLY Ko dev mpoceyyilovv Ta Todid.

7. AAAH(EY) EIAIKH(EY) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EY)

I[MPOXOXH: Kivduvog coPapdv cuyyevmdv dtopoptidv. No pn xpnoLoroteitot Kotd v
gyKopoovivn 1 T yodovyia.
[pénet va axorovbeite to [pdypappa [Tpdinyng Eykopooctvng e Aevaiidopionge.

8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEX ®YAAEHX

10. IAIAITEPEX TIPO®YAAZEEIX I'lA THN AIIOPPIYH TQN MH
XPHEIMOIIOITHOENTOQN ®APMAKEYTIKQN ITPOIONTQN ‘H TQN
YIHHOAEIMMATON ITOY ITPOEPXONTAI AIIO AYTA, E@OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, Zlofevia

12. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

7 x 1 oxdnpo koydxro: EU/1/20/1520/009
21 x 1 oxAnp6 kaydxo: EU/1/20/1520/010

13. APIOMOX ITAPTIAAX

[Moprtida

‘ 14. TENIKH KATATAZH I'TA TH AIAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. IAHPO®OPIEX XE BRAILLE

Lenalidomide Krka d.d. Novo mesto 15 mg

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

A6d100TOTOG YPAUP®OTOG KMOWKAS (2D) Tov @épel Tov meEpIMN@OEVTO LOVASTKO 0VOyVOPLETIKO KOOKO.

18. MONAAIKOXZ ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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EAAXIXTEX ENAEIZEIX IIOY HIPEIIEI NA ANAI'PA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka d.d. Novo mesto 15 mg koydxio

AeVOASOIoN

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA

| 3.  HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX ITAPTIAAX

| 5. AAAA XTOIXEIA

Avyiote kon oxiote
Aogaipéote

N —

Agv.
Tp.
Ter.
ITép.
[Hoap.
24p.
Kwvp.
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka d.d. Novo mesto 20 mg oxAnpd koydxio

Aevadopion

2. YXYNGEXH XE APAXTIKH(EX) OYXIA(EX)

Kd&Be oxdnpod kaydxio mepiéyel Lovobddpikn| vOPoYA®PIKN Aevoidopion mov wodvvapet oe 20 mg
Aevadopiong.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. DOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

OKANPO KOYAKLO

7 x 1 oxknpd Koydxio
21 x 1 oxinpd xoydxio

| 5. TPOINOX KAI OAOX(OI) XOPHTHEHE

AwPaote To OAAO 0OONYIDV YPNONG TPV OO TN YPTION.
Amo otdpaTog Ypnon

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION IPEIIEI NA ®YAAXXIETAI E OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN IIPOXEITIZOYN TA HAIAIA

Noa puiacoetor o B¢om, TV omoia dev PAETOLY Kot dev Tpoceyyilovv Ta Todid.

7. AAAH(EY) EIAIKH(EY) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EY)

I[MPOXOXH: Kivduvog coPapdv cuyyevmdv dtopoptidv. No pn xpnoLoroteitot Kotd v
gyKopoovivn 1 T yodovyia.
[pénet va akorovbeite to [pdypappa [pdinyng Eykopoochvng e Aevaiidopionge.

8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEX ®YAAEHX

10. IAIAITEPEX TIPO®YAAZEEIX I'lA THN AIIOPPIYH TQN MH
XPHEIMOIIOITHOENTOQN ®APMAKEYTIKQN ITPOIONTQN ‘H TQN
YIHOAEIMMATQON ITOY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, Zlofevia

12. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

7 x 1 oxdnpd koydxio: EU/1/20/1520/011
21 x 1 oxAnp6 kaydxio: EU/1/20/1520/012

13. APIOMOX ITAPTIAAX

[Moprtida

‘ 14. TENIKH KATATAZH I'TA TH AIAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. IAHPO®OPIEX XE BRAILLE

Lenalidomide Krka d.d. Novo mesto 20 mg

17. MONAAIKOX ANATNQPIEZTIKOZ KQAIKOX — AIZAIAXTATOX TPAMMOQTOX
KQAIKAX (2D)

A16d100T0TOG YPOLU®OTOG KMOWKAG (2D) Tov épel Tov mepIMNQOEVTO LOVAITKO 0VOyVOPLOTIKO KOOIKO.

18. MONAAIKOXZ ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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EAAXIXTEX ENAEIZEIX IIOY HIPEIIEI NA ANAI'PA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka d.d. Novo mesto 20 mg ko dxkio

AeVOASOIoN

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA

| 3.  HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX ITAPTIAAX

| 5. AAAA XTOIXEIA

Avyiote kon oxiote
Aogaipéote

N —

Agv.
Tp.
Ter.
ITép.
[Hoap.
24p.
Kwvp.
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka d.d. Novo mesto 25 mg oxAnpd koydxio

Aevadopion

2. YXYNGEXH XE APAXTIKH(EX) OYXIA(EX)

Kd&Be oxdnpod kaydxio mepiéyel Lovobddptk] VOPOYAWPIKT AEVOASOLLION TOV 150dVVaLEL o€ 25 mg
Aevadopiong.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. DOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

OKANPO KOYAKIO

7 x 1 oxknpd Koydxio
21 x 1 oxAnpd xoydxio

| 5. TPOINOX KAI OAOX(OI) XOPHTHEHE

AwPaote To OAAO 0OONYIDV YPNONG TPV OO TN YPTION.
Amo otdpaTog Ypnon

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION IPEIEI NA ®YAAXIETAI E OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Noa puiacoetor o B¢om, TV omoia dev PAETOLY Kot dev Tpoceyyilovv Ta Todid.

7. AAAH(EY) EIAIKH(EY) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EY)

[MPOXOXH: Kivduvog cofapdv cuyyevadv dtoapaptidv. No pun ¥pnoIoTotleitol Katd v
gyKopoovivn 1 T yodovyia.
[pénet va akorovbeite to [pdypappa [pdinyng Eykopoochvng e Aevaiidopionge.

8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEX ®YAAEHX

10. IAIAITEPEX TIPO®YAAZEEIX I'lA THN AIIOPPIYH TQN MH
XPHEIMOIIOITHOENTOQN ®APMAKEYTIKQN ITPOIONTQN ‘H TQN
YIHHOAEIMMATON ITOY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, Zlofevia

12. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

7 x 1 oxdnpd koydicro: EU/1/20/1520/013
21 x 1 oxAnp6 kaydxio: EU/1/20/1520/014

13. APIOMOX ITAPTIAAX

[Moprtida

‘ 14. TENIKH KATATAZH I'TA TH AIAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. IAHPO®OPIEX XE BRAILLE

Lenalidomide Krka d.d. Novo mesto 25 mg

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

A16d100T0TOG YPOLU®OTOG KMOWKAG (2D) Tov épel Tov mepIMNQOEVTO LOVAITKO 0VOyVOPLOTIKO KOOIKO.

18. MONAAIKOXZ ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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EAAXIXTEX ENAEIZEIX IIOY HIPEIIEI NA ANAI'PA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Krka d.d. Novo mesto 25 mg koydkio

AeVOASOIoN

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA

| 3.  HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX ITAPTIAAX

| 5. AAAA XTOIXEIA

Avyiote kon oxiote
Aogaipéote

N —

Agv.
Tp.
Ter.
ITép.
[Hoap.
24p.
Kwvp.
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B. DYAAO OAHI'TQN XPHXHX
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DYrAo ooNYIOV xpions: [TAnpogopiss Yo Tov yprioty

Lenalidomide Krka d.d. Novo mesto 2,5 mg ckAnpd koydxio
Lenalidomide Krka d.d. Novo mesto 5 mg oxkinpé koydxio
Lenalidomide Krka d.d. Novo mesto 7,5 mg ckinpd koyaxia
Lenalidomide Krka d.d. Novo mesto 10 mg cxkAnpa koydxio
Lenalidomide Krka d.d. Novo mesto 15 mg ckAnpa koyaxwa
Lenalidomide Krka d.d. Novo mesto 20 mg ckAnpa koydaxio
Lenalidomide Krka d.d. Novo mesto 25 mg cxkAnpa koydxio
Aevadopion

AwPaoTe TPOGEKTIKA 0AOKANPO TO PVALO 00N YOV YP1)ONG TPLY UPYIGETE VO, TAIPVETE AVTO TO

PaPROKO, OLOTL TEPLAUPAVEL ONUAVTIKES TANPOPOPIES Y10, GOC.

- DurdEre avtd TO PUALO 001 YLDV YprioNG. Towg ypetaotel va 1o dafdoete Eavd.

- Edv éyete mepartépm amopiec, poTNOTE TOV Y1ATPO GO 1| TOV QOPLUAKOTOLO GOGC.

- H ovvtayn yio avtd 1o pdaproko yopnynnke amokAeloTikd Yo 6og. Agv TPENEL Vo SMGETE TO
@appako og dAAovs. Mmopei va Tovg TpokaAéoetl PAGPN, akdpa Kol OTOV TO, GUUTTOLOTA TG
acBéveldg Toug glvan ido pe ToL S1KA oG,

- Edv mapatnpnoete kdmoto avemBOUNT evEpyeLa, EVIUEPDOGTE TOV YIATPO 1] TOV QUPUOKOTOLO
60G. AVt oyvEL Ko Yo KABe mlovn avemBOUNTN evEPYELR TOL SEV AVOUPEPETOL GTO TTAPHV
@O0 0dNYIDV xpNone. BAéme mapdypago 4.

T ePLEYEL TO TOPOV PUALO 001 YIAV

T eivar to Lenalidomide Krka d.d. Novo mesto kot o givan 1 xprion Tov
T mpénet va yvopilete mpwv ndpete 1o Lenalidomide Krka d.d. Novo mesto
IMog va napete 1o Lenalidomide Krka d.d. Novo mesto

ITBavég avemBOUNTEG EVEPYELES

[d¢ va pvidooete to Lenalidomide Krka d.d. Novo mesto

[Meprexdpevo TG cLOKEVAGING KOl AOTEG TANPOPOPIES

Sk v =

1. T givan To Lenalidomide Krka d.d. Novo mesto kot oo givar ) xpiion tov

T givan To Lenalidomide Krka d.d. Novo mesto

To Lenalidomide Krka d.d. Novo mesto mepiéyet t dpaotiki ovsio «Aevaiidopidn». Avtd 1o
QAPLLOKO OVIKEL GE L0l OLLASOL POPIAK®Y TOL EXNPEALOVY TOV TPOTO dPACTS TOV (LVOGOTOMTIKOD GOG
GUGTNULOTOC.

owa givan n gprion Tov Lenalidomide Krka d.d. Novo mesto

To Lenalidomide Krka d.d. Novo mesto ypnoionoteitol 6 eviAMKeg yioi:
- TToAhomAd poélmpo

- OLddeg Aéppmpa

Molhamridé poéropa

To moAAamAd pouéhopa givar £vag THTOG KapKivov Tov emnpedlel £va GUYKEKPIUEVO E100G AEVKMV
apooeulpimv, Tov ovoudlovtol KOTTapa TAACUATOS. AVTE To KOTTOPE GVYKEVIPMDVOVTIOL GTO LVEAD
TOV 06TAOV Kal S101povvTaL EKTOC EAEYYOV. AVTO pmopel vor BAAYEL TO 06T Kol TOVG VEQPOUG.

I'evikd 10 moALomAd puédmpo dev pmopei va Bepomevdel. QoT1000, TO, GNUELIN KO TO. GUUTTOUOTO,
pUropoHv va eELattBolv onuavTikd 1 vo eEaeoavioTobV Yo tia ypovikn tepiodo. Avtd ovopdletan
«OVTOTTOKPION.

NeodwyvwceBév molamdd poéhopa - o€ acBeveig Tov yovv vofAnbel o€ HETAUOGYEVGT LVEAOD TOV
00TOV

To Lenalidomide Krka d.d. Novo mesto ypnoionotgitor povo tov wg o, Bepameio cuvtinpnong pHetd
OO ETOPKN OTOKATACTAOT| 1) OTToio akoAOLOEL TN LETANOGYEVOT LVEAOD TV OGTAOV.

86



NeodwyvwoBév molhomAd pouédmpa - oe acBeveic mov dev umopotv va vtofAnBoldv G LETAUOCYEVOT)
LVEAOD TOV 0GTOV

To Lenalidomide Krka d.d. Novo mesto Aapfdaveror poli pe dGiia edppaka. Avtd pmopet va
weptrapfavouv:

- éva ynuetofepamevtid pappako mov ovoudletal «Boptelopipmn»

- £va VTIPAEYHOVAODES PdpLLaio Tov ovopdletat «de&apedalovny.

- £va yNUEI0DePATEVTIKO PAPLOKO TOV OVOUALETOL «UEAPUAGVT KO

- £V0L VOCOKATACTOATIKO PAPLOKO TOL OVOLALeTAL «TTpedvVILOVN».

Oa whpete aVTE ToL AAAN EAppOKa Kot Ty Evapén e Oepaneiog Kot kKotdmy Bo cuveyicete va
naipvete 1o Lenalidomide Krka d.d. Novo mesto povo tov.

e mepintoon mov giote nhkiag 75 eTdv 1 Ave 1 £xete PETPLOL EmG GoPapd VEPPIKE TpofAnaTo — 0
yTpog cog Bo oag eEetdioet TpooeKTIKA TPy TNV Evapén g Bepameiog.

[MolamAd puéhopa - o acBeveic mov Eyovv MaPet mponyovuevn Bepancio
To Lenalidomide Krka d.d. Novo mesto Aapfdaveror poali pe €va avtiiprleyLovddesg QAPLOKO TOV
ovopdleton «de&opefalovny.

To Lenalidomide Krka d.d. Novo mesto Lmopei vo. 6TOUATAGEL TV EXOEIVOON TOV GNUEI®V KoL
CUUTTOUATOV TOV TOAATA0D pueldpotog. Exet emiong kataderybel 61 kabvotepel TV vwoTponn Tov
TOAAATAOD LVEADUOTOG HeTd T OBepaneia.

Olmoeg Aéppopa (OA)

To OA givar évag Kapkivog apyng e&€MEng mov TpooPariet ta B-Aeppoxdttapa. Avtd givar évag
TOTOG AEVKMV a1poo@alpiomv Tov fonbohv Tov opyavicrd cog vo KoTomoAepd tig Aouméels. Otav
éxete OA, mdpa ToAAG amd avtd To B-Aeppokittapa vOEXETOL VUL GUYKEVTIPMVOVTOL GTO OliLLol, TOV
LDEAD TOV 00TMV, TOVG AEUPODEVES KOl TOV CTTANVO. GO,

To Lenalidomide Krka d.d. Novo mesto Aapfdaveral poli pe £va GAAO QAPLOKO OV OVOraleTan
«prrov&udumny» yio ) Bepomeio evniikov acbevav mov Exovv vroPfindel oto Tapehbdv oe Bepaneio
v ol{ddeg Aéppwpa.

g dpo T0 Lenalidomide Krka d.d. Novo mesto

To Lenalidomide Krka d.d. Novo mesto dpa ennped{ovtag 10 0vOGOTOTIKO GOGTN O TOV GMOTOG

Ko emtifeton amevbeiog oToV KaPKivo. Apa [E puo GEPE omd S10.PpopETIKOVS TPOTOVG:

- OTOUATAOVTAG TNV OVATTUEN TOV KOPKIVIK®OY KUTTAP®V

- SLOKOTTTOVTOG TV OVATTLEN TOV OHLOPOPOV AYYEIDV GTOV KapKivo

- EVEPYOTOIMVTOG HEPOG TOL CLVOCOTOUTIKOV GUGTNILOTOG MOTE VO, EMTEDEL GTO KOPKIVIKA
KOTTOPO.

2. Tvnpémer va yvopilete npv napete 1o Lenalidomide Krka d.d. Novo mesto

Mpéner vo SwaPfdoete Ta @OALA 00NYLOV YPNONGS OOV TOV POPULAKEVTIKAOV TPOIOVTOV TOV O
A@0Oovv o€ cuvovacnéd pe 1o Lenalidomide Krka d.d. Novo mesto wpwv tnv évapén g
Oepameiog pe Lenalidomide Krka d.d. Novo mesto.

Mnyv népete 10 Lenalidomide Krka d.d. Novo mesto:

- edv glote €ykvoc, vopilete 6TL pmopel va, giote £ykvog 1 oxedlalete va peivete £yKvog, KaO®g
70 Lenalidomide Krka d.d. Novo mesto avapéveron va tpokarécel Brapn oto Euppuo (PA.
mapdypopo 2, «kKomor, ONLaoudc Kot avTicOAAN YT — TANPOPOPIES Y10 YUVOIKEG KOl AVOPESY).

- €qv Umopeite va peivete £ykvog, eKTds €6v Aappdvete dha To amapoitnTo LETPO Yo Vi,
gumodicete pio evogyopevn eykvopoovvn (PA. mapdypago 2, «Komon, Onlacudc ko
AVTICLAAN YN — TANPOPOPIESG Yo YUVaikeG Ko dvopegy). Edv pmopeite va, peivete £ykvog, o
ywrpds cog Ba koataypayet pali pe kdOe ocuvtayn ot £xovv Anedet Ta amapaitnto pétpa Kot Oa
GG YopMnyNnoetL avth v emPePainon.

- o€ mepintwon adiepylog ot Aevalidopidn 1 6€ omotodmote GALO OO TO CLGTUTIKG AVTOV TOV
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POPUAKOV TOV avapEPOVTAL otV Tapdypago 6. Edv vouilete 6Tt pmopet va £yete odhepyio 610
Qappako, cupuPovievdeite Tov YIaTpo Goc.

Y& TEPIMTMON TOL OTOLUONTOTE ATO OVTES TIG KOTAGTAGELS IOYVEL TNV TEPINTMGT GOG, LNV TAPETE TO
Lenalidomide Krka d.d. Novo mesto. Edv éxete appiforieg, anevbuvbeite otov yrotpd cag.

IIposidomomoeig Kot TPOPVAAEELS

AngvOuvlcite oTov Y10TPO, TOV QUPRAKOTOLO 1| TOV/TV VOGOKONO GUG TTPLV TAPETE TO

Lenalidomide Krka d.d. Novo mesto £Gv:

- €xete gppavioel OpopPovg oto aipa katd To TapeABOV - Exete avENpévo Kivouvo avamTuéng
Opoppav aipatog otic EAEPES Kot Tig aptnpies Katd ) didpkela e Beponeiog

- &xete omolodNToTe onpeio Aoiuwéng, 6Tmg Pya | TLPETO

- &xete N elyate 610 TOPEAOOV 107EVI AolpmEn, diaitepa: Aoipwén and nratitida B,
avepoProyid- épmnta Lowotipa, HIV. Edv éxete apgifories, ansvbuvbeite otov yrotpd cag. H
Oeponeio pe to Lenalidomide Krka d.d. Novo mesto pmopei va mpokaiécel v
EMOVEVEPYOTOINGT TOL 10V 6€ asfeveig mov PEpovv Tov 10. AvTd €XEl OG ATOTEAEG LN TNV
emovepeavion g Aoipméne. O yotpog cog B Tpémet vo eréyéet dv elyate TOTE Aoipumén amod
nratitdo B

- £YeTE VEQPPIKA TPOPANUATO — O YITPOC GO EVOEYETAL VO, TTPOCAPUOGEL T1 OGT TOV
Lenalidomide Krka d.d. Novo mesto

- £xete vootel Kopdlakt TpocPorn, elyate moté OpouPo aipatog v edv kamvilete, £xete vYNAN
apTNPLOKT TTiEGT 1 VYNAG ERITEDQ YOANOTEPOANG

- £xete eLPaVIcEL poL aALEPYIKN avTidpao katd Tn ddpkeie Ayng s Boidopiong (Eva GAlo
QAPLLOKO TTOV YpToYLoToteiTtal Yo T Bepameio Tov TOAAATAOD PLEADILATOC) OTtmg eEGvON LA,
KVNopO, oidnpa, {An 1 duckoAio oTnv avamvon

- éxete ekdnNAmaoel oto TapeAdov Evav cuvovacud and omoldNToTe amd To aKOAovha
oupmT®poTo: ddyvto e&dvOnua, epuBpod déppa, VYNAT BEPLOKPAGIN COUATOS, GCUUTTMLOTO
YPIRADOOVS GLVOPOUNG, AVENGEIS NTOTIKAOV Vi@V, avoOUOAEG 0TO aipa (MOovoEAia),
SLOYKOUEVOVG AEPPAOEVEG — QVTA Eivar onpeia pog cofapng SEPUATIKNG avTIdpAoNC TOV
ovopdletal Gappakevtikny Avtidpaon pe Hoowoeidia kot ZuoTnpatiKd ZuUmTTOUOTO, 1) 0ol
glvan emiong yvoot| og DRESS 1 cOvdpopo vrepevaisOneciog oe papuaxo. (BA. exiong
mapdypoeo 4 “TIibavég avemBOunTeg evépyeies”.)

Y& TEPIMTTMON TOL OTOLUONTOTE ATTO TO TOPATAV®D 1GYVEL GTNV TEPIMTMOT GOG, EVIUEPDOTE TOV
YTpd, TOV POPLOKOTOLd 1 TOV/TNV VOGOKOUO GOG TPty TV évapén g Bepameiog.

Evnpepoote dueca tov ylotpd 1 ToV/TIV VOGOKOLO GaG, OTO0ONTOTE GTIYUN KAT T1 S1ApKELD TNG

Oepaneiog 1 HETA amd AVTHV, GE TEPITTMON TOL:

- mapoTnpnoete BoAn dpaon, andreia 6paong 1 dSumdwnic, Suvokoriia otV opkic, advvapio ot
¥éplo 1 oto O, OAAOYN oTov TpOTO PAdiong 1| TpoPALATO 1GOPPOTIOG, EUUEVOVGO AUL®OTOL,
UelmpEVN aioOnom 1 ardAelo. aicOnong, andieia wiung 1 ovyyvon. Ola avtd uropsei va
ATOTEAOVV GUUTTAOUOTO P0G oPapng Kol SuVNTIKAE Bovatneopag TaNoNG ToL EYKEPAAOL
YVOGOTHS G TPOTovoag TOALESTIOKNG AgvkoeyKkeparondbeiag (ITIIA). Edv elyate ta
cupTTOpOTO aLTA TPV amd T Bepameia pe Lenalidomide Krka d.d. Novo mesto, evnuepmote
TOV Y10TPO GOG GYETIKA LLE OTOLUONTOTE AAAAYY] GTO CUUTTMOOTO, OVTA.

- ekdnAmdceTe dvonvola, kKomwor, {aAn, Tovo oto 6THH0C, ToOTEPO KOPILOKO TAANS 1) TPNEO
oT0 TOJ 1 TOLG AOTPAYAAOLS. AVTA PTOPEL VoL €IVl GUUTTOUOTO HLOG GoPapng Tidnong, N
omoia etvan yvoot og mvevpovikn véptaon (BA. mapdypapo 4).

Eetdoeig kau £reyyon

[pwv kon katd tn dudpkela e Oepaneiog pe Lenalidomide Krka d.d. Novo mesto 0o kévete ToKTiKéG
apatoroyikég eetdoets. Avtég Oa tig kdvete eneldn to Lenalidomide Krka d.d. Novo mesto pmopet
VO TPOKAAEGEL PEIMGT TOV aoc@alpiov Tov Ponboldv otnyv katamoréunon Aouméewnv (Aevkd
alpooeaipla) kot oty &N Tov aipotog (apometdiia). O yrotpds cog Ba cag {ntioel va kdvete
e&étaomn aiparog:

- mpwv T Oepameio

- K60 efdopdda yio 11 TpdTEG 8 £fdopnades TG Bepaneiog
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- OTN CLVEYELD, TOVAGYLOTOV KAOE pvel HETA amd ovTd TO S1A0TN L.

Mmnopei va a&loloynOeite yio onpeio KopSOTVELHOVIKGV TPOPANUATOV TPV 0d KoL KOTA T
duapkela s Bepaneiog pe Aevaridopion.

lNo acBeveic pe OA mov Aapfavovy Lenalidomide Krka d.d. Novo mesto

O ywtpdg cog Ba cag Cntioet va kdvete eEétaon aipoTog:

- mpwv amd T Oepameia

- K60 efdoudda yio tig mpadTeg 3 €fdouddec (1 KiKAog) Tne Oepomeiog

- 01N SLVEYELW, KAOE 2 efSoNGdES KaTA TOVG KOKAOVG 2 Em¢ 4 (BA. mapdypao 3 «Kvihog
Bepoameiog yio mepLocOTEPES TANPOPOPIES)

- petd omd To onueio avtd Ba dievepyeitan Kotd v Evapén Tov Kabe KOKAOL Kot

- TovAdloTOV i Popd KAbe pva.

O ywtpog cog pmopet va eEetdoet edv £xete LYNAH GUVOAIKO POPTIO OYKOL GE OAO TO GO,
CUUTEPILALPOVOUEVOD TOV HVEAOD TOV 0GTMV G0G. AVTO O LTOPOVGE VO 001 YNGEL GE L0 KOTAGTOGOM
61OV 01 GYKOL 0TOdOUOVVTOL KOl TPOKOAODV AGLVAON ETITESAL Y¥MUKOV OVGLOV GTO G0 TOV PTOPOVV
Vo 00N yNo0VV G VEQPIKT aveTapkelo (avTn 1 Katdotaon ovopdletar «Zuvopopo Avorg Oykovy).

O ywtp6g cog pmopet va cog e€eTaoel Yo LeToPoAEC 6TO dEpLO GG, OTMG epLOPEG KNAIdEG 1)
eEavOnpoara.

O ywtpog cog pmopet va tpocappdcet t do6on tov Lenalidomide Krka d.d. Novo mesto 1 va
otapotnoet ) Oepomeio oag e PACT) TO ATOTEAEGLOTO TOV OLLATOAOYIK®V EETAGEWMV KOl TN YEVIKT
oag Kotaotoon. Edv éxete dtryvoobel mpocpata, o yiatpds cog evoéyetal emiong va a&loAoynoeL T
Oepaneia cog pe Pdon v nAio cog kot GAAES KOTACTAGELS A0 TIG OTOIEG 1101 TACYETE.

Ayodocia
Agv mpémel va dwpioete aiplo Katd ) didpkelo TG Ogpomeiog Kot Yo TOLAGYIGTOV 7 NUEPES LETE TO
Téhoc TG Oepameiog.

Modra kon Epnpor
To Lenalidomide Krka d.d. Novo mesto dev cuviotdrtat yio ypron o€ moudid Kot eprpfoug Katm twv 18
ETAV.

Hliopévor kan dtopo pe ve@pika rpofjpota
e mepintmon mov glote NAkiag 75 eT@v 1 Avo 1 £xete PETpLo EmG GoPapd vePpikd TpofAnpaTo — o
yrpdg cos Ba cag eEetdioet TposekTkd TP TV Evapén g Bepameiog.

Alha pappoxa ko Lenalidomide Krka d.d. Novo mesto

Evnuepmote tov yiotpd 1| Tov/TnV VOGOKOUO GOG EGV TaipVETE 1 £(E£TE TPOSPATA TAPEL AAAQ
eappoko. Avtd opeileton oto yeyovog 6Tt o Lenalidomide Krka d.d. Novo mesto pmopei va
emnpedoet Tov TpoOmo dpdiong opiopévev AV papudkmy. Etiong, opiopéva dAha pappoako HTopovv
va emnpedoovy Tov Tpomo dpdong tov Lenalidomide Krka d.d. Novo mesto.

Ewdikdtepa, evuepdOTE TOV Y1OTPO 1 TOV/TNV VOGOKOLO GOC OV TOIPVETE OTOL0ONTOTE AT T

aKolovho pappoKo:

- OPICUEVO QAPLOKOL TTOV YPTNCLLOTOIOVVTOL Y10 TNV TPOANYT TG EYKVUOGVUVNG, OTWG TO A0 TOV
GTOUATOG YOPTYOVUEVE, OVTIGVAMNTITIKA, KOOMG pmopel va. dtakomel 1 dpdion Tovg

- OPICUEVO QAPHLOKO TTOV YPNCLLOTOIOVVTOL Y10 Kapdlokd TpoPAaTa - 0rtmg 1 dryo&ivn

- OPICUEVO PAPLLOKOL TTOV YPTCLLOTOIOVVTOL Y10 TV 0Paimc™ TOL aipatoc - 6nwg 1 fapeapivn.

Kinon, 0nhaopdg kot aviicOAA Y| — TANPOPOPIES YL YUVAIKES KO AVOPES
Kinon

lNoa 11¢ yuvaikeg wov maipvovy Lenalidomide Krka d.d. Novo mesto
- Mnyv népete 1o Lenalidomide Krka d.d. Novo mesto £dv giote £ykvog, 10Tt ovapéveTol vo
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nmpoKoAéoel PAGPN oto EuPpvo.

- Agv mpénel va peivete éykvog evd mtaipvete 1o Lenalidomide Krka d.d. Novo mesto. Zuvenmg,
TPEMEL VAL YPNOYLOTOLEITE OTOTEAEGUATIKEG PHEBOOOVG aVTIGUAANYNG €AV €l0TE YuVOiKO OF
avamapay@ykn nakio (BA. «AvTicOAANYM).

- Edv peivete éyxvog kotd ™ didpketo g Bepaneiag cag pe Lenalidomide Krka d.d. Novo
mesto, otapatiote ™ Bepameio Kot EVIUEPDOTE TOV Y1UTPO GO AUETA.

[N tovg Gvdpeg mov maipvovy Lenalidomide Krka d.d. Novo mesto

- Y& TEPImTMON TOL 1) GVVIPOPOG 60 Leivel £ykvog evd mtaipvete to Lenalidomide Krka d.d.
Novo mesto, Tpénetl va evnuepdcete Tov Yiatpd cog apeca. [poteivetal n cuvipoeds cag va
avalnTNoEL WTPIKT GUUPOVAN.

- [pénet emiong va ypnoonoleite oamotelecpatikég pebddovg avticOAANYNG (PA.
«AVTIGOAANYMY).

Onloocpig
Mn OnAdlete evd maipvete o Lenalidomide Krka d.d. Novo mesto, 51011 dev etvan yvooto €dv to
Lenalidomide Krka d.d. Novo mesto nepvd 610 untpikd yaao.

AvticOAyn

l'o yvvaikeg mov maipvouy to Lenalidomide Krka d.d. Novo mesto

[Ipw apyicete ) Bepaneia, poTOTE TOV Y0TPO GOG EAV UTOPEITE VOl LLEIVETE £YKVOG, AKOLLOL KO OV
vopilete 611 avtd givon amibavo.

Edv pnopeite va pelvete yxvog

- B KhveTe TEGT £YKVHOGHVNG VIO TNV EMIPAEYN TOL Y1oTpoV cag (Tpv amd kabe Bepomeia,
TovAdylotov Kabe 4 efdopddes katd tn didpkela e Bepaneiog Kot ToLAdYIoTOV 4 £BSOpAdES
petd to téhog g Bepameing) ektdg OToL ExeEl emPePatwbei 6TL 01 GAATYYES £X0VV KOTEL KO
nmep1oebel, MOTE va U Lropovv Ta MAPLO VoL TPOGEYYIGOVV TN UNTPa (COATLYYIKN OTEIP®ON)

KAI

- TPEMEL VAL YPNOYLOTOLEITE OTOTEAEGUATIKES HEBOOOVG aVTIGOAANYNG Y10 TOVAGYLoTOV 4
eBoopdoeg mpwv v Evapén g Bepoameiag, katd ™ Sdprela g Oepameiog kon péypt
TovAdyiotov 4 Bdouddeg petd to téhog ¢ Bepamneioc. O yoTpdg cog Ba oag cupfovievost yio
T1G KOTAAANAES HeBOSOVG aVTIGOAANYNC.

lNa dvdpeg mov maipvouv 1o Lenalidomide Krka d.d. Novo mesto

To Lenalidomide Krka d.d. Novo mesto tepvd 6to avOpdmivo onépua. Edv 1 cdvipopdc cog eivor
€yKvog 1 umopet va. peivet £yKvog Kot dev YpNOYLOTOLEL amoTEAEGUATIKES HEBOSOVS OVTIGVAANYTG,
TPEMEL VO YPNGLOTOLEITE TPOPLAAKTIKG KaTd TN d1dpKela Tng Oepameiog kot yio TtovAdyiotov 7
NUEPEG HETA TO TEAOG TG Bepameiog, akopa Kot v £xete VITOPANOEL GE EKTOUN GTEPUATIKOD TOPOV.

Odnynon ko yepopég pnyovnudTov
Mnyv odnyeite 1 yepileote unyovipota ebv ooBavieite {aAn, KOT®oN, vIvnAla, &xete tAlyyo 1 Bopmn
opaon petd t AMyn tov Lenalidomide Krka d.d. Novo mesto.

3. og va wapete 10 Lenalidomide Krka d.d. Novo mesto

To Lenalidomide Krka d.d. Novo mesto d.d. mpénet va yopnyeitol o€ €64¢ amd emayyeipatics vysiog

TEMEPAPEVOVS OTNV OVTILETMDTICT) TOV TOAAATAOD LVEADUOTOS 1) TOV 0{MO0VG AEUPDLLOTOC,

- Orav ypnoyomoteiton yio ) Bepomeio Tov TOALATAOD PHVEADUATOC GE 0GOEVELS OV deV etvar
KOTAAANAOL Y10, LETOUOGYEVOT) LVEAOD TOV OGTMV 1] £XOVV TPONYOVUEVAOS AAPEL GAAES
Oepameieg, To Lenalidomide Krka d.d. Novo mesto d.d. Aappdveton pe dAlo papporo (BA.
mapdypoeo 1 «Ilown eivon 1 gprion tov Lenalidomide Krka d.d. Novo mesto d.d.»).

- Orav ypnoyomoteiton yio ) Bepomeio Tov TOAATAOD LLEADOTOG, 68 acheVEiG TOL EyouV
vroPAnOet oe petapdoyevon poerod TV ootwv, To Lenalidomide Krka d.d. Novo mesto d.d.
Aappavetor povo tov.

- Otav ypnowponoteiton yio ) Oeponeio Tov olddovg Aeppdpatog, to Lenalidomide Krka d.d.
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Novo mesto d.d. Aappdveton pe Eva GAAO PAPLOKO TOV OVOUALETOL KPLITOVELLAUTT).

[Téavrote va maipvete to Lenalidomide Krka d.d. Novo mesto avotnpd copgva pe Tic 0dnyieg Tou
ywrpov coc. Edv éxete appiforieg, potote Tov y10Tpd 1] TOV QOpLOKOTO0 GO,

Edv Aappdvete to Lenalidomide Krka d.d. Novo mesto e cuvdvacpod pe dhia pdppoka, Bo tpémet va
avaTpEEETE GTOL PUALG 0ONYIDV XPTHONG OVTAOV TV QPOPLAK®OV Y10, TEPICCOTEPES TANPOPOPIES CYETIKA
LLE TN XPNOT KO TG EVEPYELEG TOVG.

Kvxhog Oepameiog

To Lenalidomide Krka d.d. Novo mesto Aapfdvetal 6e cuykekpipéveg nuépes yio. 3 efdopadeg (21

NUEPE).

- Kd&Be Srompa 21 nuepdv ovopdaletot «xvklog Oepameioy.

- Avdloya pe v nuépa tov KikAov, Ba Tapete Eva N meprocdTEPA 0o TO, PapuaKa. Qotdco, o€
oplopévec NUEPeS dev Ba TAPETE KATO10 GO TO PAPLLOKCL.

- Metd v odoxApwon kabe koxkhov 21 nuepmv, Ba mpénet va apyilete éva véo «khkAo» yio Tig
emodpeveg 21 nuépeg.

'H

To Lenalidomide Krka d.d. Novo mesto Aopfdvetat oe cuykekpiéveg nuépeg ya 4 efdopadeg (28

NHEPES).

- Kd&be ot 28 nuepdv ovopdletar «ikvkiog Oepameiagy.

- Avdloyo pe v nUEPA ToL KOKAOV, Ba TapeTe Vol 1) TEPIGGATEPQ ATO TA PAPUAKA. 26TOCO, GE
oplopévec NuéEpeg dev Ba mhpeTe KATO10 A0 TO PAPLLOKCL.

- Metd v oAokApoon kabe KokAov 28 nuepdv, Ba mpénet va apyilete £va vEo «iOKAO» Y1 TG
EMOEVES 28 MUEPES.

ITéco Lenalidomide Krka d.d. Novo mesto vo wapete

Ipwv v évapén g Bepamneiog, o yroTpdc cag Bo Gog EVUEPDTEL TYETIKA LUE:

- 1o moco Lenalidomide Krka d.d. Novo mesto 0o mpémetl va mapete

- 70 1600 oMb o AAAL papLoka Oo Tpémel va Tapete o cuvovacuod pe to Lenalidomide Krka
d.d. Novo mesto, gdv vdpyovv

- TIG NUEPES TOL KOKAOV Bepameiog katd Tig omoieg Oa mpénet va Aappdvete To kdbe pappoko.

Iog ko téte vo Tapete To Lenalidomide Krka d.d. Novo mesto

- KOTAMIVETE TO KOWAKLOL OAOKAN PO, KATE TPOTIUN O™ LE VEPO.

- unv onalete, avoiyete N pacdte to Koydkia. Edv 1 oxévn omd éva 6macpévo Koyakio
Lenalidomide Krka d.d. Novo mesto £pel g emapn pe 1o déppa, TAOVETE TO dEPUA AUESMG KO
GYOAUOTIKA e VEPO Kol GATOVVL.

- o1 emayyeApoties vyeiag, Ta dtopa wov epovtilovy aobeveic Kot To LEAN TG ouKoyEveLag Oa
TPENEL VAL POPOLV YavTia piog xproemg dtav yepilovral Tnv KuywéAn 1 10 Kayaklo. X
GUVEYELN TOL YAVTLO B0l TPETEL VO, LPOPOVVTOL TPOGEKTIKA £TCL MGTE VO, ATOPEVYETAUL TUYOV
ékBeom tov 6€ppaToc, va TomobeTobvTon o8 GEPAYILOUEVT] TAUGTIKT GOKOVAN Od
TOAVALOVAEVIO KOt VO, ATOPPITTOVTOL GOUPMOVA LE TIG KOTA TOTOVS 10YVOVCES GYETIKES
Stotaéelg. X cvvéyela ta xépto. o TPEMEL va TAEVOVTOL GYOAUCTIKA e Gomovve Kot vepd. Ot
yuvaikeg mwov givan £ykveg 1 mBavoloyobv Ot pmopet va. eivan £ykveg dev mpénet va yeipilovron
TV KOWEAN 1} TO KOWAKIO.

- T KWWAKo LTopovv va AneBodv gite pe Tpoen ite ympic.

- npénet va moipvete 1o Lenalidomide Krka d.d. Novo mesto nepimov v 1610 dpa tig
TPOYPUUUOTICUEVES TUEPEGS.

Idg vo TapETE TO PAPRAKO AVTO
IMo v agaipeon Tov Koyokiov amd TV KuWEAN:

1. Kpatfote v Koyén amd o dKkpa Kot Stoyopiote pio Lovado KoyéANg omd Tic VITOAOUTES
okiovtag amaAd KaTd PINKOG TV S1ATPNT®V oNUei®V YOp® amd ouTh.

2. Tpapri&re Tpog ta wéve TV AKpn Tov GOAAOL Kol APAPESTE TO PUALO TEAEIMG.

3. AKOLUTNOTE TO KOWAKLO GTO XEPL GO,

4. Kortomeite o kaydakio oAdkANpo, katd npotipnon pali pe vepod.
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Awdpkero g Oepaneiog pe Lenalidomide Krka d.d. Novo mesto

To Lenalidomide Krka d.d. Novo mesto Aappdaveratl o€ kokiovg Oepanciog, kabévag amd Toug 0moiovg
Swoprei 21 1 28 nuépeg (PA. mapamdve «Kokhog Oepameiogy). [Tpémet va cuveyioeTe TOVG KOKAOVG
Oepomeiog LEYPL 0 Y1ATPOC 0OG VO 00 GUUBOVAEDGEL VO GTOLOTICETE.

Eav napete peyorvtepn 66on Lenalidomide Krka d.d. Novo mesto a6 Tnv kavoviki
Edv mapete peyorvtepn doom Lenalidomide Krka d.d. Novo mesto amd exeivn mov ocag £xet
ouvTayoYpapn0el, EVUEPDOTE TOV YUTPO GOG ALETA.

Eav Eeyaoere va mapete To Lenalidomide Krka d.d. Novo mesto

Edv Egydoete va mapete Lenalidomide Krka d.d. Novo mesto tnv kavoviki dpa Kot

- €xovv epaoel Ayotepeg amd 12 dpeg: maPTE TO KOWAKIO AUESOS.

- €xouv mepAcEL TEPIEGOTEPES ad 12 dpeg: Unv mapete 1o Koyakio. [1dpte to endEVO KOyaKlO
T cuviOn dpa TV eTdpEVN NUEPQL.

Edv éyete mepiocdtepeg ep@TNOELS GYETIKA LLE TN YPT|ON CLTOV TOL PAPUAKOV, POTNGTE TOV YIATPO 1
TOV POPLOKOTOLO GOG.

4, MBavég avemOOuNTEG Evépyereg

Onwg 6ha ta pappaka, £Tot Kot 0vTd T0 PApLaKo PTopel vo TPOKAAESEL aVETIBOUNTES EVEPYELEG, OV
Kot dgv mapovoldlovtal 6€ OAOVE TOVG OVOPAOTOLC.

Yaapatiote vo naipvere To Lenalidomide Krka d.d. Novo mesto kou emioke@teite apécmg Evay
YoTPO, £V TAPATNPNGETE OTOLUINTOTE OO TIC TAPUKATO GOPAPES AVETMOVUNTES EVEPYELES —
pmopei v yperdlecte exeiyovoo loTpkn tepifaiymn:

- Kvidwon, e&avOnuata, Tpn&ipo Tov Hotidv, ToL GTOUATOG 1) TOV TPOGHOTOV, SVCKOALN TNV
AVOmTVON 1 Oyovpa, T OTO10L EVOEYETAL VO, VAL GUUTTMLOTO GOPAPAOV TOTWV AAAEPYIKDV
AVTOPACEDY TOL OVOLALOVTAL 0y YELOO0TON LA KO OLVOLPLAOKTIKT avTidpaoT).

- M coPapn aAlepyikn avtidopoomn mov propel va Eekviiost og e£avOnua og o meployn oAl
va enekTodel e EKTETOUEVT] OTDOAELD OEPUATOC GE OAOKANPO TO GO (GVUVOpPOLO Stevens-
Johnson 1/kat To&1kn emdeppiky vekpoAvoT)).

- Audyvto e&avOnpa, vynAn Oeppokpacio coOUATOC, AVENGEIS NTOTIKAOV eVIOU®V, AOVOUOAEG 6TO
aipo (Moowoeiiia), S10YKOUEVOL AEPQUOEVES KOl GUHUETOYT GAA®Y OPYAVOV TOL CAOUATOG
(PAPUAKEVTIKT OVTIOPAOT] LE NOGIVOPIALD, KO GUGTNUATIKG GUUTTOWNOTO, 1) 07010 Eivat emiong
yvoot| g DRESS 1 6uvdpopo vepevasOnoiog oe gdppaxo). BA. eniong mapdypapo 2.

Evnuepoote apécwg Tov Y1aTpo 60c £6v TOPaTNPCETE OTOLUONTOTE U0 TIS TAPUKATO cofapéc

avemOvuNTES EVEPYELES:

- [Mvpetd, piyn, TdGvo 610 Aopd, Py, EAKN 6TO GTOMO 1] OTOLUONTTOTE AAAN GUUTTMLOTO
Aolpwéng coumepthopavopévng evioc TS KUKAOPOPIOG ToL aipatog (onyatpio)

- Ayloppoayio 1 MOAOTESG XOPIG VO VTTAPYEL TPUVUOTICHOC

- [16vo oto otnBog 1 6T0 TOdIL

- Avcnvola

- 0otk TOVO, PVTKN advvapic, cOYYLOoT 1] KOTMGCT OV UITOPEL Vo, 0QEIAOVTAL GTO DYNAD
eninedo acPeotiov 6TO QL.

92



To Lenalidomide Krka d.d. Novo mesto propei va peidcet tov optfpd tov AEVKOV aocOapimy Tov
KOTAUTOAELODV TIC AOUAOEELC, KOl TOV optBpd TV apocs@atpiov mov fondovv oty mén Tov aipatog
(opomeTdhiar), Yeyovog Tov UTopel Vo 00N YN OEL GE OLLOPPUYIKES SUTUPOYES, OTMS PLVOPPAYIES KOt
UOADTEC.

To Lenalidomide Krka d.d. Novo mesto pnopei eniong va mpokaiécet Opdppoug aipatog otig pAERES
(Bpoppwon).

Addeg avemBOunTES EVEPYELES

Eivan onpovtico va onpetndel 6t évog pikpog apBpdg acbevav evdéyetatl va avortuéel Tpocheteg
HOPPEG KAPKIvOL Kot eivor TBovo 0Tt antog o Kivouvog pmopei va avénbdet pe to Lenalidomide Krka
d.d. Novo mesto. Zvvenmg o y1atpog cag 0o mpémel va 0EI0A0YNGEL TPOGEKTIKA TAL OQEAN KO TOVG
Kvdvvoug 6tav oag cvvtayoypaesi To Lenalidomide Krka d.d. Novo mesto.

IMoAv ovyvég (umopel va emnpedoovy tepiocotepa ond 1 ota 10 dtopa)

- Meimon otov aptBpd tov epubpdv aoseatpioy, 1 oroic PTopel vo TPOKAAEGEL AVULLIO TOV
odnyel o€ KOTWOM Kol advvapio

- E&avOnuoza, eayodpa

- Mvikéc kpaumes, poikn advvopio, Puikdg mOVoS, HOTKEG EVOYANGELS, 00TIKOG TOVOS, TOVOC OTIG
apBpdoeig, Tdvog ot PEST, TOVOG OTOL AKPOL

- I'evikevpévo Tpn&uyo cvumeptlopfovopuévon Tov TpnEIATOS TMV YEPLDOV KOl TMV TOIDV GOG

- Advvapio, k6o

- [Mupetdc Kal YPImdON CUUTTMOWOTA, OTMG TVPETOS, HVTKOG TOVOG, TOVOKEPOAOC, TOVOG GTO QVTL,
Prixag kat piyn

- Movowaopa, popunkioon 1 aicOnua kavcov oto déppa, Tdvol ota xEpla 1 Ta T, CAAN,
TPOLOG

- Mewopévn opetn, petaforéc ot yevon

- AvEnon tov mévov, Tov peyéBoug Tov YKoV, TOV KOKKIVIGHLATOG YOP® amd ToV OYKO

- ATdAE0 COUATIKOD BAPOVG

- AvckotMdTnTa, S14ppota, vauTia, EULETOS, TOVOS GTO GTOU)L, CTOUOYIKOC KAVGOG

- XopunAd erinedo kodiov 1 acPeotiov koM vaTpiov 610 aipla

- ®vpeoetdng mov Aettovpyel Mydtepo amd 660 Ha Empene

- [16vog oto modia (Tov Ba. propovce va amotelel copTTONHN Opopfmaong), Tévog 6to oTNBog 1
dvomvoa (mov umopet va eivor cHpnTopo OpopPmv ailoTtog 6ToVg TVEVIOVES, Kot ovoudleTon
TVELLLOVIKT EUPOAN)

- AOUDEEIG OAWV TOV TOT®V, GUUTEPIAAUPOVOLEVNS AOTU®ENG TV KOAT®OV OV TTEPPAALOVV TN
pOTN, AOTH®ENG TOV TVELHOV®V KoL TOV AVAOTEPOV OVOTVELGTIKOD GUGTHLLOTOC

- Avornvola

- Oaum 6poon

- BolepOTNTO TOV LATIOV GOG (KOTAPPAKTNG)

- Negpucd mpoPAnLaTa Tov TEPIAapPavovy veppd mov dev AelTovpyodV GOGTA 1} TOL deV
LITOPOVV VO, SLOTPHGOLV TN PLGLOAOYIKN AglTovpyia.

- Mn @LGLOAOYIKA OTOTEAEG AT NTOTIKMV SOKLLAGLDV

- AVENGOT OTIG TIUEG TOV OTOTEAECUATOV NAATIKOV SOKILACIOV

- MetoPoAég og o TPOTEIVN GTO aiplo TOV UITOPEL VoL TPOKAAEGEL SLOYKMOT] TOV APTIPLOV
(ayyeution)

- Avénocelg ota eminedo cokyapov 6To aipo oag (defntng)

- Meldaoelg 6To ETIMESA GOKYAPOL GTO CiLLe GOG

- [Tovoxépoaiog

- Pwoppayia

- Enpodeppia

- Kotdbhym, petaforn tng d160eong, dSuokorio otov Hivo

- Briyag

- [Ttoon g aptnprakng nieonc

- ATmpocdoploTo aichne cOpOTIKNG SucEOoping, aicONUa SVCAPESTNG CMUOTIKNG KOTACTUONS

- Dreypovaodelc TAnNyég oto otoa, Enpoctopia

- A@vddtmon
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Yoyvég (umopel va enmpedoovy £wg kat 1 ota 10 dropa)

- Kotaotpoen epubpdv aiproc@apiov (otloAvTIKn avorLior)

- Op1oévol TOTTOL SEPUATIKMDY OYK®V

- Aloppoyic Towv 0OA®VY, TOL GTOUAYLOD 1] TOL EVIEPOL

- Avénuévn migon tov aipatog, apyods, YpNYopos 1 akavovieTog Kapdlokog puipde

- Avénomn oty TocOHTNTA U0 OVGING TOV TPOKOTTEL OO T1 PLUGIOAOYIKT] KOL TN 1] QLGLOAOYIKT|
dtdomacn Tov epuipadv arpoceapinv

- AvEnomn evog THTOV TPMTEIVIG TOL VITOSEIKVIEL PAEYLOVT] GTOV OPYAVIGHO

- 2KOVPOG YPOUATIOUOG TOV SEPUOTOC GOC, YPOUATIKY] OAAOIMOT) TOV SEPUOTOC GOC TOV OPEIAETOL
o€ OLLOPPaAYi KAT® 0T avTo, TOL GLVNOMG TPOKOAEITAL 0d LOA®TES, TPNELLO TOV SEPLOTOG
OV TEPLEYEL QL0 LOAWDTOG

- AvEnomn tov ovpikol 0EE0C 6TO aiplal

- Agppatikd e£ovOnaTa, KOKKIVIGHO TOV 3EPUATOC, pPOYUES, OTOAETION 1 EEPAOVIIOLO TOV
déppatog, eEavOnuata pe eoyovpa

- Avénuévn gpidpwan, vokTepvol 1pOTES

- AvcokoMa KOTAmoong, mOVog 6To Aad, SUGKOAMA LLE TNV TTOOTNTA TNG GMVNG 1 LETAPOAES TNG
POVNG

- Zovayt

- Hopoywyn moAd peyaddtepng 1 TOAD PKPOTEPTG TOGOTNTOG OVP®V OO TO CLVNOIGUEVO 1
advvapio EAEYYOL TG 00pNoNG

- Amofoln aipotog pali pe to odvpa

- Avomvola, 101K KOTA TNV KATdKALo™ (To 0moio Bo pmopovoe vo amoTeEAEl GCOUTTOLA KOPITOKNIG
OVETAPKELNG)

- AvokoMa otV enitevén oTdoMNG

- Eykepolikd enelc0d10, Mmobupiia, thyyog (TpOoPANLLa [LE TO EGMTEPIKO aVTI TOL 0ONYEL GE
aicOnon 6t OAa yopilovv), TPOGPIVI ATOAELL GUVEIITONG

- [16vog ot0 Bdpaka Tov eEamAdveTarl 6Ta XEPLO, TOV OVYEVA, T YVAHOo, TNV TAATY 1] TO GTONAYL,
ue aicOnon Wpmta Kot Suemvolag, aictnon vavtiag 1 £UETO, TO 0TToio LWTOPEL VO, AmOTEAODY
CUUTTONOTO KOPOIKNS TPOSPOANG (ELPPayLLe TOL HLoKapdiov)

- Mvikr advvopic, EAAEYM evEPYELOG

- [Tévog otov avyéva, Tdvog 6To BopaKa

- Piy

- Aldykmon apBpwong

- Apyn 1 gumodifopevn pon g YOANG Ao To HIap

- XopunAd enimeda @ooEOPOL 1] LoyVIGIov GTO aijo

- AvckoMMa otV opAia

- Hmotwen BAGPN

- Mewwpévn woppomia, SuoKoAio otV Kivnon

- Koewon, kovdobvioua oto antid (EUPoéc)

- Nevpidg TOVoc, SuGAPESTN UN PLGLOAOYIKY| aictnon Wiaitepa 610 Gyyrypa

- Y7repPoAikn ToGOHTNTO GLONPOV GTOV OPYAVIGHO

- Atlya

- XOyyvon

- ITovodovtoc

- [Ttdon mov pmopei va 0dnynoetl og TPALUATIOUO

Oy svyvég (umopel va ennpedcovy Emg kot 1 ota 100 dropa)

- Aylopparyio vTdc Tov Kpaviov

- Kvihopopikd mpofinpota

- AnmAelo 6pooNG

- Andrelo oeEovolkng embopiog (AMpmivto)

- Mopoywyn PeYAANS TocOTNTAG 0OVP®V UE 0GTIKO TOVO Kot advvoyia, To onoio Oo pmopovoe va
OmOTEAEL GOUTTOHO LOG VEPPIKTS Statapayns (cvvdpouo Fanconi)

- Kitpvog ypopaTIGHOG TOV SEPUATOC, TMV PAEVVOYOVIOV VUEVOVY 1} TV LATIOV (IKTEPOC),
AVOLYTOYPOLLO KOTPOVE, GKOVPOYPMLLE OVPO, GAyoUpa TOL dEPUATOS, VOO, TOVOC
TPNELLO TOV GTOUAYOL — OVTE UTOPEL VL OTOTELOVV GuUTTONOTO PAGPRNG TOL HITaTOg (NTOTIKY
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dwaTopoyn)

- [T6voc 6710 oTOpdYL, LETEMPIOUOG T} SLEPPOLA, TO OTTOL0 LTOPEL VOL EIVOIL GUUTTOUOTO PAEYLLOVIG
TOV TTaY£0G EVIEPOL (TTOL OVOUALETAN KOMTION 1] PAEYLLOVT] TOV TVPAOD)

- BA&pn ota kdtrapa twv veppdv (ovopdaletot VEKPMOT VEQPIKOV COANVAPImV)

- Metaforég 6TO YpMUA TOL dEPUATOG GOS, ELALCHNGIN 6TO NAOKO PG

- 2Hvdpopo AVoT g OYKOL — HETOPOAKES EMITAOKEG TTOL UTOPEL VO TPpoKOYOLVY KaTd T Oepameia
TOV KOPKIVOL Kot LEPIKEG pOPEG AKOLLOL KO Ympic Oepameio. AVTEG Ol EMTAOKEC TPOKOAODVTOL
oo To TPOIHVTO ATOSOUNOTG TV KOPKIVIKAOV KUTTAp®V Tov tebaivouv kot pmopel vo
neprrapfavooy ta okolovba: petafoArég ot ynueio TOL aipaTog, VYNAO KAAMO, PHOGPOPO,
ovp1kd 0&D Kal YOUNAO aoBECTIO, 00MNYDVTOG KOTH GUVETELN O PETAPOAEG 0TI VEQPIKN
Aertovpyia, ToV KapdloKo TOAULO, o€ GTAGHOVS K, eviote, o Bdvaro.

- AVENGN TG OPTNPLOKNG TEGTC GTO ALLOPOPO. AYYELDL TTOL TPOPOSOTOVY TOVG TVEDLLOVES
(Tvevpovikn vépTaon).

Mn yvootég (n ovyvotnta dev pmopet va ektiun et pe Paon to drabéciua dedopévar)

- A1pvidlog 1 Nmog aALA ETOEVOVEVOS TOVOG OTO VM LEPOG TOV GTOUAYOV KOUT OTNV TALTN, O
0TO10G TOPOUEVEL Y10 LEPIKES NUEPES, TOAVOV GLUVOSEVOUEVOC OO VaTiol, EUETO, TVPETO Kot
ToYD GOLYUO — OVTE TO GUUTTMOUOTO UTOPEL VO OQEIAOVTOL GE PAEYLLOVI TOV TOYKPENTOG.

- Supryprog, Suvokorio KaTd TNV avorvon 1 ENpog PAYOC, TOv EVOEYETUL VO ATTOTEAODY
CUUTTOHOTO TTOV TPOKAAOVVTOL 0O PAEYLOVY] TOV 1GTOV TWV TVELHOVOV.

- "Exovv mapatnpnBel ondvieg mepintdoeig S1donaons tov podv (Luikog movog, advvapio i
TPNELLO) OV pImopel vor 0dNYNGovV og veppikd TpofAnuato (pafdopvoivcn), OpIoUEVEG amd
avtéc 6tav to Lenalidomide Krka d.d. Novo mesto yopryeiton pe otativn (€vag tomog
(POPLAKOL TTOV LEIDVEL TN YOANGTEPOAN).

- M katdotaor Tov exnpedlel To SEPLLO, 1| OTTOT0 TPOKAAEITAL A0 PAEYHOVI] TOV LUKPDV
apoeopmv ayyeiwv, pall pe movo otig apbpdoelg kol Tupetd (AEVKOKVTTOUPOKAAGTIKN
ayyeuTion).

- AlIOTOGT) TOV TOYMHOTOG TOV GTOUAYOV 1] TOL EVIEPOV. AVTO UTOPEL VoL 0O1YNGEL GE TOAD
ocoBapn Aoipmwén. Evnuepdote tov yiatpd cog edv eppavicete coPfapd TOVo 6TO GTOUAYL,
TVpETH, vawtia, EUETO, aipa oTa KOTPOvE 6og 1 0AALYEG OTIC GLVIBEIEG TOV EVIEPOUL.

- Toyeveic Aoméelc, copmepiapfavouévov tov Epnnro {ootnpa (YvowoTtov eniong mg
«Cwompoy, oG 10YEVOVG VOGOV OV TPOKAAEL EMMOVVO dEPUATIKO eEAVON LA LLE POVCKAAES)
Ko enoveppdvion g Aoipméng and nratitida B (1 omoia propel va mpokarécet Kitpiviopa tov
SEPLOTOG KOL TOV LOATIOV, KAPE GKOVPOYPOLUO 0VPA, GTOLOYIKO TOVO 0T 6618 TAELPAE, TUPETO
Kot aioOnpa vavtiog 1 adlabecia).

- ATOPPIYN LOGYEVLOTOC GLUTOYOVS 0pYavoL (OTmG VEPPOD, KOPILAS).

Avo@opd avemBOunNTOV EvEPYELOV

Edv mapotnpnoete kdmoto avemiBount evEpYELQ, EVIULEPDOGTE TOV YLOTPO 1) TOV POPLOKOTOLO GOG.
AvTo 1oyvEL Kot o KAOE mhov avemBOUNTY EVEPYELD TTOV OEV OVAPEPETAL GTO TOPOV GUAAO 0OMNYLDV
yphonc. Mmopeite eniong va avagépete avemBountec evépyeleg anevbeiog, péow Tov eBvikon
GULGTILLOTOG AVOPOPAS TOV avaypapeTal oto IHapdpmua V. Mécm tng avapopds avemfountov
gvepyewwv umopeite va fondncete ot GLALOYY TEPIGGOTEPMV TANPOPOPIDV CYETIKE LLE TNV ACPAAELL
TOV TOPOVTOG POPUAKOV.

5. o vo puidoccete To Lenalidomide Krka d.d. Novo mesto

To @AapHOKO AVTO TPENEL VO QUAACCETAL GE PEPN TTOL eV TO PAETOLV KOl BV TO POAVOLV TO TOSLA.
Na pn gp1oYOTOLEITE AVTO TO PAPLOKO UETE TNV UEPOUN VIO ANENG TTOV AVOPEPETOL GTN GLOKELOGIN
petd v évoelgn «AHEH/EXP». H nuepopnvia AMéng etvon 1) tehevtaio nuépa Tov piva Tov
avapEPETAL EKEL.

To @dappako avtod dev amortel Waitepec cuvONKeg POAAENC.

Mnv znetdite pappoxa 6To vepd NG AmoXETELONS 1] 0TA OKLOKA amoppipparta. Pomote tov
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(QOPLOKOTOO GOG Y10 TO MG VO TETAEETE TO PAPLLOKA TTOV OEV Ypnolponoleite mo. Avtd ta pétpa o
Bonbncovv otV mTpoctacia Tov TEPPAAAOVTOC.

6.

Iepreyopeva TS GVGKEVAGIOG KOl AOUTEG TANPOPOPIES

Tvepréyer o Lenalidomide Krka d.d. Novo mesto

H dpaotikn ovsia givor 1 Aevaidopion. Kabe oidnpd koydxio nepiéyel povoddpikn
VIPOYA®PIKN Aevaidopidn mov icodvvapei o€ 2,5 mg, 5 mg, 7,5 mg, 10 mg, 15 mg, 20 mg 1,
25 mg AevaMSopiong.

To GAA0 GLOTATIKA TOV TEPLEYOUEVOD TOV Kayakiov ivar povvitodn (E421), kuttapivn
pkpoxpvotariikn (E460), auolo apafocitov mpolerativomompévo, Tpuykd o&y (E334) kat
S1Beyevikdg eotépag yAvKepIvIG.

To GAA0 GLGTATIKA TOV KEADPOVG TOL Koyokiov givar:

Lenalidomide Krka d.d. Novo mesto 2,5 mg oxAnpd Koydiio:

vIpopeALOln, kappayevavn (E407), ko yAwprovyo (E508), titaviov dro&eidio (E171),
odnpov o&eidio kitpwvo (E172), wdwokappivio (E132), peddvt extimmong (KOpLpeo AdKKog
(E904), cdnpov o&gido pérav (E172)).

Lenalidomide Krka d.d. Novo mesto 5 mg okAnpé xonydrio.:

VIpopeALOln, kappayevavn (E407), ko yAwpiovyo (E508), titaviov do&eidio (E171),
wdwokappivio (E132), perdvi extommong (koppea Adxkag (E904), oidnpov o&eidio péiav
(E172)).

Lenalidomide Krka d.d. Novo mesto 7.5 mg cxAnpd Koydiio:

VIpopeEALOLn, kappayevavn (E407), ko yAwprovyo (E508), titaviov do&eidio (E171),
owdnpov o&eidio kitpvo (E172), sidmpov oeidio epubpod (E172), cidnpov o&eidio pérav (E172),
peidvt ektimmong (koppea Adkkag (E904), mopidovn, tiraviov dtoeidio (E171)).

Lenalidomide Krka d.d. Novo mesto 10 mg ckinpd Kok

VIpopEALOLn, kappayevavn (E407), ko yAwprovyo (E508), titaviov dro&eidio (E171),
odnpov o&eidio kitpvo (E172), sidnpov o&eidio epubpod (E172), cidnpov o&eidio pérav (E172),
wdwokapuivio (E132), pehdvt extommong (koppeo Adkkog (E904), mopiddvn, titaviov dio&eidio
(E171)).

Lenalidomide Krka d.d. Novo mesto 15 mg oxAnpé konyducio.:

VIpopeALOLn, kappayevavr (E407), kdho yAwprovyo (E508), titaviov dro&eidro (E171),
o1dnpov o&eidio kitpvo (E172), oidnpov o&eidio epvBpd (E172), aidnpov o&eidio pérav (E172),
wdwokappivio (E132), pehdvt extommong (koppea Adxkag (E904), oidnpov o&eidio péiav
(E172)).

Lenalidomide Krka d.d. Novo mesto 20 mg ckAnpd Koydkio:

VIpopEALOLn, kappayevavn (E407), ko yAwpiovyo (E508), titaviov do&eidio (E171),
owdnpov o&eidio kitpwvo (E172), wdwokappivio (E132), peddvi extdommong (Koppeo AGKKog
(E904), cdnpov o&eido pérav (E172)).

Lenalidomide Krka d.d. Novo mesto 25 mg ckAnpd Koydkio:

VIpopEALOLn, kappayevavn (E407), ko yAwpiovyo (E508), titaviov dro&eidio (E171),
odnpov o&eidio kitpvo (E172), siompov o&eido epubpo (E172), cidnpov o&eidio pérav (E172),
peAdvt extommong (koppeo Adakkag (E904), mofidovn, titaviov do&eido (E171)).

Epgévion tov Lenalidomide Krka d.d. Novo mesto kot wepigyépeva g 6uokevaciog
Lenalidomide Krka d.d. Novo mesto 2,5 mg oxAnpd koydkio (koydkio):

To kamdit Tov Koyokiov gival TPAGIVO, TO MO TOL KOWaKiov givorl TPAGIVO LLE EVIVTTOUEVT TNV
évoelén 2.5 og padbpo ypodpo. To TePIEYOUEVO TOV KOWOKIOV EIVOL KOVIG XPDOUOTOG AEVKOD £MG
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KITPVoLu-ALevkov N £0G KapE-Aevkod. MéyeBog okAnpol koyakiov: 4, unkog 14 £ 1 mm.

Lenalidomide Krka d.d. Novo mesto 5 mg oxAnpd xonydkio (Konydcio):

To kamdit Tov koyokiov givatl Urke, T0 OO TOL Koyokiov glvor UTAE e EVTVTOUEVT] TNV EVOEEN 5
o€ pavpo xpodpo. To TePLEYOUEVO TOV KAYOKIOL Eival KOVIG ¥pDOUOTOG AEVKOV £0C KITPIVOL-AELKOD 1
€mG Kapé-Aevkov. Méyebog oxAnpod kayaxiov: 2, ufikog 18 = 1 mm.

Lenalidomide Krka d.d. Novo mesto 7.5 mg cxAnpd Koydkio (kKoyakia):

To komdkt Tov Koyokiov gival KagE, T0 GO TOV KOWOKIOL vl KOQE Le EVIVTOUEVT TNV EVOEIEN
7.5 o€ Aevko ypdpa. To TEPIEYOUEVO TOV KOWOKIOV EIVOL KOVIG XPDUOTOG AEVKOD £1G KITPIVOV-AEVKOD
1 émg Kapé-Levkov. Méyebog oxdinpod kayaxkiov: 1, pikog 19 + 1 mm.

Lenalidomide Krka d.d. Novo mesto 10 mg ckinpd kowydkio (konydxia):

To komdkl Tov Koyokiov €ival TPAGIVO, TO MO TOV KOWOKIOD EVOL KOPE LE EVIUTOUEVT TNV EVOEIEN
10 og Aevkd ypodpo. To mepleydLEVO TOV KAWYAKIOV EIvaL KOVIG ¥PDUOTOG AEVKOV £0C KITPIVOL-AELKOV
N émg Kapé-Aevkod. MéyeBog okAnpol kayakiov: 0, pikog 21 £ 1 mm.

Lenalidomide Krka d.d. Novo mesto 15 mg ckinpd kowydxio (konydxia):

To komdkl Tov Koyokiov ival KagE, T0 GO TOL KOWYOKIov eivol UTAE Le eviumouévn Ty évoeién 15
o€ pavpo xpodpo. To TePleyOUEVO TOV KAYOKIOL vl KOVIG ¥pOUOTOG AEVKOV £0C KITPIVOL-AELKOD 1
€mG Kape-Aevkov. Méyebog oxdnpod kayaxiov: 2, ufkog 18 = 1 mm.

Lenalidomide Krka d.d. Novo mesto 20 mg ckAnpd kowydxio (konydxia):

To kamdaxt Tov Koyaxiov gival TPAcLVo, TO GO TOL KOWaKIOL eival PUTAE Le eVILTOUEVN TV EVOELEn
20 og pavpo ypopo. To TePIEYOUEVO TOV KOWOKIOV £Vl KOVIG XPDOHAUTOG AEVKOV £0G KITPIVOV-AELKOV
1N ém¢ Kopé-Aevkod. MéyeBog okAnpol kayakiov: 1, pikog 19 £ 1 mm.

Lenalidomide Krka d.d. Novo mesto 25 mg ckAnpd kowydkio (konydxia):

To komdkl Tov Koyoakiov ival KagE, To GO TOL KOYOKIOv EIVoL KOQE Le EVTUTOUEV TNV EVOELEn 25
og hevko ypopa. To mepieydpevo Tov Koyakiov gival KOVIG YPOUATOG AEVKOD EmG KITPIVOU-AEVKOV 1)
€m¢G Kape-Aevkov. Méyebog oxdnpod kayaxiov: 0, ufxog 21 = 1 mm.

To Lenalidomide Krka d.d. Novo mesto diatifeton e kovtid mov nepiéyovv 7 x 1121 x 1 okAnpd
KOOKLO GE OOCTOUEVES KOWELEG LOVADAG OOGTG.

Mropei va unv KukAoPopovV OAEG Ol GLGKEVOGIEG.

Karoyog Adsrog Kvkhogopiag
KRKA, d.d., Novo mesto, SmarjeSka cesta 6, 8501 Novo mesto, XAofevia

opackevactig

KRKA, d.d., Novo mesto, gmarj eSka cesta 6, 8501 Novo mesto, XAoPevia
KRKA — FARMA d.o.0., V. Holjevca 20/E, 10450 Jastrebarsko, Kpoatia
TAD Pharma GmbH, Heinz-Lohmann-Strafle 5, 27472 Cuxhaven, ["eppavio

I'o 0mo10dNTOTE TANPOPOPIO GYETIKG. LLE TO TAPOV PUPHUKEVTIKO TPOIOV, TOPUKAAEIGTTE VO
angvBuvleite otov Tomikd avtinpdowmo Tov Katdyov e Adeiog Kvuihopopiog:

Belgié/Belgique/Belgien Lietuva

KRKA Belgium, SA. UAB KRKA Lietuva

Tél/Tel: + 32 (0) 487 50 73 62 Tel: +370 5236 27 40

Bwarapus Luxembourg/Luxemburg

KPKA Boarapus EOO/1 KRKA Belgium, SA.

Ten.: +359 (02) 962 34 50 Tél/Tel: + 32 (0) 487 50 73 62 (BE)
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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

EALdoa
KRKA EAAAX EIIE
Tni: +302100101613

Espaiia
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.0.
Tel: +38516312 100

Ireland
KRKA Pharma Dublin, Ltd.
Tel: +353 1413 3710

Island
LYFIS ehf.
Simi: + 354 534 3500

Italia
KRKA Farmaceutici Milano S.r.1.
Tel: +39 02 3300 8841

Kvmpog
KI.PA. (PHARMACAL) LIMITED
TnA: + 357 24 651 882

Latvija
KRKA Latvija SIA
Tel: +371 6 733 86 10

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
Tel: + 43 (0)1 66 24 300

Polska
KRKA-POLSKA Sp. z 0.0.
Tel.: +48 (0)22 573 7500

Portugal

KRKA Farmacéutica, Sociedade Unipessoal Lda.

Tel: + 351 (0)21 46 43 650

Romania
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.o.
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 mapdév eUALO 03NYIOV YpoNS avadempOnKe Y10 TEAEVTAIN POPE OTIC

Alrec TNYES TANPOPOPLOV



Agmtopepelg TANPOPOPIES Y10l TO QAPHOKO avTO givan dabéotpeg otov diktvako TOmo Tov Evpomraikon
Opyaviopov Gappdkov: http://www.ema.europa.eu.
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